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ABSTRACT

Described herein are genes whose expression are up-regu-
lated or down-regulated in specific cancers or other diseases,
or are otherwise regulated in disease. Related methods and
compositions that can be used for diagnosis, prognosis, and
treatment of those medical conditions are disclosed. Also
described herein are methods that can be used to identify
modulators of these selected conditions.



US 2004/0219579 Al

METHODS OF DIAGNOSIS OF CANCER,
COMPOSITIONS AND METHODS OF SCREENING
FOR MODULATORS OF CANCER

CROSS-REFERENCE TO RELATED
APPLICATIONS

[0001] This application claims priority from U.S. Provi-
sional Application No. 060/448,784 filed Feb. 19, 2003,
which is hereby incorporated by reference herein in its
entirety.

FIELD OF THE INVENTION

[0002] The invention relates to the identification of nucleic
acid and protein expression profiles and nucleic acids,
products, and antibodies thereto that are involved in cancer
and other diseases; and to the use of such expression profiles
and compositions in the diagnosis, prognosis, and therapy of
these conditions. The invention further relates to methods
for identifying and using agents and/or targets that modulate
these conditions.

BACKGROUND OF THE INVENTION

[0003] Cancer is a major cause of morbidity in the United
States. For example, in 1996, the American Cancer Society
estimated that 1,359,150 people were diagnosed with a
malignant neoplasm and 554,740 died from one of these
diseases. Cancer is responsible for 23.9 percent of all
American deaths and is exceeded only by heart disease as a
cause of mortality (33 percent). Unfortunately, cancer mor-
tality is increasing and sometime early in this century, cancer
is expected to become the leading cause of mortality in the
United States as it already is in Japan.

[0004] Cancers share the charactaristic of disordered con-
trol over normal cell division, growth, and differentiation.
Their initial clinical manifestations are extremely heteroge-
neous, with over 70 types of cancer arising in virtually every
organ and tissue of the body. Moreover, some of those
similarly classified cancer types may represent multiple
different molecular diseases. Unfortunately, some cancers
may be virtually asymptomatic until late in the disease
course, when treatment is more difficult, and prognosis grim.

[0005] Treatment for cancer typically includes surgery,
chemotherapy, and/or radiation therapy. Although nearly 50
percent of cancer patients can be effectively treated using
these methods, the current therapies all induce serious side
effects which diminish quality of life. The identification of
novel therapeutic targets and diagnostic markers will be
important for improving the diagnosis, prognosis, and treat-
ment of cancer patients.

[0006] Recent advances in molecular medicine have
increased the interest in tumor-specific antigens that could
serve as targets for various immunotherapeutic or small
molecule strategies. Antigens suitable for immunotherapeu-
tic strategies should be highly expressed in cancer tissues,
preferably accessible from the vasculature and at the cell
surface, and ideally not expressed in normal adult tissues.
Expression in tissues that are dispensable for life, however,
may be tolerated, e.g., reproductive organs, especially those
absent in one sex. Examples of antigens that are currently
available for the detection and treatment of certain cancers
include Her2/neu and the B-cell antigen CD20. Humanized
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monclonal antibodies directed to Her2/neu (Herceptin®/
trastuzumab) are currently in use for the treatment of meta-
static breast cancer. See Ross and Fletcher (1998) Stem Cells
16:413-428. Similarly, anti-CD20 monoclonal antibodies
(Rituxin®/rituximab) are used to effectively treat non-
Hodgkin’s lymphoma. See Maloney, et al. (1997) Blood
90:2188-2195; Leget and Czuczman (1998) Curr. Opin.
Oncol. 10:548-551.

[0007] The elucidation of a role for novel proteins and
compounds in disease states for identification of therapeutic
targets and diagnostic markers is valuable for improving the
current treatment of cancer patients. Accordingly, provided
herein are molecular targets for therapeutic intervention in
various defined cancers. Additionally, provided herein are
methods that can be used in diagnosis and prognosis of
cancer. Further provided are methods that can be used to
screen candidate bioactive agents for the ability to modulate
cancer.

SUMMARY OF THE INVENTION

[0008] The present invention provides methods for detect-
ing a pathological cell in a patient, the method comprising
detecting a nucleic acid or polypeptide comprising a
sequence at least 80% identical to a sequence described in
Table 2 or the attached listing of SEQ ID NOs:1-116 in a
biological sample from the patient, thereby detecting, either
qualitatively or quantitatively, the pathological cell. In cer-
tain embodiments of the method, the pathological cell has a
pathology (i.e. disease state, abnormality, or medical con-
dition) selected from those listed in Table 1, including
cancer. In some embodiments of the method, the biological
sample comprises nucleic acids (e.g. mRNA); the biological
sample is tissue from an organ which is affected by a
pathology listed in Table 1, including a cancer; a further step
is used of amplifying nucleic acids before the step of
detecting the nucleic acid; the detecting is of a protein
encoded by the nucleic acid; the nucleic acid comprises a
sequence as described in Table 2 or the attached listing of
SEQ ID NOs:1-116; the detecting step is carried out by
using a labeled nucleic acid probe, utilizing a biochip
comprising a sequence at least 80% identical to a sequence
as described in Table 2 or the attached listing of SEQ ID
NOs:1-116 , or detecting a polypeptide encoded by a nucleic
acid; or the patient is undergoing a therapeutic regimen to
treat a pathology of Table 1, or is suspected of having a
pathology (e.g. cancer).

[0009] Compositions are also provided, e.g., an isolated
nucleic acid molecule comprising a sequence as described in
Table 2 or SEQ ID NOs:1-58, including, e.g., those which
are labeled; an expression vector comprising such nucleic
acid; a host cell comprising such expression vector; an
isolated polypeptide which is encoded by such a nucleic acid
molecule comprising a sequence as described in Table 2 or
SEQ ID NOs:59-116; or an antibody that specifically binds
a polypeptide comprising a sequence selected from those
listed in SEQ ID NOs:59-116. In particular embodiments,
the antibody is conjugated to an effector component, is
conjugated to a detectable label (including, e.g., a fluores-
cent label, a radioisotope, or a cytotoxic chemical), an
antibody fragment, or is a humanized antibody.

[0010] Additional methods are provided, including meth-
ods for specifically targeting a compound to a pathological
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cell in a patient, the method comprising administering to the
patient an antibody conjugated to, or capable of binding to,
the compound, as described, thereby providing the target-
ting. Others include, e.g., methods for determining the
presence or absence of a pathological cell in a patient, the
methods comprising contacting a biological sample with an
antibody, as described. In more particular methods, the
antibody is: conjugated to an effector component, or to a
fluorescent label; or the biological sample is a blood, serum,
urine, or stool sample.

[0011] Further methods include those for identifying, or
screening, compounds that modulate the function of pathol-
ogy-associated polypeptides (e.g. polypeptides that have
been identified associated with a disease state via gene
expression analysis), the method comprising: contacting the
compound with a pathology-associated polypeptide, the
polypeptide encoded by a polynucleotide that selectively
hybridizes to a sequence at least 80% identical to a sequence
as described in Table 2 or the attached listing of SEQ ID
NOs:1-116 ; and determining the effect of the compound
upon the function of the polypeptide. Another drug screen-
ing assay method comprises steps of: administering a test
compound to a mammal having a pathology of Table 1 or a
cell isolated therefrom; and comparing the level of gene
expression of a polynucleotide that selectively hybridizes to
a sequence at least 80% identical to a sequence as described
in Table 2 or the attached listing of SEQ ID NOs:1-116 in a
treated cell or mammal with the level of gene expression of
the polynucleotide in a control cell or mammal, wherein a
test compound that modulates the level of expression of the
polynucleotide is a candidate for the treatment of the pathol-

ogy.

DETAILED DESCRIPTION OF THE
INVENTION

[0012] In accordance with the objects outlined above, the
present invention provides novel methods for diagnosis and
prognosis evaluation for various disorders, €.g., angiogen-
esis, fibrosis, and various defined forms of cancer, including
metastatic cancer, as well as methods for screening for
compositions which modulate such conditions. Also pro-
vided are methods for treating such disorders or cancers.
See, e.g., American Society of Clinical Oncology (ed. 2001)
ASCO Curriculum: Symptom Management Kendall/Hunt,
ISBN: 0787277851; Bonadonna, et al. (2001) Textbook of
Breast Cancer (2d ed.) Dunitz Martin, ISBN: 1853178241,
Devita and Hellman (eds. 2001) Cancer Principles and
Practice of Oncology (2 vols.), Lippincott Williams, ISBN:
0781723876; Howell, et al. (2001) Breast Cancer Isis Medi-
cal Media, ISBN: 1901865584; Kaye and Laws (2001)
Brain Tumours: An Encyclopedic Approach (2d ed.)
Churchill Livingstone, ISBN: 0443064261; Mihm, et al.
(2001) The Melanocytic Proliferation: A Comprehensive
Textbook of Pigmented Lesions Wiley-Liss, ISBN:
0471252719; Montgomery and Aaron (2001) Clinical
Pathology of Soft-Tissue Tumors Marcel Dekker, ISBN:
0824702905; Petrovich, et al. (eds. 2001) Combined Modal-
ity of Central Nervous System Tumors (Medical Radiology)
Springer Verlag, ISBN: 3540660534; Rosen (2001) Rosen’s
Breast Pathology Lippincott Williams and Wilkins, ISBN:
0781723795; Shah, et al. (2001) Oral Cancer Isis Medical
Media, ISBN: 189906687X; Weiss and Goldblum (2001)
Enzinger and Weiss’s Soft Tissue Tumors (4th ed.) Mosby,
ISBN: 0323012000, Abeloff, et al. (eds. 2000) Clinical
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Oncology (2d ed.) Churchill Livingstone, ISBN:
044307545X; American Society of Clinical Oncology (ed.
2000) Cancer Genetics and Cancer Predisposition Testing
Kendall/Hunt, ISBN: 0787276154, Fletcher (2000) Diag-
nostic Histopathology of Tumors (2 vols. 2d ed.) Churchill
Livingstone, ISBN: 0443079927, Vogelzang (ed. 2000)
Comprehensive Textbook of Genitourinary Oncology (2d
ed.) Lippincott Williams and Wilkins, ISBN: 0683306456,
Holland, et al. (eds. 2000) Holland-Frei Cancer Medicine
(Book with CD-ROM 5th ed.) Decker, ISBN: 1550091131;
Turrisi, et al. (2000) Lung Cancer Isis Medical Media,
ISBN: 1901865428, Bartolozzi and Lencioni (eds. 1999)
Liver Malignancies: Diagnostic and Interventional Radiol-
ogy (Medical Radiology) Springer Verlag, ISBN:
35400647562; Gasparini (ed. 1999) Prognostic Variables in
Node-Negative and Node-Fositive Breast Cancer Kluwer,
ISBN: 0792384474; Hansen (ed. 1999) The LASLC Text-
book of Lung Cancer: International Association for the
Study of Lung Cancer Dunitz Martin, ISBN: 1853177083,
Raghavan, et al. (eds. 1999) Textbook of Uncommon Cancer
(2nd ed.) Wiley, ISBN: 0471929212; Thawley, et al. (eds.
1999) Comprehensive Management of Head and Neck
Tumors (2 vols.) Saunders, ISBN: 0721655823; Whittaker
and Holmes (eds. 1999) Leukemia and Related Disorders
(3d ed.) Blackwell Science, ISBN: 0865426074; Aapro (ed.
1998) OncoMedia: Medical Oncology (CD-ROM) Elsevier
Science, ISBN: 0080427480; Abeloff (1998) Clinical
Oncology (Library Version 2 CD-ROM Individual Version
2.0 Windows and Macintosh) Harcourt Brace, ISBN:
0443075557; Benson (ed. 1998) Gastrointestinal Oncology
(Cancer Treatment and Research, CTAR 98) Kluwer, ISBN:
0792382056; Brambilla and Brambilla (eds. 1998) Lung
Tumors: Fundamental Biology and Clinical Management
(Vol 124) Marcel Dekker, ISBN: 0824701607; Canellos, et
al. (eds. 1998) The Lymphomas Saunders, ISBN:
0721650309; Greenspan and Remagen (1998) Differential
Diagnosis of Tumors and Tumor-Like Lesions of Bones and
Joints Lippincott Williams and Wilkins Publishers, [ISBN:
0397517106; Hiddemann (ed. 1998) Acute Leukemias VII:
Experimental Approaches and Novel Therapies (Haecmatolo-
gie Und Bluttransfusion, Vol 39), Springer Verlag, ISBN:
3540635041; Husband and Reznek (1998) Imaging in
Oncology (2 vols.) Mosby, ISBN: 1899066489; Leibel and
Phillips (eds. 1998) Textbook of Radiation Oncology Saun-
ders, ISBN: 0721653367; Maloney and Miller (eds. 1998)
Cutaneous Oncology: Pathophysiology, Diagnosis, and
Management Blackwell Science, ISBN: 0865425175; Mit-
tal, et al. (eds. 1998) Advances in Radiation Therapy Kluwe,
ISBN: 0792399811; Oldham (ed. 1998) Principles of Can-
cer Biotherapy (3d ed.) Kluwer, ISBN: 0792335074; Ozols
(ed. 1998) Gynecologic Oncology Kluwer, ISBN:
0792380703; Parkin, et al. (eds. 1998) Cancer Incidence in
Five Continents (larc Scientific Publications, No 143)
Oxford University Press, ISBN: 9283221435; Perez and
Brady (eds. 1998) Principles and Practice of Radiation
Oncology Lippincott Williams and Wilkins, ISBN:
0397584164; Black, et al. (eds. 1997) Cancer of the Nervous
System Blackwell Science, ISBN: 0865423849; Bonadonna,
et al. (1997) Textbook of Breast Cancer: A Clinical Guide to
Therapy Blackwell Science, ISBN: 1853173487, Pollock
(ed. 1997) Surgical Oncology Kluwer, ISBN: 0792399005;
Sheaves, et al. (eds. 1997) Clinical Endocrine Oncology
Blackwell Science, ISBN: 086542862X; Vahrson (1997)
Radiation Oncology of Gynecological Cancers Springer
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Verlag, ISBN: 0387567682, Walterhouse and Cohn (eds.
1997) Diagnostic and Therapeutic Advances in Pediatric
Oncology Kluwer, ISBN: 0792399781; Aisner (ed. 1996)
Comprehensive Textbook of Thoracic Oncology Lippincott,
Williams and Wilkins, ISBN: 06830000624, Bertino, et al.
(eds. 1996) Encyclopedia of Cancer (3 vols.) Academic,
ISBN: 012093230X; Cavalli, et al. (1996) Textbook of
Medical Oncology Dunitz Martin, ISBN: 1853172901,
Peckham, et al. (eds. 1995) Oxford Textbook of Oncology
(2-Vols.) Oxford University Press, ISBN: 0192616854, and
Freireich and Kantarjian (eds. 1996) Molecular Genetics
and Therapy of Leukemia (Cancer Treatment and Research,
V. 84) Kluwer, ISBN: 0792339126.

[0013] In particular, identification of markers selectively
expressed on defined cancers allows for use of that expres-
sion in diagnostic, prognostic, or therapeutic methods. As
such, the invention defines various compositions, €.g.,
nucleic acids, polypeptides, antibodies, and small molecule
agonists/antagonists, which will be useful to selectively
identify those markers. For example, therapeutic methods
may take the form of protein therapeutics which use the
marker expression for selective localization or modulation
of function (for those markers which have a causative
disease effect), for vaccines, identification of binding part-
ners, or antagonism, e€.g., using antisense or RNAi. The
markers may be useful for molecular characterization of
subsets of the diseases, e.g., as provided in Table 1, which
subsets may actually require very different treatments.
Moreover, the markers may also be important in related
diseases to the specific disorders and cancers, €.g., which
affect similar tissues in non-malignant diseases, or have
similar mechanisms of induction/maintenance. Metastatic
processes or characteristics may also be targeted. Diagnostic
and prognostic uses are made available, e.g., to subset
related but distinct diseases, or to determine treatment
strategy. The detection methods may be based upon nucleic
acid, e.g., PCR or hybridization techniques, or protein, e.g.,
ELISA, imaging, IHC, etc. The diagnosis may be qualitative
or quantitative, and may detect increases or decreases in
expression levels.

[0014] Table 2 provides unigene cluster identification
numbers for the nucleotide sequence of genes (SEQ ID
NOs:1-58) that exhibit increased or decreased expression in
diseased samples, particularly sequences involved in angio-
genesis, arthritis, prostate cancer, breast cancer, colorectal
cancer, cervical cancer, bladder cancer, head and neck
cancer, esophageal cancer, lung cancer, ovarian cancer,
pancreatic cancer, renal cancer, stomach cancer, skin cancer,
testicular cancer, uterine cancer, glioblastoma, Ewing sar-
coma, soft tissue sarcoma, and lung fibrosis. Table 2 also
provides an exemplar accession number that provides a
nucleotide sequence that is part of the unigene cluster.

[0015]

Definitions

[0016] The term “cancer protein” or “cancer polynucle-
otide” or “cancer-associated transcript” refers to nucleic acid
and polypeptide polymorphic variants, alleles, mutants, and
interspecies  homologues that: (1) have a nucleotide
sequence that has greater than about 60% nucleotide
sequence identity, 65%, 70%, 75%, 80%, 85%, 90%, pref-
erably about 92%, 94%, 96%, 97%, 98%, or 99% or greater
nucleotide sequence identity, preferably over a region of
over a region of at least about 25, 50, 100, 200, 500, 1000,
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or more nucleotides, to a nucleotide sequence of or associ-
ated with a gene of Table 2 or SEQ ID NOs: 1-38; (2) bind
to antibodies, e.g., polyclonal antibodies, raised against an
immunogen comprising an amino acid sequence encoded by
a nucleotide sequence of or associated with a gene of Table
2 or SEQ ID NOs:1-58, and conservatively modified vari-
ants thereof; (3) specifically hybridize under stringent
hybridization conditions to a nucleic acid sequence, or the
complement thereof of Table 2 or SEQ ID NOs:1-58 and
conservatively modified variants thereof; or (4) have an
amino acid sequence that has greater than about 60% amino
acid sequence identity, 65%, 70%, 75%, 80%, 85%, prefer-
ably 90%, 91%, 93%, 95%, 97%, 98%, or 99% or greater
amino sequence identity, preferably over a region of over a
region of at least about 25, 50, 100, 200, 500, 1000, or more
amino acids, to an amino acid sequence encoded by a
nucleotide sequence of or associated with a gene of Table 2
or SEQ ID NOs:1-58. A polynucleotide or polypeptide
sequence is typically from a mammal including, but not
limited to, primate, e.g., human; rodent, e.g., rat, mouse,
hamster; cow, pig, horse, sheep, or other mammal. A “cancer
polypeptide” and a “cancer polynucleotide,” include both
naturally occurring or recombinant forms.

[0017] A“full length” cancer protein or nucleic acid refers
to a cancer polypeptide or polynucleotide sequence, or a
variant thereof, that contains elements normally contained in
one or more naturally occurring, wild type cancer polynucle-
otide or polypeptide sequences. The “full length” may be
prior to, or after, various stages of post-translational pro-
cessing or splicing, including alternative splicing.

[0018] “Biological sample” as used herein is a sample of
biological tissue or fluid that contains nucleic acids or
polypeptides, e.g., of a cancer protein, polynucleotide, or
transcript. Such samples include, but are not limited to,
tissue isolated from primates, e.g., humans, or rodents, e.g.,
mice, and rats. Biological samples may also include sections
of tissues such as biopsy and autopsy samples, frozen
sections taken for histologic purposes, archival samples,
blood, plasma, serum, sputum, stool, tears, mucus, hair, skin,
etc. Biological samples also include explants and primary
and/or transformed cell cultures derived from patient tissues.
A biological sample is typically obtained from a eukaryotic
organism, most preferably a mammal such as a primate, e.g.,
chimpanzee or human; cow; dog; cat; a rodent, e.g., guinea
pig, rat, mouse; rabbit; or a bird; reptile; or fish. Livestock
and domestic animals are of interest.

[0019] “Providing a biological sample” means to obtain a
biological sample for use in methods described in this
invention. Most often, this will be done by removing a
sample of cells from an animal, but can also be accom-
plished by using previously isolated cells (e.g., isolated by
another person, at another time, and/or for another purpose),
or by performing the methods of the invention in vivo.
Archival tissues or materials, having treatment or outcome
history, will be particularly useful.

[0020] The terms “identical” or percent “identity,” in the
context of two or more nucleic acids or polypeptide
sequences, refer to two or more sequences or subsequences
that are the same or have a specified percentage of amino
acid residues or nucleotides that are the same (e.g., about
70% identity, preferably 75%, 80%, 85%, 90%, 91%, 93%,
95%, 97%, 98%, 99%, or higher identity over a specified
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region, when compared and aligned for maximum corre-
spondence over a comparison window or designated region)
as measured using, e.g., 2 BLAST or BLAST 2.0 sequence
comparison algorithms with default parameters described
below, or by manual alignment and visual inspection (see,
e.g., the NCBI web site, or the like). Such sequences are then
said to be “substantially identical.” This definition also
refers to, or may be applied to, the complement of a test
sequence. The definition also includes sequences that have
deletions and/or insertions, substitutions, and naturally
occurring, e.g., polymorphic or allelic variants, and man-
made variants. As described below, the preferred algorithms
can account for gaps and the like. Preferably, identity exists
over a region that is at least about 25 amino acids or
nucleotides in length, or more preferably over a region that
is about 50-100 amino acids or nucleotides in length.

[0021] For sequence comparison, typically one sequence
acts as a reference sequence, to which test sequences are
compared. When using a sequence comparison algorithm,
test and reference sequences are entered into a computer,
subsequence coordinates are designated, if necessary, and
sequence algorithm program parameters are designated.
Preferably, default program parameters can be used, or
alternative parameters can be designated. The sequence
comparison algorithm then calculates the percent sequence
identities for the test sequences relative to the reference
sequence, based on the program parameters.

[0022] A “comparison window”, as used herein, includes
reference to a segment of contiguous positions selected from
the group consisting typically of from about 20 to 600,
usually about 50 to 200, more usually about 100 to 150, in
which a sequence may be compared to a reference sequence
of the same number of contiguous positions after the two
sequences are optimally aligned. Methods of alignment of
sequences for comparison are well-known. Optimal align-
ment of sequences for comparison can be conducted, e.g., by
the local homology algorithm of Smith and Waterman
(1981) Adv. Appl. Math. 2:482-489, by the homology align-
ment algorithm of Needleman and Wunsch (1970) J. Mol.
Biol. 48:443-453, by the search for similarity method of
Pearson and Lipman (1988) Proc. Nat’l. Acad. Sci. USA
85:2444-2448, by computerized implementations of these
algorithms (GAP, BESTFIT, FASTA, and TFASTA in the
Wisconsin Genetics Software Package, Genetics Computer
Group, 575 Science Dr., Madison, Wis.), or by manual
alignment and visual inspection (see, ¢.g., Ausubel, et al.
(eds. 1995 and supplements) Current Protocols in Molecu-
lar Biology Wiley).

[0023] Preferred examples of algorithms that are suitable
for determining percent sequence identity and sequence
similarity include the BLAST and BLAST 2.0 algorithms,
which are described in Altschul, et al. (1977) Nuc. Acids Res.
25:3389-3402 and Altschul, et al. (1990) J. Mol Biol.
215:403-410. BLAST and BLAST 2.0 are used, with the
parameters described herein, to determine percent sequence
identity for the nucleic acids and proteins of the invention.
Software for performing BLAST analyses is publicly avail-
able through the web-site for National Center for Biotech-
nology Information (NCBI). This algorithm involves first
identifying high scoring sequence pairs (HSPs) by identify-
ing short words of length W in the query sequence, which
either match or satisfy some positive-valued threshold score
T when aligned with a word of the same length in a database
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sequence. T is referred to as the neighborhood word score
threshold (Altschul, et al., supra). These initial neighbor-
hood word hits act as seeds for initiating searches to find
longer HSPs containing them. The word hits are extended in
both directions along each sequence for as far as the cumu-
lative alignment score can be increased. Cumulative scores
are calculated using, e.g., for nucleotide sequences, the
parameters M (reward score for a pair of matching residues,;
always>0) and N (penalty score for mismatching residues;
always<0). For amino acid sequences, a scoring matrix is
used to calculate the cumulative score. Extension of the
word hits in each direction are halted when: the cumulative
alignment score falls off by the quantity X from its maxi-
mum achieved value; the cumulative score goes to zero or
below, due to the accumulation of one or more negative-
scoring residue alignments; or the end of either sequence is
reached. The BLAST algorithm parameters W, T, and X
determine the sensitivity and speed of the alignment. The
BLASTN program (for nucleotide sequences) uses as
defaults a wordlength (W) of 11, an expectation (E) of 10,
M=5, N=-4 and a comparison of both strands. For amino
acid sequences, the BLASTP program uses as defaults a
wordlength of 3, and expectation (E) of 10, and the BLO-
SUMG62 scoring matrix (se¢ Henikoff and Henikoff(1992)
Proc. Natl. Acad. Sci. USA 89:10915-919) alignments (B) of
50, expectation (E) of 10, M=5, N=-4, and a comparison of
both strands.

[0024] The BLAST algorithm also performs a statistical
analysis of the similarity between two sequences. See, ¢.g.,
Karlin and Altschul (1993) Proc. Nat’l. Acad. Sci. USA
90:5873-5787. One measure of similarity provided by the
BLAST algorithm is the smallest sum probability (P(N)),
which provides an indication of the probability by which a
match between two nucleotide or amino acid sequences
would occur by chance. For example, a nucleic acid is
considered similar to a reference sequence if the smallest
sum probability in a comparison of the test nucleic acid to
the reference nucleic acid is less than about 0.2, more
preferably less than about 0.01, and most preferably less
than about 0.001. Log values may be negative large num-
bers, e.g., 5, 10, 20, 30, 40, 40, 70, 90, 110, 150, 170, etc.

[0025] An indication that two nucleic acid sequences are
substantially identical is that the polypeptide encoded by the
first nucleic acid is immunologically cross reactive with the
antibodies raised against the polypeptide encoded by the
second nucleic acid. Thus, a polypeptide is typically sub-
stantially identical to a second polypeptide, ¢.g., where the
two peptides differ only by conservative substitutions.
Another indication that two nucleic acid sequences are
substantially identical is that the two molecules or their
complements hybridize to each other under stringent con-
ditions. Yet another indication that two nucleic acid
sequences are substantially identical is that the same primers
can be used to amplify the sequences.

[0026] A “host cell” is a naturally occurring cell or a
transformed cell that contains an expression vector and
supports the replication or expression of the expression
vector. Host cells may be cultured cells, explants, cells in
vivo, and the like, Host cells may be prokaryotic cells such
as F. coli, or eukaryotic cells such as yeast, insect, amphib-
ian, or mammalian cells such as CHO, Hela, and the like
(see, e.g., the American Type Culture Collection (ATCC)
catalog or web site).
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[0027] The terms “isolated,”purified,” or “biologically
pure” refer to material that is substantially or essentially free
from components that normally accompany it as found in its
native state. Purity and homogeneity are typically deter-
mined using analytical chemistry techniques such as poly-
acrylamide gel electrophoresis or high performance liquid
chromatography. A protein or nucleic acid that is the pre-
dominant species present in a preparation is substantially
purified. In particular, an isolated nucleic acid is separated
from some open reading frames that naturally flank the gene
and encode proteins other than protein encoded by the gene.
The term “purified” in some embodiments denotes that a
nucleic acid or protein gives rise to essentially one band in
an electrophoretic gel. Preferably, it means that the nucleic
acid or protein is at least about 85% pure, more preferably
at least 95% pure, and most preferably at least 99% pure.
“Purify” or “purification” in other embodiments means
removing at least one contaminant or component from the
composition to be purified. In this sense, purification does
not require that the purified compound be homogeneous,
¢.g., 100% pure.

[0028] The terms “polypeptide,” peptide,” and “protein”
are used interchangeably herein to refer to a polymer of
amino acid residues. The terms apply to amino acid poly-
mers in which one or more amino acid residue is an artificial
chemical mimetic of a corresponding naturally occurring
amino acid, as well as to naturally occurring amino acid
polymers, those containing modified residues, and non-
naturally occurring amino acid polymers.

[0029] The term “amino acid” refers to naturally occurring
and synthetic amino acids, as well as amino acid analogs and
amino acid mimetics that function similarly to the naturally
occurring amino acids. Naturally occurring amino acids are
those encoded by the genetic code, as well as those amino
acids that are later modified, ¢.g., hydroxyproline, Y-car-
boxyglutamate, and O-phosphoserine. Amino acid analogs
refers to compounds that have the same basic chemical
structure as a naturally occurring amino acid, e.g., an a
carbon that is bound to a hydrogen, a carboxyl group, an
amino group, and an R group, e.g., homoserine, norleucine,
methionine sulfoxide, methionine methyl sulfonium. Such
analogs may have modified R groups (e.g., norleucine) or
modified peptide backbones, but retain somebasic chemical
structure as a naturally occurring amino acid. Amino acid
mimetic refers to a chemical compound that has a structure
that is different from the general chemical structure of an
amino acid, but that functions similarly to another amino
acid.

[0030] Amino acids may be referred to herein by either
their commonly known three letter symbols or by the
one-letter symbols recommended by the [UPAC-IUB Bio-
chemical Nomenclature Commission. Nucleotides, likewise,
may be referred to by their commonly accepted single-letter
codes.

[0031] “Conservatively modified variant” applies to both
amino acid and nucleic acid sequences. With respect to
particular nucleic acid sequences, conservatively modified
variants refers to those nucleic acids which encode identical
or essentially identical amino acid sequences, or where the
nucleic acid does not encode an amino acid sequence, to
essentially identical or associated, e.g., naturally contiguous,
sequences. Because of the degeneracy of the genetic code, a
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large number of functionally identical nucleic acids encode
most proteins. For instance, the codons GCA, GCC, GCG,
and GCU each encode the amino acid alanine. Thus, at each
position where an alanine is specified by a codon, the codon
can be altered to another of the corresponding codons
described without altering the encoded polypeptide. Such
nucleic acid variations are “silent variations,” which are one
species of conservatively modified variations. Every nucleic
acid sequence herein which encodes a polypeptide also
describes silent variations of the nucleic acid. In certain
contexts each codon in a nucleic acid (except AUG, which
is ordinarily the only codon for methionine, and TGG, which
is ordinarily the only codon for tryptophan) can be modified
to yield a functionally similar molecule. Accordingly, a
silent variation of a nucleic acid which encodes a polypep-
tide is implicit in a described sequence with respect to the
expression product, but not necessarily with respect to actual
probe sequences.

[0032] As to amino acid sequences, one of skill will
recognize that individual substitutions, deletions, or addi-
tions to a nucleic acid, peptide, polypeptide, or protein
sequence which alters, adds, or deletes a single amino acid
or a small percentage of amino acids in the encoded
sequence is a “conservatively modified variant” where the
alteration results in the substitution of an amino acid with a
chemically similar amino acid. Conservative substitution
tables providing functionally similar amino acids are well
known. Such conservatively modified variants are in addi-
tion to and do not exclude polymorphic variants, interspe-
cies homologs, and alleles of the invention. Typically con-
servative substitutions include for one another: 1) Alanine
(A), Glycine (G); 2) Aspartic acid (D), Glutamic acid (E); 3)
Asparagine (N), Glutamine (Q); 4) Arginine (R), Lysine (K);
5) Isoleucine (I), Leucine (L), Methionine (M), Valine (V);
6) Phenylalanine (F), Tyrosine (Y), Tryptophan (W); 7)
Serine (8), Threonine (T); and 8) Cysteine (C), Methionine
(M) (see, e.g., Creighton (1984) Proteins: Structure and
Molecular Properties Freeman).

[0033] Macromolecular structures such as polypeptide
structures can be described in terms of various levels of
organization. For a general discussion of this organization,
see, ¢.2., Alberts, et al. (eds. 2001) Molecular Biology of the
Cell (4th ed.) Garland; and Cantor and Schimmel (1980)
Biophysical Chemistry Part 1: The Conformation of Bio-
logical Macromolecules Freeman. “Primary structure”
refers to the amino acid sequence of a particular peptide.
“Secondary structure” refers to locally ordered, three dimen-
sional structures within a polypeptide. These structures are
commonly known as domains. Domains are portions of a
polypeptide that often form a compact unit of the polypep-
tide and are typically 25 to approximately 500 amino acids
long. Typical domains are made up of sections of lesser
organization such as stretches of p-sheet and o-helices.
“Tertiary structure” refers to the complete three dimensional
structure of a polypeptide monomer. “Quaternary structure”
refers to the three dimensional structure formed, usually by
the noncovalent association of independent tertiary units.
Anisotropic terms are also known as energy terms,

[0034] “Nucleic acid” or “oligonucleotide” or “polynucle-
otide” or grammatical equivalents used herein means at least
two nucleotides covalently linked together. Oligonucle-
otides are typically from about 5, 6, 7, 8, 9, 10, 12, 15, 25,
30, 40, 50, or more nucleotides in length, up to about 100
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nucleotides in length. Nucleic acids and polynucleotides are
a polymers of any length, including longer lengths, e.g., 200,
300, 500, 1000, 2000, 3000, 5000, 7000, 10,000, etc. A
nucleic acid of the present invention will generally contain
phosphodiester bonds, although in some cases, nucleic acid
analogs are included that may have at least one different
linkahge, e.g., phosphoramidate, phosphorothioate, phos-
phorodithioate, or O-methylphophoroamidite linkages (see
Eckstein (1992) Oligonucleotides and Analogues: A Prac-
tical Approach Oxford Univ. Press); and peptide nucleic acid
backbones and linkages. Other analog nucleic acids include
those with positive backbones; non-ionic backbones, and
non-ribose backbones, including those described in U.S. Pat.
Nos. 5,235,033 and 5,034,506, and Chapters 6 and 7 of
Sanghvi and Cook (eds. 1994) Carbohydrate Modifications
in Antisense Research ACS Symposium Series 580. Nucleic
acids containing one or more carbocyclic sugars are also
included within one definition of nucleic acids. Modifica-
tions of the ribose-phosphate backbone may be done for a
variety of reasons, €.g., to increase the stability and half-life
of such molecules in physiological environments or as
probes on a biochip. Mixtures of naturally occurring nucleic
acids and analogs can be made; alternatively, mixtures of
different nucleic acid analogs, and mixtures of naturally
occurring nucleic acids and analogs may be made.

[0035] A variety of references disclose such nucleic acid
analogs, including, ¢.g., phosphoramidate (Beaucage, et al.
(1993) Tetrahedron 49:1925-1963 and references therein;
Letsinger (1970)J. Org. Chem. 35:3800-3803; Sprinz, et al.
(1977) Eur. J. Biochem. 81:579-589; Letsinger, et al. (1986)
Nucl. Acids Res. 14:3487-499; Sawai, ¢t al. (1984) Chem.
Lett. 805, Letsinger, et al. (1988) J. Am. Chem. Soc.
110:4470-4471; and Pauwels, et al. (1986) Chemica Scripta
26:141-149), phosphorothioate (Mag, et al. (1991) Nucleic
Acids Res. 19:1437-441; and U.S. Pat. No. 5,644,048),
phosphorodithioate (Brill, et al. (1989) J. Am. Chem. Soc.
111:2321-2322), O-methylphophoroamidite linkages (see
Eckstein (1992) Oligonucleotides and Analogues: A Prac-
tical Approach, Oxford Univ. Press), and peptide nucleic
acid backbones and linkages (see Egholm (1992) J. Am.
Chem. Soc. 114:1895-1897; Meier, et al. (1992) Chem. Int.
Ed. Engl. 31:1008-1010; Nielsen (1993) Nature 365:566-
568; Carlsson, et al. (1996) Nature 380:207, all of which are
incorporated by reference). Other analog nucleic acids
include those with positive backbones (Denpcy, et al. (1995)
Proc. Natl. Acad. Sci. USA 92:6097-101; non-ionic back-
bones (U.S. Pat. Nos. 5,386,023, 5,637,084, 5,602,240,
5,216,141, and 4,469,863; Kiedrowski, et al. (1991) Angew:
Chem. Intl. Ed. English 30:423-426; Letsinger, et al. (1988)
J. Am. Chem. Soc. 110:4470-4471; Letsinger, et al. (1994)
Nucleoside and Nucleotide 13:1597; Chapters 2 and 3 in
Sanghvi and Cook (eds. 1994) Carbohydrate Modifications
in Antisense Research ACS Symposium Series 580; Mes-
macker, et al. (1994) Bioorganic and Medicinal Chem. Lett.
4:395-398; Jeffs, et al. (1994) J. Biomolecular NMR 34:17;
Horn, et al. (1996) Tetrahedron Lett. 37:743) and non-ribose
backbones, including those described in U.S. Pat. Nos.
5,235,033 and 5,034,506, and Chapters 6 and 7 in Sanghvi
and Cook (eds. 1994) Carbohydrate Modifications in Anti-
sense Research ACS Symposium Series 580. Nucleic acids
containing one or more carbocyclic sugars are also included
within one definition of nucleic acids (see Jenkins, et al.
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(1995) Chem. Soc. Rev. pp 169-176). Several nucleic acid
analogs are described in Rawls (page 35, Jun. 2, 1997) C&FE
News.

[0036] Particularly preferred are peptide nucleic acids
(PNA) which includes peptide nucleic acid analogs. These
backbones are substantially non-ionic under neutral condi-
tions, in contrast to the highly charged phosphodiester
backbone of naturally occurring nucleic acids. This results in
at least two advantages. The PNA backbone exhibits
improved hybridization kinetics. PNAs have larger changes
in the melting temperature (T,) for mismatched versus
perfectly matched basepairs. DNA and RNA typically
exhibit a 2-4° C. drop in T, for an internal mismatch. With
the non-ionic PNA backbone, the drop is closer to 7-9° C.
Similarly, due to their non-ionic nature, hybridization of the
bases attached to these backbones is relatively insensitive to
salt concentration. In addition, PNAs are not degraded by
cellular enzymes, and thus can be more stable.

[0037] The nucleic acids may be single stranded or double
stranded, as specified, or contain portions of both double
stranded or single stranded sequence. The depiction of a
single strand also defines the sequence of the complemen-
tary strand; thus the sequences described herein also provide
the complement of the sequence. The nucleic acid may be
DNA, both genomic and cDNA, RNA, or a hybrid, where
the nucleic acid may contain combinations of deoxyribo-
and ribo-nucleotides, and combinations of bases, including
uracil, adenine, thymine, cytosine, guanine, inosine, xan-
thine hypoxanthine, isocytosine, isoguanine, etc. “Tran-
script” typically refers to a naturally occurring RNA, e.g., a
pre-mRNA, hnRNA, or mRNA. As used herein, the term
“nucleoside” includes nucleotides and nucleoside and nucle-
otide analogs, and modified nucleosides such as amino
modified nucleosides. In addition, “nucleoside” includes
non-naturally occurring analog structures. Thus, e.g., the
individual units of a peptide nucleic acid, each containing a
base, are referred to herein as a nucleoside.

[0038] A“label” or a “detectable moiety” is a composition
detectable by spectroscopic, photochemical, biochemical,
immunochemical, physiological, chemical, or other physical
means. In general, labels fall into three classes: a) isotopic
labels, which may be radioactive or heavy isotopes; b)
immune labels, which may be antibodies, antigens, or
epitope tags; and c) colored or fluorescent dyes. The labels
may be incorporated into the cancer nucleic acids, proteins,
and antibodies. For example, the label should be capable of
producing, either directly or indirectly, a detectable signal.
The detectable moiety may be a radioisotope, such as °H,
¢, #p, 35S, or 1251, electron-dense reagents, a fluorescent
or chemiluminescent compound, such as fluorescein isothio-
cyanate, rhodamine, or luciferin, or an enzyme (e.g., as
commonly used in an ELISA), biotin, digoxigenin, or hap-
tens and proteins or other entities which can be made
detectable such as alkaline phosphatase, beta-galactosidase,
or horseradish peroxidase. Methods are known for conju-
gating the antibody to the label. See, e.g., Hunter, et al.
(1962) Nature 144:945; David, et al. (1974) Biochemistry
13:1014-1021; Pain, et al. (1981) J. Immunol. Meth. 40:219-
230; and Nygren (1982) J. Histochem. and Cytochem.
30:407-412.

[0039] An “effector” or “effector moiety” or “effector
component” is a molecule that is bound (or linked, or
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conjugated), either covalently, through a linker or a chemical
bond, or noncovalently, through ionic, van der Waals, elec-
trostatic, or hydrogen bonds, to an antibody. The “effector”
can be a variety of molecules including, e.g., detection
moieties including radioactive compounds, fluorescent com-
pounds, enzymes or substrates, tags such as epitope tags,
toxins; activatable moieties, chemotherapeutic agents;
lipases; antibiotics; chemoattracting moieties, immune
modulators (micA/B), or radioisotopes, €.g., emitting “hard”
beta, radiation.

[0040] A “labeled nucleic acid probe or oligonucleotide”
is one that is bound, e.g., covalently, through a linker or a
chemical bond, or noncovalently, through ionic, van der
Waals, electrostatic, or hydrogen bonds to a label such that
the presence of the probe may be detected by detecting the
presence of the label bound to the probe. Alternatively,
methods using high affinity interactions may achieve the
same results where one of a pair of binding partners binds to
the other, ¢.g., biotin, streptavidin.

[0041] As used herein a “nucleic acid probe or oligonucle-
otide” is a nucleic acid capable of binding to a target nucleic
acid of complementary sequence through one or more types
of chemical bonds, usually through complementary base
pairing, e.g., through hydrogen bond formation. As used
herein, a probe may include natural (e.g., A, G, C, or T) or
modified bases (7-deazaguanosine, inosine, etc.). In addi-
tion, the bases in a probe may be joined by a linkage other
than a phosphodiester bond, preferably one that does not
functionally interfere with hybridization. Thus, e.g., probes
may be peptide nucleic acids in which the constituent bases
are joined by peptide bonds rather than phosphodiester
linkages. Probes may bind target sequences lacking com-
plete complementarity with the probe sequence depending
upon the stringency of the hybridization conditions. The
probes are preferably directly labeled, e.g., with isotopes,
chromophores, lumiphores, chromogens, or indirectly
labeled, e.g., with biotin to which a streptavidin complex
may later bind. By assaying for the presence or absence of
the probe, one can detect the presence or absence of the
select sequence or subsequence. Diagnosis or prognosis may
be based at the genomic level, or at the level of RNA or
protein expression.

[0042] The term “recombinant” when used with reference,
e.g., to a cell, or nucleic acid, protein, or vector, indicates
that the cell, nucleic acid, protein, or vector, has been
modified by the introduction of a heterologous nucleic acid
or protein or the alteration of a native nucleic acid or protein,
or that the cell is derived from a cell so modified. Thus, ¢.g.,
recombinant cells express genes that are not found within
the native (non-recombinant) form of the cell or express
native genes that are otherwise abnormally expressed, under
expressed, or not expressed at all. By the term “recombinant
nucleic acid” herein is meant nucleic acid, originally formed
in vitro, in general, by the manipulation of nucleic acid, e.g.,
using polymerases and endonucleases, in a form not nor-
mally found in nature. In this manner, operably linkage of
different sequences is achieved. Thus an isolated nucleic
acid, in a linear form, or an expression vector formed in vitro
by ligating DNA molecules that are not normally joined, are
both considered recombinant for the purposes of this inven-
tion. It is understood that once a recombinant nucleic acid is
made and reintroduced into a host cell or organism, it will
replicate non-recombinantly, €.g., using the in vivo cellular
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machinery of the host cell rather than in vitro manipulations;
however, such nucleic acids, once produced recombinantly,
although subsequently replicated non-recombinantly, are
still considered recombinant for the purposes of the inven-
tion.

[0043] Similarly, a “recombinant protein” is a protein
made using recombinant techniques,. e.g., through the
expression of a recombinant nucleic acid as depicted above.
A recombinant protein is distinguished from naturally occur-
ring protein by at least one or more characteristics. The
protein may be isolated or purified away from some or most
of the proteins and compounds with which it is normally
associated in its wild type host, and thus may be substan-
tially pure. An isolated protein is unaccompanied by at least
some of the material with which it is normally associated in
its natural state, preferably constituting at least about 0.5%,
more preferably at least about 5% by weight of the total
protein in a given sample. A substantially pure protein
comprises at least about 75% by weight of the total protein,
with at least about 80% being preferred, and at least about
90% being particularly preferred. The definition includes the
production of a cancer protein from one organism in a
different organism or host cell. Alternatively, the protein
may be made at a significantly higher concentration than is
normally seen, through the use of an inducible promoter or
high expression promoter, such that the protein is made at
increased concentration levels. Alternatively, the protein
may be in a form not normally found in nature, as in the
addition of an epitope tag or amino acid substitutions,
insertions and deletions, as discussed below.

[0044] The term “heterologous” when used with reference
to portions of a nucleic acid indicates that the nucleic acid
comprises two or more subsequences that are not normally
found in the same relationship to each other in nature. For
instance, the nucleic acid is typically recombinantly pro-
duced, having two or more sequences, e.g., from unrelated
genes arranged to make a new functional nucleic acid, e.g.,
a promoter from one source and a coding region from
another source. Similarly, a heterologous protein will often
refer to two or more subsequences that are not found in the
same relationship to each other in nature (e.g., a fusion
protein).

[0045] A “promoter” s typically an array of nucleic acid
control sequences that direct transcription of a nucleic acid.
As used herein, a promoter includes necessary nucleic acid
sequences near the start site of transcription, such as, in the
case of a polymerase II type promoter, a TATA element. A
promoter also optionally includes distal enhancer or repres-
sor elements, which can be located as much as several
thousand base pairs from the start site of transcription. A
“constitutive” promoter is a promoter that is active under
most environmental and developmental conditions. An
“inducible” promoter is active under environmental or
developmental regulation. The term “operably linked” refers
to a functional linkage between a nucleic acid expression
control sequence (such as a promoter, or array of transcrip-
tion factor binding sites) and a second nucleic acid sequence,
e.g., wherein the expression control sequence directs tran-
scription of the nucleic acid corresponding to the second
sequence.

[0046] An “expression vector” is a nucleic acid construct,
generated recombinantly or synthetically, with a series of
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specified nucleic acid elements that permit transcription of a
particular nucleic acid in a host cell. The expression vector
can be part of a plasmid, virus, or nucleic acid fragment.
Typically, the expression vector includes a nucleic acid to be
transcribed in operable linkage to a promoter.

[0047] The phrase “selectively (or specifically) hybridizes
to” refers to the binding, duplexing, or hybridizing of a
molecule selectively to a particular nucleotide sequence
under stringent hybridization conditions when that sequence
is present in a complex mixture (e.g., total cellular or library
DNA or RNA).

[0048] The phrase “stringent hybridization conditions”
refers to conditions under which a probe will hybridize to its
target subsequence, typically in a complex mixture of
nucleic acids, but to no other sequences. Stringent condi-
tions are sequence-dependent and will be different in dif-
ferent circumstances. Longer sequences hybridize specifi-
cally at higher temperatures. An extensive guide to the
hybridization of nucleic acids is found in “Overview of
principles of hybridization and the strategy of nucleic acid
assays” in Tijssen (1993) Hybridization with Nucleic Probes
(Laboratory Techniques in Biochemistry and Molecular
Biology) (vol. 24) Elsevier. Generally, stringent conditions
are selected to be about 5-10° C. lower than the thermal
melting point (T,,) for the specific sequence at a defined
ionic strength pH. The T, is the temperature (under defined
ionic strength, pH, and nucleic concentration) at which 50%
of the probes complementary to the target hybridize to the
target sequence at equilibrium (as the target sequences are
present in excess, at T, 50% of the probes are occupied at
equilibrium). Stringent conditions will be those in which the
salt concentration is less than about 1.0 M sodium ion,
typically about 0.01-1.0 M sodium ion concentration (or
other salts) at pH 7.0 to 8.3 and the temperature is at least
about 30° C. for short probes (e.g., about 10-50 nucleotides)
and at least about 60° C. for long probes (e.g., greater than
about 50 nucleotides). Stringent conditions may also be
achieved with the addition of destabilizing agents such as
formamide. For selective or specific hybridization, a positive
signal is typically at least two times background, preferably
10 times background hybridization. Exemplary stringent
hybridization conditions can be as following: 50% forma-
mide, 5xSSC, and 1% SDS, incubating at 42° C., or, 5xSSC,
1% SDS, incubating at 65° C., with wash in 0.2xSSC, and
0.1% SDS at 65° C. For PCR, a temperature of about 36° C.
is typical for low stringency amplification, although anneal-
ing temperatures may vary between about 32-48° C. depend-
ing on primer length. For high stringency PCR amplifica-
tion, a temperature of about 62° C. is typical, although high
stringency annealing temperatures can range from about
50-65° C., depending on the primer length and specificity.
Typical cycle conditions for both high and low stringency
amplifications include a denaturation phase of 90-95° C. for
30-120 sec, an annealing phase lasting 30-120 sec, and an
extension phase of about 72° C. for 1-2 min. Protocols and
guidelines for low and high stringency amplification reac-
tions are provided, e.g., in Innis, et al. (1990) PCR Proto-
cols: A Guide to Methods and Applications Academic Press,
NY.

[0049] Nucleic acids that do not hybridize to each other
under stringent conditions are still substantially identical if
the polypeptides which they encode are substantially iden-
tical. This occurs, e.g., when a copy of a nucleic acid is
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created using the maximum codon degeneracy permitted by
the genetic code. In such cases, the nucleic acids typically
hybridize under moderately stringent hybridization condi-
tions. Exemplary “moderately stringent hybridization con-
ditions” include a hybridization in a buffer of 40% forma-
mide, 1 M NaCl, 1% SDS at 37° C., and a wash in 1xSSC
at 45° C. A positive hybridization is typically at least twice
background. Alternative hybridization and wash conditions
can be utilized to provide conditions of similar stringency.
Additional guidelines for determining hybridization param-
eters are provided in numerous references, e.g., Ausubel, et
al. (eds. 1991 and supplements) Current Protocols in
Molecular Biology Wiley.

[0050] The phrase “functional effects” in the context of
assays for testing compounds that modulate activity of a
cancer protein includes the determination of a parameter that
is indirectly or directly under the influence of the cancer
protein or nucleic acid, e.g., a physiological, functional,
physical, or chemical effect, such as the ability to decrease
cancer. It includes ligand binding activity; cell viability; cell
growth on soft agar; anchorage dependence; contact inhibi-
tion and density limitation of growth; cellular proliferation,
cellular transformation; growth factor or serum dependence;
tumor specific marker levels; invasiveness into Matrigel,
tumor growth and metastasis in vivo; mRNA and protein
expression in cells undergoing metastasis; and other char-
acteristics of cancer cells. “Functional effects” include in
vitro, in vivo, and ex vivo activities.

[0051] By “determining the functional effect” is meant
assaying for a compound that increases or decreases a
parameter that is indirectly or directly under the influence of
a cancer protein sequence, e.g., physiological, functional,
enzymatic, physical, or chemical effects. Such functional
effects can be measured, ¢.g., changes in spectroscopic
characteristics (e.g., fluorescence, absorbance, refractive
index), hydrodynamic (e.g., shape), chromatographic, or
solubility properties for the protein, measuring inducible
markers or transcriptional activation of the cancer protein,
measuring binding activity or binding assays, ¢.g., binding
to antibodies or other ligands, and measuring growth, cel-
lular proliferation, cell viability, cellular transformation,
growth factor or serum dependence, tumor specific marker
levels, invasiveness into Matrigel, tumor growth and
metastasis in vivo, nRNA and protein expression, and other
characteristics of cancer cells. The functional effects can be
evaluated by many means, e.g., microscopy for quantitative
or qualitative measures of alterations in morphological fea-
tures, measurement of changes in RNA or protein levels for
cancer-associated sequences, measurement of RNA stability,
identification of downstream or reporter gene expression
(CAT, luciferase, f-gal, GFP, and the like), e.g., via chemi-
luminescence, fluorescence, calorimetric reactions, antibody
binding, inducible markers, and ligand binding assays.

[0052] “Inhibitors”, “activators,” and “modulators” of
cancer polynucleotide and polypeptide sequences are used to
refer to activating, inhibitory, or modulating molecules or
compounds identified using in vitro and in vivo assays of
cancer polynucleotide and polypeptide sequences. Inhibitors
are compounds that, e.g., bind to, partially or totally block
activity, decrease, prevent, delay activation, inactivate,
desensitize, or down regulate the activity or expression of
cancer proteins, e.g., antagonists. Antisense or inhibitory
nucleic acids may seem to inhibit expression and subsequent
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function of the protein. “Activators” are compounds that
increase, open, activate, facilitate, enhance activation, sen-
sitize, agonize, or up regulate cancer protein activity. Inhibi-
tors, activators, or modulators also include genetically modi-
fied versions of cancer proteins, ¢.g., versions with altered
activity, as well as naturally occurring and synthetic ligands,
antagonists, agonists, antibodies, small chemical molecules,
and the like. Such assays for inhibitors and activators
include, e.g., expressing the cancer protein in vitro, in cells,
or cell membranes, applying putative modulator com-
pounds, and then determining the functional effects on
activity, as described above. Activators and inhibitors of
cancer can also be identified by incubating cancer cells with
the test compound and determining increases or decreases in
the expression of 1 or more cancer proteins, e.g., 1, 2, 3, 4,
5, 10, 15, 20, 25, 30, 40, 50, or more cancer proteins, such
as cancer proteins encoded by the sequences set out in Table
2 or SEQ ID NOs:59-116.

[0053] Samples or assays comprising cancer proteins that
are treated with a potential activator, inhibitor, or modulator
are compared to control samples without the inhibitor,
activator, or modulator to examine the extent of inhibition.
Control samples (untreated with inhibitors) are assigned a
relative protein activity value of 100%. Inhibition of a
polypeptide is achieved when the activity value relative to
the control is about 80%, preferably 50%, more preferably
25-0%. Activation of a cancer polypeptide is achieved when
the activity value relative to the control (untreated with
activators) is about 110%, more preferably 150%, more
preferably 200-500% (e.g., two to five fold higher relative to
the control), more preferably 1000-3000% higher.

[0054] The phrase “changes in cell growth” refers to any
change in cell growth and proliferation characteristics in
vitro or in vivo, such as cell viability, formation of foci,
anchorage independence, semi-solid or soft agar growth,
changes in contact inhibition and density limitation of
growth, loss of growth factor or serum requirements,
changes in cell morphology, gaining or losing immortaliza-
tion, gaining or losing tumor specific markers, ability to
form or suppress tumors when injected into suitable animal
hosts, and/or immortalization of the cell. See, e.g., pp.
231-241 in Freshney (1994) Culture of Animal Cells a
Manual of Basic Technique (2d ed.) Wiley-Liss.

[0055] “Tumor cell” refers to precancerous, cancerous,
and normal cells in a tumor.

[0056] “Cancer cells,”transformed” cells or “transforma-
tion” in tissue culture, refers to spontaneous or induced
phenotypic changes that do not necessarily involve the
uptake of new genetic material. Although transformation can
arise from infection with a transforming virus and incorpo-
ration of new genomic DNA, or uptake of exogenous DNA,
it can also arise spontaneously or following exposure to a
carcinogen, thereby mutating an endogenous gene. Trans-
formation is associated with phenotypic changes, such as
immortalization of cells, aberrant growth control, nonmor-
phological changes, and/or malignancy. See, Freshney
(2000) Culture of Animal Cells: A Manual of Basic Tech-
nique (4th ed.) Wiley-Liss.

[0057] “Antibody” refers to a polypeptide comprising a
framework region from an immunoglobulin gene or frag-
ments thereof that specifically binds and recognizes an
antigen. The recognized immunoglobulin genes include the
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kappa, lambda, alpha, gamma, delta, epsilon, and mu con-
stant region genes, as well as the myriad immunoglobulin
variable region genes. Light chains are classified as either
kappa or lambda. Heavy chains are classified as gamma, mu,
alpha, delta, or epsilon, which in turn define the immuno-
globulin classes, IgG, IgM, IgA, IgD, and IgE, respectively.
Typically, the antigen-binding region of an antibody or its
functional equivalent will be most critical in specificity and
affinity of binding. See Paul (ed. 1999) Fundamental Immu-
nology (4th ed.) Raven.

[0058] An exemplary immunoglobulin (antibody) struc-
tural unit comprises a tetramer. Each tetramer is composed
of two identical pairs of polypeptide chains, each pair having
one “light” (about 25 kD) and one “heavy” chain (about
50-70 kD). The N-terminus of each chain defines a variable
region of about 100 to 110 or more amino acids primarily
responsible for antigen recognition. The terms variable light
chain (V,) and variable heavy chain (V) refer to these light
and heavy chains respectively.

[0059] Antibodies exist, e.g., as intact immunoglobulins
or as a number of well-characterized fragments produced by
digestion with various peptidases. Thus, ¢.g., pepsin digests
an antibody below the disulfide linkages in the hinge region
to produce F(ab)2, a dimer of Fab which itself is a light
chain joined to V;—Cy1 by a disulfide bond. The F(ab)',
may be reduced under mild conditions to break the disulfide
linkage in the hinge region, thereby converting the F(ab)',
dimer into an Fab' monomer. The Fab' monomer is essen-
tially Fab with part of the hinge region (see Paul (ed. 1999)
Fundamental Immunology (4th ed.) Raven. While various
antibody fragments are defined in terms of the digestion of
an intact antibody, one of skill will appreciate that such
fragments may be synthesized de novo either chemically or
by using recombinant DNA methodology. Thus, the term
antibody, as used herein, also includes antibody fragments
either produced by the modification of whole antibodies, or
those synthesized de novo using recombinant DNA meth-
odologies (c.g., single chain Fv) or those identified using
phage display libraries (see, e.g., McCafferty, et al. (1990)
Nature 348:552-554).

[0060] For preparation of antibodies, e.g., recombinant,
monoclonal, or polyclonal antibodies, many techniques
known. See, ¢.g., Kohler and Milstein (1975) Nature
256:495-497; Kozbor, et al. (1983) Immunology Today 4:72;
Cole, et al. (1985) pp. 77-96 in Reisfeld and Sell (1985)
Monoclonal Antibodies and Cancer Therapy Liss; Coligan
(1991) Current Protocols in Immunology Lippincott; Har-
low and Lane (1988) Antibodies: A Laboratory Manual CSH
Press; and Goding (1986) Monoclonal Antibodies: Prin-
ciples and Practice (2d ed.) Academic Press. Techniques for
the production of single chain antibodies (U.S. Pat. No.
4,946,778) can be adapted to produce antibodies to polypep-
tides of this invention. Also, transgenic mice, or other
organisms such as other mammals, may be used to express
humanized antibodies. Alternatively, phage display technol-
ogy can be used to identify antibodies and heteromeric Fab
fragments that specifically bind to selected antigens. See,
e.g., McCafferty, et al. (1990) Nature 348:552-554; Marks,
et al. (1992) Biotechnology 10:779-783.

[0061] A “chimeric antibody” is an antibody molecule in
which (a) the constant region, or a portion thereof, is altered,
replaced, or exchanged so that the antigen binding site
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(variable region) is linked to a constant region of a different
or altered class, and/or species, or an entirely different
molecule which confers new properties to the chimeric
antibody, ¢.g., an enzyme, toxin, hormone, growth factor,
drug, effector function, chemoattractant, immune modulator,
etc.; or (b) the variable region, or a portion thereof, is
altered, replaced, or exchanged with a variable region hav-
ing a different or altered antigen specificity.

[0062]

[0063] In one aspect, the expression levels of genes are
determined in different patient samples for which diagnosis
information is desired, to provide expression profiles. An
expression profile of a particular sample is essentially a
“fingerprint” of the state of the sample; while two states may
have any particular gene similarly expressed, the evaluation
of a number of genes simultaneously allows the generation
of a gene expression profile that is characteristic of the state
of the cell. That is, normal tissue may be distinguished from
cancerous or metastatic cancerous tissue, or cancer tissue or
metastatic cancerous tissue can be compared with tissue
from surviving cancer patients. By comparing expression
profiles of tissue in known different cancer states, informa-
tion regarding which genes are important (including both
up-and down-regulation of genes) in each of these states is
obtained. Molecular profiling may distinguish subtypes of a
currently collective disease designation, ¢.g., different forms
of a cancer.

Identification of Cancer-Associated Sequences

[0064] The identification of sequences that are differen-
tially expressed in cancer versus non-cancer tissue allows
the use of this information in a number of ways. For
example, a particular treatment regime may be evaluated:
does a chemotherapeutic drug act to down-regulate cancer,
and thus tumor growth or recurrence, in a particular patient.
Alternatively, a treatment step may induce other markers
which may be used as targets to destroy tumor cells.
Similarly, diagnosis and treatment outcomes may be done or
confirmed by comparing patient samples with the known
expression profiles. Maliganant disease may be compared to
non-malignant conditions. Metastatic tissue can also be
analyzed to determine the stage of cancer in the tissue, or
origin of primary tumor, e.g., metastasis from a remote
primary site. Furthermore, these gene expression profiles (or
individual genes) allow screening of drug candidates with an
eye to mimicking or altering a particular expression profile;
e.g., screening can be done for drugs that suppress the cancer
expression profile. This may be done by making biochips
comprising sets of the important cancer genes, which can
then be used in these screens. These methods can also be
done on the protein basis; that is, protein expression levels
of the cancer proteins can be evaluated for diagnostic
purposes or to screen candidate agents. In addition, the
cancer nucleic acid sequences can be administered for gene
therapy purposes, including the administration of antisense
nucleic acids, or the cancer proteins (including antibodies
and other modulators thereof) administered as therapeutic
drugs.

[0065] Thus the present invention provides nucleic acid
and protein sequences that are differentially expressed in
cancer relative to normal tissues and/or non-malignant dis-
ease, or in different types of related diseases, herein termed
“cancer sequences.” As outlined below, cancer sequences
include those that are up-regulated (e.g., expressed at a
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higher level) in cancer, as well as those that are down-
regulated (e.g., expressed at a lower level). In a preferred
embodiment, the cancer sequences are from humans; how-
ever, cancer sequences from other organisms may be useful
in animal models of disease and drug evaluation; thus, other
cancer sequences are provided, from vertebrates, including
mammals, including rodents (rats, mice, hamsters, guinea
pigs, etc.), primates, farm animals (including sheep, goats,
pigs, cows, horses, etc.) and pets (e.g., dogs, cats, etc.).
Cancer sequences from other organisms may be obtained
using the techniques outlined below.

[0066] Cancer sequences can include both nucleic acid
and amino acid sequences. In a preferred embodiment, the
skin cancer sequences are recombinant nucleic acids. These
nucleic acid sequences are useful in a variety of applications,
including diagnostic applications, which will detect natu-
rally occurring nucleic acids, as well as screening applica-
tions; e.g., biochips comprising nucleic acid probes or PCR
microtiter plates with sclected probes to the cancer
sequences.

[0067] A cancer sequence can be initially identified by
substantial nucleic acid and/or amino acid sequence homol-
ogy to the cancer sequences outlined herein. Such homology
can be based upon the overall nucleic acid or amino acid
sequence, and is generally determined as outlined below,
e.g., using homology programs or hybridization conditions.

[0068] For identifying cancer-associated sequences, the
cancer screen typically includes comparing genes identified
in different tissues, e.g., normal and cancerous tissues,
cancer and non-malignant conditions, non-malignant condi-
tions and normal tissues, or tumor tissue samples from
patients who have metastatic disease vs. non metastatic
tissue. Other suitable tissue comparisons include comparing
cancer samples with metastatic cancer samples from other
cancers, such as lung, stomach, gastrointestinal cancers, etc.
Samples of different stages of cancer, e.g., survivor tissue,
drug resistant states, and tissue undergoing metastasis, are
applied to biochips comprising nucleic acid probes. The
samples are first microdissected, if applicable, and treated
for preparation of mRNA. Suitable biochips are commer-
cially available, e.g., from Affymetrix, Santa Clara, Calif.
Gene expression profiles as described herein are generated
and the data analyzed.

[0069] In one embodiment, the genes showing changes in
expression as between normal and discase states are com-
pared to genes expressed in other normal tissues, including,
and not limited to lung, heart, brain, liver, stomach, kidney,
muscle, colon, small intestine, large intestine, spleen, bone,
and/or placenta. In a preferred embodiment, those genes
identified during the cancer screen that are expressed in a
significant amount in other tissues (¢.g., essential organs) are
removed from the profile, although in some embodiments,
this is not necessary (¢.g., where organs may be dispensible,
¢.g., female or male specific). That is, when screening for
drugs, it is usually preferable that the target expression be
disease specific, to minimize possible side effects on other
organs were there expression.

[0070] In a preferred embodiment, cancer sequences are
those that are up-regulated in cancer; that is, the expression
of these genes is higher in the cancer tissue as compared to
non-cancer or non-malignant tissue. “Up-regulation” as used
herein often means at least about a two-fold change, pref-
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erably at least about a three fold change, with at least about
five-fold or higher being preferred. Another embodiment is
directed to sequences up-regulated in non-malignant condi-
tions relative to normal. Uniformity among relevant samples
is also preferred.

[0071] Unigene cluster identification numbers and acces-
sion numbers herein are for the GenBank sequence database
and the sequences of the accession numbers are hereby
expressly incorporated by reference. GenBank is available,
see, ¢.g., Benson, et al. (1998) Nuc. Acids Res. 26:1-7.
Sequences are also available in other databases, ¢.g., Euro-
pean Molecular Biology Laboratory (EMBL) and DNA
Database of Japan (DDBJ). In some situations, the
sequences may be derived from assembly of available
sequences or be predicted from genomic DNA using exon
prediction algorithms, such as FGENESH. See Salamov and
Solovyev (2000) Genome Res. 10:516-522. In other situa-
tions, sequences have been derived from cloning and
sequencing of isolated nucleic acids.

[0072] In another preferred embodiment, cancer
sequences are those that are down-regulated in the cancer;
that is, the expression of these genes is lower in cancer tissue
as compared to non-cancerous tissue. “Down-regulation” as
used herein often means at least about a two-fold change,
preferably at least about a three fold change, with at least
about five-fold or higher being preferred.

[0073]

[0074] The ability to identify genes that are over or under
expressed in cancer can additionally provide high-resolu-
tion, high-sensitivity datasets which can be used in the areas
of diagnostics, therapeutics, drug development, pharmaco-
genetics, protein structure, biosensor development, and
other related areas. For example, the expression profiles can
be used in diagnostic or prognostic evaluation of patients
with cancer or related diseases. See Tables 1-2. Or as another
example, subcellular toxicological information can be gen-
erated to better direct drug structure and activity correlation
(see Anderson (Jun. 11-12, 1998) Pharmaceutical Proteom-
ics: Targets Mechanism, and Function, paper presented at
the IBC Proteomics conference, Coronado, Calif.). Subcel-
lular toxicological information can also be utilized in a
biological sensor device to predict the likely toxicological
effect of chemical exposures and likely tolerable exposure
thresholds (see U.S. Pat. No. 5,811,231). Similar advantages
accrue from datasets relevant to other biomolecules and
bioactive agents (e.g., nucleic acids, saccharides, lipids,
drugs, and the like).

[0075] Thus, in another embodiment, the present inven-
tion provides a database that includes at least one set of
assay data. The data contained in the database is acquired,
e.g., using array analysis either singly or in a library format.
The database can be in a form in which data can be
maintained and transmitted, but is preferably an electronic
database. The electronic database of the invention can be
maintained on any electronic device allowing for the storage
of and access to the database, such as a personal computer,
but is preferably distributed on a wide area network, such as
the World Wide Web.

[0076] The focus of the present section on databases that
include peptide sequence data is for clarity of illustration
only. Similar databases can be assembled for assay data
acquired using an assay of the invention.

Informatics
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[0077] The compositions and methods for identifying and/
or quantitating the relative and/or absolute abundance of a
variety of molecular and macromolecular species from a
biological sample representing cancer, e.g., the identification
of cancer-associated sequences described herein, provide an
abundance of information which can be correlated with
pathological conditions, predisposition to disease, drug test-
ing, therapeutic monitoring, gene-disease causal linkages,
identification of correlates of immunity and physiological
status, among others. Although the data generated from the
assays of the invention is suited for manual review and
analysis, in a preferred embodiment, data processing using
high-speed computers is utilized.

[0078] An array of methods for indexing and retrieving
biomolecular information is available. For example, U.S.
Pat. Nos. 6,023,659 and 5,966,712 disclose a relational
database system for storing biomolecular sequence informa-
tion in a manner that allows sequences to be catalogued and
searched according to one or more protein function hierar-
chies. U.S. Pat. No. 5,953,727 discloses a relational database
having sequence records containing information in a format
that allows a collection of partial-length DNA sequences to
be catalogued and searched according to association with
one or more sequencing projects for obtaining full-length
sequences from the collection of partial length sequences.
U.S. Pat. No. 5,706,498 discloses a gene database retrieval
system for making a retrieval of a gene sequence similar to
a sequence data item in a gene database based on the degree
of similarity between a key sequence and a target sequence.
U.S. Pat. No. 5,538,897 discloses a method using mass
spectroscopy fragmentation patterns of peptides to identify
amino acid sequences in computer databases by comparison
of predicted mass spectra with experimentally-derived mass
spectra using a closeness-of-fit measure. U.S. Pat. No.
5,926,818 discloses a multi-dimensional database compris-
ing a functionality for multi-dimensional data analysis
described as on-line analytical processing (OLAP), which
entails the consolidation of projected and actual data accord-
ing to more than one consolidation path or dimension. U.S.
Pat. No. 5,295,261 reports a hybrid database structure in
which the fields of each database record are divided into two
classes, navigational and informational data, with naviga-
tional fields stored in a hierarchical topological map which
can be viewed as a tree structure or as the merger of two or
more such tree structures. See also Baxevanis, et al. (2001)
Bioinformatics: A Practical Guide to the Analysis of Genes
and Proteins Wiley; Mount (2001) Bioinformatics:
Sequence and Genome Analysis CSH Press, NY; Durbin, et
al. (eds. 1999) Biological Sequence Analysis: Probabilistic
Models of Proteins and Nucleic Acids Cambridge University
Press; Baxevanis and Ocullette (eds. 1998) Bioinformatics:
A Practical Guide to the Analysis of Genes and Proteins (2d.
ed.) Wiley-Liss; Rashidi and Buchler (1999) Bioinformatics:
Basic Applications in Biological Science and Medicine CRC
Press; Setubal, et al. (eds. 1997) Introduction to Computa-
tional Molecular Biology Brooks/Cole; Misener and
Krawetz (eds. 2000) Bioinformatics: Methods and Protocols
Humana Press; Higgins and Taylor (eds. 2000) Bioinformat-
ics: Sequence, Structure, and Databanks: A Practical
Approach Oxford University Press; Brown (2001) Bioinfor-
matics: A Biologist’s Guide to Biocomputing and the Inter-
net Eaton Pub.; Han and Kamber (2000) Data Mining:
Concepts and Technigues Kaufmann Pub.; and Waterman
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(1995) Introduction to Computational Biology: Maps,
Sequences, and Genomes Chap and Hall.

[0079] The present invention provides a computer data-
base comprising a computer and software for storing in
computer-retrievable form assay data records cross-tabu-
lated, e.g., with data specifying the source of the target-
containing sample from which each sequence specificity
record was obtained.

[0080] In an exemplary embodiment, at least one of the
sources of target-containing sample is from a control tissue
sample known to be free of pathological disorders. In a
variation, at least one of the sources is a known pathological
tissue specimen, €.g., a neoplastic lesion or another tissue
specimen to be analyzed for cancer. In another variation, the
assay records cross-tabulate one or more of the following
parameters for each target species in a sample: (1) a unique
identification code, which can include, e.g., a target molecu-
lar structure and/or characteristic separation coordinate (¢.g.,
electrophoretic coordinates); (2) sample source; and (3)
absolute and/or relative quantity of the target species present
in the sample.

[0081] The invention also provides for the storage and
retrieval of a collection of target data in a computer data
storage apparatus, which can include magnetic disks, optical
disks, magneto-optical disks, DRAM, SRAM, SGRAM,
SDRAM, RDRAM, DDR RAM, magnetic bubble memory
devices, and other data storage devices, including CPU
registers and on-CPU data storage arrays. Typically, the
target data records are stored as a bit pattern in an array of
magnetic domains on a magnetizable medium or as an array
of charge states or transistor gate states, such as an array of
cells in a DRAM device (e.g., each cell comprised of a
transistor and a charge storage area, which may be on the
transistor). In one embodiment, the invention provides such
storage devices, and computer systems built therewith, com-
prising a bit pattern encoding a protein expression finger-
print record comprising unique identifiers for at least 10
target data records cross-tabulated with target source.

[0082] When the target is a peptide or nucleic acid, the
invention preferably provides a method for identifying
related peptide or nucleic acid sequences, comprising per-
forming a computerized comparison between a peptide or
nucleic acid sequence assay record stored in or retrieved
from a computer storage device or database and at least one
other sequence. The comparison can include a sequence
analysis or comparison algorithm or computer program
embodiment thereof (e.g., FASTA, TFASTA, GAP, BEST-
FIT) and/or the comparison may be of the relative amount of
a peptide or nucleic acid sequence in a pool of sequences
determined from a polypeptide or nucleic acid sample of a
specimen.

[0083] The invention also preferably provides a magnetic
disk, such as an IBM-compatible (DOS, Windows, Win-
dows95/98/2000, Windows NT, 0S/2) or other format (e.g.,
Linux, SunOS, Solaris, AIX, SCO Unix, VMS, MV, Macin-
tosh, etc.) floppy diskette or hard (fixed, Winchester) disk
drive, comprising a bit pattern encoding data from an assay
of the invention in a file format suitable for retrieval and
processing in a computerized sequence analysis, compari-
son, or relative quantitation method.

[0084] The invention also provides a network, comprising
a plurality of computing devices linked via a data link, such
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as an Ethernet cable (coax or 10BaseT), telephone line,
ISDN line, wireless network, optical fiber, or other suitable
signal transmission medium, whereby at least one network
device (e.g., computer, disk array, etc.) comprises a pattern
of magnetic domains (e.g., magnetic disk) and/or charge
domains (e.g., an array of DRAM cells) composing a bit
pattern encoding data acquired from an assay of the inven-
tion.

[0085] The invention also provides a method for transmit-
ting assay data that includes generating an electronic signal
on an electronic communications device, such as a modem,
ISDN terminal adapter, DSL, cable modem, ATM switch, or
the like, wherein the signal includes (in native or encrypted
format) a bit pattern encoding data from an assay or a
database comprising a plurality of assay results obtained by
the method of the invention.

[0086] In a preferred embodiment, the invention provides
a computer system for comparing a query target to a
database containing an array of data structures, such as an
assay result obtained by the method of the invention, and
ranking database targets based on the degree of identity and
gap weight to the target data. A central processor is prefer-
ably initialized to load and execute the computer program
for alignment and/or comparison of the assay results. Data
for a query target is entered into the central processor via an
/O device. Execution of the computer program results in the
central processor retrieving the assay data from the data file,
which comprises a binary description of an assay result.

[0087] The target data or record and the computer program
can be transferred to secondary memory, which is typically
random access memory (e.g., DRAM, SRAM, SGRAM, or
SDRAM). Targets are ranked according to the degree of
correspondence between a selected assay characteristic (e.g.,
binding to a selected affinity moiety) and the same charac-
teristic of the query target and results are output via an I/O
device. For example, a central processor can be a conven-
tional computer (c.g., Intel Pentium, PowerPC, Alpha,
PA-8000, SPARC, MIPS 4400, MIPS 10000, VAX, etc.); a
program can be a commercial or public domain molecular
biology software package (e.g., UWGCG Sequence Analy-
sis Software, Darwin); a data file can be an optical or
magnetic disk, a data server, a memory device (e.g., DRAM,
SRAM, SGRAM, SDRAM, EPROM, bubble memory, flash
memory, etc.); an I/O device can be a terminal comprising
a video display and a keyboard, a modem, an ISDN terminal
adapter, an Ethernet port, a punched card reader, a magnetic
strip reader, or other suitable I/0 device.

[0088] The invention also preferably provides the use of a
computer system, such as that described above, which
comprises: (1) a computer; (2) a stored bit pattern encoding
a collection of peptide sequence specificity records obtained
by the methods of the invention, which may be stored in the
computer; (3) a comparison target, such as a query target;
and (4) a program for alignment and comparison, typically
with rank-ordering of comparison results on the basis of
computed similarity values. See, e.g., Ewens and Grant
(2001) Statistical Methods in Bioinformatics: An Introduc-
tion Springer-Verlag. Mathematical approaches can also be
used to conclude whether similarities or differences in the
gene expression exhibited by different samples are signifi-
cant. See, e.g., Golub, et al. (1999) Science 286:531-537;
Duda, et al. (2001) Pattern Classification Wiley; and Hastie,
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et al. (2001) The Elements of Statistical Learning: Data
Mining, Inference, and Prediction Springer-Verlag. One
approach to determine whether a sample is more similar to
or has maximum similarity with a given condition between
the sample and one or more pools representing different
conditions for comparison; the pool with the smallest vector
angle is then chosen as the most similar to the biological
sample among the pools compared. Characteristics of can-
cer-associated proteins

[0089] Cancer proteins of the present invention may be
classified as secreted proteins, transmembrane proteins, or
intracellular proteins. In one embodiment, the cancer protein
is an intracellular protein. Intracellular proteins may be
found in the cytoplasm and/or in the nucleus. Intracellular
proteins are involved in all aspects of cellular function and
replication (including, e.g., signaling pathways); aberrant
expression of such proteins often results in unregulated or
disregulated cellular processes (sce, e.g., Alberts, et al. (eds.
1994) Molecular Biology of the Cell (3d ed.) Garland). For
example, many intracellular proteins have enzymatic activ-
ity such as protein kinase activity, protein phosphatase
activity, protease activity, nucleotide cyclase activity, poly-
merase activity, and the like. Intracellular proteins also serve
as docking proteins that are involved in organizing com-
plexes of proteins, or targeting proteins to various subcel-
lular localizations, and are involved in maintaining the
structural integrity of organelles.

[0090] An increasingly appreciated concept in character-
izing proteins is the presence in the proteins of one or more
structural motifs for which defined functions have been
attributed. In addition to the highly conserved sequences
found in the enzymatic domain of proteins, highly conserved
sequences have been identified in proteins that are involved
in protein-protein interaction. For example, Sre-homology-2
(SH2) domains bind tyrosine-phosphorylated targets in a
sequence dependent manner. PTB domains, which are dis-
tinct from SH2 domains, also bind tyrosine phosphorylated
targets. SH3 domains bind to proline-rich targets. In addi-
tion, PH domains, tetratricopeptide repeats and WD domains
to name only a few, have been shown to mediate protein-
protein interactions. Some of these may also be involved in
binding to phospholipids or other second messengers. These
motifs can be identified on the basis of amino acid sequence;
thus, an analysis of the sequence of proteins may provide
insight into both the enzymatic potential of the molecule
and/or molecules with which the protein may associate. One
useful database is Pfam (protein families), which is a large
collection of multiple sequence alignments and hidden
Markov models covering many common protein domains.
Versions are available via the internet from Washington
University in St. Louis, the Sanger Center in England, and
the Karolinska Institute in Sweden. See, ¢.g., Bateman, et al.
(2000) Nuc. Acids Res. 28:263-266; Sonnhammer, et al.
(1997) Proteins 28:405-420; Bateman, et al. (1999) Nuc.
Acids Res. 27:260-262; and Sonnhammer, et al. (1998) Nuc.
Acids Res. 26:320-322.

[0091] In another embodiment, the cancer sequences are
transmembrane proteins. Transmembrane proteins are mol-
ecules that span a phospholipid bilayer of a cell. They may
have an intracellular domain, an extracellular domain, or
both. The intracellular domains of such proteins may have a
number of functions including those already described for
intracellular proteins. For example, the intracellular domain
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may have enzymatic activity and/or may serve as a binding
site for additional proteins. Frequently the intracellular
domain of transmembrane proteins serves both roles. For
example certain receptor tyrosine kinases have both protein
kinase activity and SH2 domains. In addition, autophospho-
rylation of tyrosines on the receptor molecule itself, creates
binding sites for additional SH2 domain containing proteins.

[0092] Transmembrane proteins may contain from one to
many transmembrane domains. For example, receptor
tyrosine kinases, certain cytokine receptors, receptor gua-
nylyl cyclases and receptor serine/threonine protein Kinases
contain a single transmembrane domain. However, various
other proteins including channels and adenylyl cyclases
contain numerous transmembrane domains. Many important
cell surface receptors such as G protein coupled receptors
(GPCRs) are classified as “seven transmembrane domain”
proteins, as they contain 7 membrane spanning regions.
Characteristics of transmembrane domains include approxi-
mately 17 consecutive hydrophobic amino acids that may be
followed by charged amino acids. Therefore, upon analysis
of the amino acid sequence of a particular protein, the
localization and number of transmembrane domains within
the protein may be predicted (see, e.g., PSORT web site
http://psort.nibb.acjp/). Important transmembrane protein
receptors include, but are not limited to the insulin receptor,
insulin-like growth factor receptor, human growth hormone
receptor, glucose transporters, transferrin receptor, epider-
mal growth factor receptor, low density lipoprotein receptor,
epidermal growth factor receptor, leptin receptor, and inter-
leukin receptors, e.g., IL-1 receptor, IL-2 receptor, etc.

[0093] The extracellular domains of transmembrane pro-
teins are diverse; however, conserved motifs are found
repeatedly among various extracellular domains. Conserved
structure and/or functions have been ascribed to different
extracellular motifs. Many extracellular domains are
involved in binding to other molecules. In one aspect,
extracellular domains are found on receptors. Factors that
bind the receptor domain include circulating ligands, which
may be peptides, proteins, or small molecules such as
adenosine and the like. For example, growth factors such as
EGF, FGF, and PDGF are circulating growth factors that
bind to their cognate receptors to initiate a variety of cellular
responses. Other factors include cytokines, mitogenic fac-
tors, neurotrophic factors, and the like. Extracellular
domains also bind to cell-associated molecules. In this
respect, they may mediate cell-cell interactions. Cell-asso-
ciated ligands can be tethered to the cell, e.g., via a glyco-
sylphosphatidylinositol (GPI) anchor, or may themselves be
transmembrane proteins. Extracellular domains may also
associate with the extracellular matrix and contribute to the
maintenance of the cell structure.

[0094] Cancer proteins that are transmembrane are par-
ticularly preferred in the present invention as they are
readily accessible targets for immunotherapeutics, as are
described herein. In addition, as outlined below, transmem-
brane proteins can be also useful in imaging modalities.
Antibodies may be used to label such readily accessible
proteins in situ. Alternatively, antibodies can also label
intracellular proteins, in which case samples are typically
permeablized to provide access to intracellular proteins. In
addition, some membrane proteins can be processed to
release a soluble protein, or to expose a residual fragment.
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Released soluble proteins may be useful diagnostic markers,
processed residual protein fragments may be useful lung
markers of disease.

[0095] It will also be appreciated that a transmembrane
protein can be made soluble by removing transmembrane
sequences, €.g., through recombinant methods. Furthermore,
transmembrane proteins that have been made soluble can be
made to be secreted through recombinant means by adding
an appropriate signal sequence.

[0096] In another embodiment, the cancer proteins are
secreted proteins; the secretion of which can be either
constitutive or regulated. These proteins may have a signal
peptide or signal sequence that targets the molecule to the
secretory pathway. Secreted proteins are involved in numer-
ous physiological events; e.g., if circulating, they often serve
to transmit signals to various other cell types. The secreted
protein may function in an autocrine manner (acting on the
cell that secreted the factor), a paracrine manner (acting on
cells in close proximity to the cell that secreted the factor),
an endocrine manner (acting on cells at a distance, e.g,
secretion into the blood stream), or exocrine (secretion, e.g.,
through a duct or to adjacent epithelial surface as sweat
glands, sebaccous glands, pancreatic ducts, lacrimal glands,
mammary glands, wax producing glands of the ear, etc.).
Thus secreted molecules often find use in modulating or
altering numerous aspects of physiology. Cancer proteins
that are secreted proteins are particularly preferred in the
present invention as they serve as good targets for diagnostic
markers, e.g., for blood, plasma, serum, or stool tests. Those
which are enzymes may be antibody or small molecule
targets. Others may be useful as vaccine targets, e.g., via
CTL mechanisms.

[0097]

Use of Cancer Nucleic Acids

[0098] As described above, cancer sequence is initially
identified by substantial nucleic acid and/or amino acid
sequence homology or linkage to the cancer sequences
outlined herein. Such homology can be based upon the
overall nucleic acid or amino acid sequence, and is generally
determined as outlined below, using either homology pro-
grams or hybridization conditions. Typically, linked
sequences on a mRNA are found on the same molecule.

[0099] As detailed elsewhere, percent identity can be
determined using an algorithm such as BLAST. A preferred
method utilizes the BLASTN module of WU-BLAST-2 set
to the default parameters, with overlap span and overlap
fraction set to 1 and 0.125, respectively. Alignment may
include the introduction of gaps in the sequences to be
aligned. In addition, for sequences which contain either
more or fewer nucleotides than those of the nucleic acids
described, the percentage of homology may be determined
based on the number of homologous nucleosides in relation
to the total number of nucleosides. Thus, ¢.g., homology of
sequences shorter than those of the sequences identified will
be determined using the number of nucleosides in the shorter
sequence.

[0100] In one embodiment, the nucleic acid homology is
determined through hybridization studies. Thus, ¢.g., nucleic
acids which hybridize under high stringency to a described
nucleic acid, or its complement, or is also found on naturally
occurring mRNAs is considered a cancer sequence. In
another embodiment, less stringent hybridization conditions
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are used; e.g., moderate or low stringency conditions may be
used; see Ausubel, supra, and Tijssen, supra.

[0101] The cancer nucleic acid sequences of the invention,
e.g., the sequences in Table 3, can be fragments of larger
genes, ¢.g., they are nucleic acid segments. “Genes” in this
context includes coding regions, non-coding regions, and
mixtures of coding and non-coding regions. Accordingly,
using the sequences provided herein, extended sequences, in
either direction, of the cancer genes can be obtained, using
techniques well known for cloning either longer sequences
or the full length sequences; see Ausubel, et al., supra. Much
can be done by informatics and many sequences can be
clustered to include multiple sequences corresponding to a
single gene, e.g., systems such as UniGene (see, UniGene
database at the NCBI web-site).

[0102] Once a cancer nucleic acid is identified, it can be
cloned and, if necessary, its constituent parts recombined to
form the entire cancer nucleic acid coding regions or the
entire mRNA sequence. Once isolated from its natural
source, e.g., contained within a plasmid or other vector or
excised therefrom as a linear nucleic acid segment, the
recombinant cancer nucleic acid can be further used as a
probe to identify and isolate other cancer nucleic acids, ¢.g.,
extended coding regions. It can also be used as a “precursor”
nucleic acid to make modified or variant cancer nucleic
acids and proteins.

[0103] The cancer nucleic acids of the present invention
are used in several ways. In one embodiment, nucleic acid
probes to the cancer nucleic acids are made and attached to
biochips to be used in screening and diagnostic methods, as
outlined below, or for administration, e.g., for gene therapy,
vaccine, RNAI, and/or antisense applications. Alternatively,
cancer nucleic acids that include coding regions of cancer
proteins can be put into expression vectors for the expres-
sion of cancer proteins, again for screening purposes or for
administration to a patient.

[0104] In a preferred embodiment, nucleic acid probes to
cancer nucleic acids (both the nucleic acid sequences out-
lined in the figures and/or the complements thereof) are
made. The nucleic acid probes attached to the biochip are
designed to be substantially complementary to the cancer
nucleic acids, ¢.g., the target sequence (cither the target
sequence of the sample or to other probe sequences, ¢.g., in
sandwich assays), such that hybridization of the target
sequence and the probes of the present invention occurs. As
outlined below, this complementarity need not be perfect,
there may be any number of base pair mismatches which
will interfere with hybridization between the target sequence
and the single stranded nucleic acids of the present inven-
tion. However, if the number of mutations is so great that no
hybridization can occur under even the least stringent of
hybridization conditions, the sequence is not a complemen-
tary target sequence. Thus, by “substantially complemen-
tary” herein is meant that the probes are sufficiently comple-
mentary to the target sequences to hybridize under normal
reaction conditions, particularly high stringency conditions,
as outlined herein.

[0105] A nucleic acid probe is generally single stranded
but can be partially single and partially double stranded. The
strandedness of the probe is dictated by the structure,
composition, and properties of the target sequence. In gen-
eral, the nucleic acid probes range from about 8-100 bases
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long, with from about 10-80 bases being preferred, and from
about 30-50 bases being particularly preferred. That is,
generally whole genes are not used. In some embodiments,
much longer nucleic acids can be used, up to hundreds of
bases.

[0106] In a preferred embodiment, more than one probe
per sequence is used, with either overlapping probes or
probes to different sections of the target being used. That is,
two, three, four or more probes, with three being preferred,
are used to build in a redundancy for a particular target. The
probes can be overlapping (e.g., have some sequence in
common), or separate. [n some cases, PCR primers may be
used to amplify signal for higher sensitivity.

[0107] Nucleic acids can be attached or immobilized to a
solid support in a wide variety of ways. By “immobilized”
and grammatical equivalents herein is meant the association
or binding between the nucleic acid probe and the solid
support is sufficient to be stable under the conditions of
binding, washing, analysis, and removal as outlined. The
binding can typically be covalent or non-covalent. By “non-
covalent binding” and grammatical equivalents herein is
meant one or more of electrostatic, hydrophilic, and hydro-
phobic interactions. Included in non-covalent binding is the
covalent attachment of a molecule, e.g., streptavidin to the
support and the non-covalent binding of the biotinylated
probe to the streptavidin. By “covalent binding” and gram-
matical equivalents herein is meant that the two moieties, the
solid support and the probe, are attached by at least one
bond, including sigma bonds, pi bonds, and coordination
bonds. Covalent bonds can be formed directly between the
probe and the solid support or can be formed by a cross
linker or by inclusion of a specific reactive group on either
the solid support or the probe or both molecules. Immobi-
lization may also involve a combination of covalent and
non-covalent interactions.

[0108] In general, the probes are attached to the biochip in
a wide variety of ways. As described herein, the nucleic
acids can either be synthesized first, with subsequent attach-
ment to the biochip, or can be directly synthesized on the
biochip.

[0109] The biochip comprises a suitable solid substrate.
By “substrate” or “solid support” or other grammatical
equivalents herein is meant a material that can be modified
for the attachment or association of the nucleic acid probes
and is amenable to at least one detection method. Often, the
substrate may contain discrete individual sites appropriate
for individual partitioning and identification. The number of
possible substrates is very large, and include, but are not
limited to, glass and modified or functionalized glass, plas-
tics (including acrylics, polystyrene and copolymers of
styrene and other materials, polypropylene, polyethylene,
polybutylene, polyurcthanes, Teflon], ete.), polysaccharides,
nylon or nitrocellulose, resins, silica or silica-based materi-
als including silicon and modified silicon, carbon, metals,
inorganic glasses, plastics, etc. In general, the substrates
allow optical detection and do not appreciably fluoresce. See
WO 0055627.

[0110] Generally the substrate is planar, although other
configurations of substrates may be used as well. For
example, the probes may be placed on the inside surface of
a tube for flow-through sample analysis to minimize sample
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volume. Similarly, the substrate may be flexible, such as a
flexible foam, including closed cell foams made of particular
plastics.

[0111] In a preferred embodiment, the surface of the
biochip and the probe may be derivatized with chemical
functional groups for subsequent attachment of the two.
Thus, e.g., the biochip is derivatized with a chemical func-
tional group including, but not limited to, amino groups,
carboxy groups, oxo groups, and thiol groups, with amino
groups being particularly preferred. Using these functional
groups, the probes can be attached using functional groups
on the probes. For example, nucleic acids containing amino
groups can be attached to surfaces comprising amino
groups, e.g., using linkers; e.g., homo-or hetero-bifunctional
linkers as are well known (see 1994 Pierce Chemical Com-
pany catalog, technical section on cross-linkers, pages 155-
200). In addition, in some cases, additional linkers, such as
alkyl groups (including substituted and heteroalkyl groups)
may be used.

[0112] In this embodiment, oligonucleotides are synthe-
sized, and then attached to the surface of the solid support.
Either the 5' or 3' terminus may be attached to the solid
support, or attachment may be via linkage to an internal
nucleoside. In another embodiment, the immobilization to
the solid support may be very strong, yet non-covalent. For
example, biotinylated oligonucleotides can be made, which
bind to surfaces covalently coated with streptavidin, result-
ing in attachment.

[0113] Alternatively, the oligonucleotides may be synthe-
sized on the surface. For example, photoactivation tech-
niques utilizing photopolymerization compounds and tech-
niques are used. In a preferred embodiment, the nucleic
acids can be synthesized in situ, using known photolitho-
graphic techniques, such as those described in WO
95/25116; WO 95/35505; U.S. Pat. Nos. 5,700,637 and
5,445,934; and references cited within, all of which are
expressly incorporated by reference; these methods of
attachment form the basis of the Affymetrix GeneChip™
technology.

[0114] Often, amplification-based assays are performed to
measure the expression level of cancer-associated
sequences. These assays are typically performed in conjunc-
tion with reverse transcription. In such assays, a cancer-
associated nucleic acid sequence acts as a template in an
amplification reaction (e.g., Polymerase Chain Reaction, or
PCR). In a quantitative amplification, the amount of ampli-
fication product will be proportional to the amount of
template in the original sample. Comparison to appropriate
controls provides a measure of the amount of cancer-
associated RNA. Methods of quantitative amplification are
well known. Detailed protocols for quantitative PCR are
provided, e.g., in Innis, et al. (1990) PCR Protocols: A Guide
to Methods and Applications Academic Press.

[0115] In some embodiments, a TagMan based assay is
used to measure expression. TagMan based assays use a
fluorogenic oligonucleotide probe that contains a 5' fluores-
cent dye and a 3' quenching agent. The probe hybridizes to
a PCR product, but cannot itself be extended due to a
blocking agent at the 3' end. When the PCR product is
amplified in subsequent cycles, the 5' nuclease activity of the
polymerase, e.g., AmpliTaq, results in the cleavage of the
TagMan probe. This cleavage separates the 5' fluorescent
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dye and the 3' quenching agent, thereby resulting in an
increase in fluorescence as a function of amplification (see,
e.g., literature provided by Perkin-Elmer at their public web
site).

[0116] Other suitable amplification methods include, but
are not limited to, ligase chain reaction (LCR) (see Wu and
Wallace (1989) Genomics 4:560-569, Landegren, et al.
(1988) Science 241:1077-1080, and Barringer, et al. (1990)
Gene 89:117-122), transcription amplification (Kwoh, et al.
(1989) Proc. Natl. Acad. Sci. USA 86:1173-1177), self-
sustained sequence replication (Guatelli, et al. (1990) Proc.
Natl. Acad. Sci. USA 87:1874-1878), dot PCR, linker
adapter PCR, etc.

[0117]

[0118] In a preferred embodiment, cancer nucleic acids,
e.g., encoding cancer proteins, are used 1o make a variety of
expression vectors to express cancer proteins which can then
be used in screening assays, as described below. Expression
vectors and recombinant DNA technology are well known
(see, e.g., Ausubel, supra, and Fernandez and Hoeffler (eds.
1999) Gene Expression Systems Academic Press) to express
proteins. The expression vectors may be either self-replicat-
ing extrachromosomal vectors or vectors which integrate
into a host genome. Generally, these expression vectors
include transcriptional and translational regulatory nucleic
acid operably linked to the nucleic acid encoding the cancer
protein. The term “control sequences” refers to DNA
sequences used for the expression of an operably linked
coding sequence in a particular host organism. Control
sequences that are suitable for prokaryotes, ¢.g., include a
promoter, optionally an operator sequence, and a ribosome
binding site. Eukaryotic cells are known to utilize promot-
ers, polyadenylation signals, and enhancers.

[0119] Nucleic acid is “operably linked” when it is placed
into a functional relationship with another nucleic acid
sequence. For example, DNA for a presequence or secretory
leader is operably linked to DNA for a polypeptide if it is
expressed as a preprotein that participates in the secretion of
the polypeptide; a promoter or enhancer is operably linked
to a coding sequence if it affects the transcription of the
sequence; or a ribosome binding site is operably linked to a
coding sequence if it is positioned so as to facilitate trans-
lation. Generally, “operably linked” means that the DNA
sequences being linked are contiguous, and, in the case of a
secretory leader, contiguous and in reading phase. However,
enhancers do not have to be contiguous. Linking is typically
accomplished by ligation at convenient restriction sites. If
such sites do not exist, synthetic oligonucleotide adaptors or
linkers are used in accordance with conventional practice.
Transcriptional and translational regulatory nucleic acid will
generally be appropriate to the host cell used to express the
cancer protein. Numerous types of appropriate expression
vectors and suitable regulatory sequences are known for a
variety of host cells.

[0120] In general, transcriptional and translational regula-
tory sequences may include, but are not limited to, promoter
sequences, ribosomal binding sites, transcriptional start and
stop sequences, translational start and stop sequences, and
enhancer or activator sequences. In a preferred embodiment,
the regulatory sequences include a promoter and transcrip-
tional start and stop sequences.

[0121] Promoter sequences may be either constitutive or
inducible promoters. The promoters may be either naturally
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occurring promoters or hybrid promoters. Hybrid promoters,
which combine elements of more than one promoter, are also
known, and are useful in the present invention.

[0122] An expression vector may comprise additional
elements. For example, the expression vector may have two
replication systems, thus allowing it to be maintained in two
organisms, €.g., in mammalian or insect cells for expression
and in a prokaryotic host for cloning and amplification.
Furthermore, for integrating expression vectors, the expres-
sion vector often contains at least one sequence homologous
to the host cell genome, and preferably two homologous
sequences which flank the expression construct. The inte-
grating vector may be directed to a specific locus in the host
cell by selecting the appropriate homologous sequence for
inclusion in the vector. Constructs for integrating vectors are
available. See, e.g., Fernandez and Hoeffler, supra; and
Kitamura, et al. (1995) Proc. Nat’l Acad. Sci. USA 92:9146-
9150.

[0123] In addition, in a preferred embodiment, the expres-
sion vector contains a selectable marker gene to allow the
selection of transformed host cells. Selection genes are well
known and will vary with the host cell used.

[0124] The cancer proteins of the present invention are
usually produced by culturing a host cell transformed with
an expression vector containing nucleic acid encoding a
cancer protein, under the appropriate conditions to induce or
cause expression of the cancer protein. Conditions appro-
priate for cancer protein expression will vary with the choice
of the expression vector and the host cell, and will be easily
ascertained through routine experimentation or optimiza-
tion. For example, the use of constitutive promoters in the
expression vector will require optimizing the growth and
proliferation of the host cell, while the use of an inducible
promoter requires the appropriate growth conditions for
induction. In addition, in some embodiments, the timing of
the harvest is important. For example, the baculoviral sys-
tems used in insect cell expression are lytic viruses, and thus
harvest time selection can be crucial for product yield.

[0125] Appropriate host cells include yeast, bacteria,
archaebacteria, fungi, and insect and animal cells, including
mammalian cells. Of particular interest are Saccharomyces
cerevisiage and other yeasts, E. coli, Bacillus subrilis, Sf9
cells, C129 cells, 293 cells, Neurospora, BHK, CHO, COS,
HeLa cells, HUVEC (human umbilical vein endothelial
cells), THP1 cells (a macrophage cell line), and various
other human cells and cell lines.

[0126] In a preferred embodiment, the cancer proteins are
expressed in mammalian cells. Mammalian expression sys-
tems may be used, and include retroviral and adenoviral
systems. One expression vector system is a retroviral vector
system such as is generally described in PCT/US97/01019
and PCT/US97/01048. Of particular use as mammalian
promoters are the promoters from mammalian viral genes,
since the viral genes are often highly expressed and have a
broad host range. Examples include the SV40 early pro-
moter, mouse mammary tumor virus LTR promoter, aden-
ovirus major late promoter, herpes simplex virus promoter,
and the CMV promoter (see, ¢.g., Fernandez and Hoeftler,
supra). Typically, transcription termination and polyadeny-
lation sequences recognized by mammalian cells are regu-
latory regions located 3' to the translation stop codon and
thus, together with the promoter elements, flank the coding
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sequence. Examples of transcription terminator and poly-
adenlyation signals include those derived from SV40.

[0127] Methods of introducing exogenous nucleic acid
into mammalian hosts, as well as other hosts, are available,
and will vary with the host cell used. Techniques include
dextran-mediated transfection, calcium phosphate precipita-
tion, polybrene mediated transfection, protoplast fusion,
electroporation, viral infection, encapsulation of the poly-
nucleotide(s) in liposomes, and direct microinjection of the
DNA into nuclei.

[0128] In a preferred embodiment, cancer proteins are
expressed in bacterial systems. Promoters from bacterioph-
age may also be used. In addition, synthetic promoters and
hybrid promoters are also useful; e.g., the tac promoter is a
hybrid of the trp and lac promoter sequences. Furthermore,
a bacterial promoter can include naturally occurring pro-
moters of non-bacterial origin that have the ability to bind
bacterial RNA polymerase and initiate transcription. In
addition to a functioning promoter sequence, an efficient
ribosome binding site is desirable. The expression vector
may also include a signal peptide sequence that provides for
secretion of the cancer protein in bacteria. The protein is
either secreted into the growth media (gram-positive bacte-
ria) or into the periplasmic space, located between the inner
and outer membrane of the cell (gram-negative bacteria).
The bacterial expression vector may also include a select-
able marker gene to allow for the selection of bacterial
strains that have been transformed. Suitable selection genes
include genes which render the bacteria resistant to drugs
such as ampicillin, chloramphenicol, erythromycin, kana-
mycin, neomyein, and tetracycline. Selectable markers also
include biosynthetic genes, such as those in the histidine,
tryptophan, and leucine biosynthetic pathways. These com-
ponents are assembled into expression vectors. Expression
vectors for bacteria are well known, and include vectors for
Bacillus subtilis, E. coli, Streptococcus cremoris, and Strep-
fococcus lividans, among others (e.g., Fernandez and Hoef-
fler, supra). The bacterial expression vectors are transformed
into bacterial host cells using techniques such as caleium
chloride treatment, electroporation, and others.

[0129] In one embodiment, cancer proteins are produced
in insect cells using, e.g., expression vectors for the trans-
formation of insect cells, and in particular, baculovirus-
based expression vectors.

[0130] In a preferred embodiment, a cancer protein is
produced in yeast cells. Yeast expression systems are well
known, and include expression vectors for Saccharomyces
cerevisiae, Candida albicans and C. maltosa, Hansenula
polymorpha, Kluyveromyces fragilis and K. lactis, Pichia
guillerimondii and P. pastoris, Schizosaccharomyces pombe,
and Yarrowia lipolytica.

[0131] The cancer protein may also be made as a fusion
protein, using available techniques. Thus, e.g., for the cre-
ation of monoclonal antibodies, if the desired epitope is
small, the cancer protein may be fused to a carrier protein to
form an immunogen. Alternatively, the cancer protein may
be made as a fusion protein to increase expression, or for
other reasons. For example, when the cancer protein is a
cancer peptide, the nucleic acid encoding the peptide may be
linked to other nucleic acid for expression purposes. Fusion
with detection epitope tags can be made, e.g., with FLAG,
His6, myc, HA, etc.
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[0132] In a preferred embodiment, the cancer protein is
purified or isolated after expression. Cancer proteins may be
isolated or purified in a variety of ways depending on what
other components are present in the sample and the require-
ments for purified product, e.g., natural conformation or
denatured. Standard purification methods include ammo-
nium sulfate precipitations, electrophoretic, molecular,
immunological, and chromatographic techniques, including
ion exchange, hydrophobic, affinity, and reverse-phase
HPLC chromatography, and chromatofocusing. For
example, the cancer protein may be purified using a standard
anti-cancer protein antibody column. Ultrafiltration and dia-
filtration techniques, in conjunction with protein concentra-
tion, are also useful. See, e.g., Walsh (2002) Proteins:
Biochemistry and Biotechnology Wiley, Hardin, et al. (eds.
2001) Cloning, Gene Expression and Protein Purification
Oxford Univ. Press; Wilson, et al. (eds. 2000) Encyclopedia
of Separation Science Academic Press; and Scopes (1993)
Protein Purification Springer-Verlag. The degree of purifi-
cation necessary will vary depending on the use of the
cancer protein. In some instances no purification will be
necessary.

[0133] Once expressed and purified if necessary, the can-
cer proteins and nucleic acids are useful in a number of
applications. They may be used as immunoselection
reagents, as vaccine reagents, as screening agents, therapeu-
tic entities, for production of antibodies, as transcription or
translation inhibitors, etc.

[0134]

[0135] Also included within one embodiment of cancer
proteins are amino acid variants of the naturally occurring
sequences, as determined herein. Preferably, the variants are
preferably greater than about 75% homologous to the wild-
type sequence, more preferably greater than about 80%,
even more preferably greater than about 85%, and most
preferably greater than 90%. In some embodiments the
homology will be as high as about 93-95% or 98%. As for
nucleic acids, homology in this context means sequence
similarity or identity, with identity being preferred. This
homology will be determined using standard techniques, as
are outlined above for nucleic acid homologies.

[0136] Cancer proteins of the present invention may be
shorter or longer than the wild type amino acid sequences.
Thus, in a preferred embodiment, included within the defi-
nition of cancer proteins are portions or fragments of the
wild type sequences herein. In addition, as outlined above,
the cancer nucleic acids of the invention may be used to
obtain additional coding regions, and thus additional protein
sequence.

[0137] Inone embodiment, the cancer proteins are deriva-
tive or variant cancer proteins as compared to the wild-type
sequence. That is, as outlined more fully below, the deriva-
tive cancer peptide will often contain at least one amino acid
substitution, deletion, or insertion, with amino acid substi-
tutions being particularly preferred. The amino acid substi-
tution, insertion, or deletion may occur at many residue
positions within the cancer peptide.

[0138] Also included within one embodiment of cancer
proteins of the present invention are amino acid sequence
variants. These variants typically fall into one or more of
three classes: substitutional, insertional, or deletional vari-

Variants of Cancer Proteins
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ants. These variants ordinarily are prepared by site specific
mutagenesis of nucleotides in the DNA encoding the cancer
protein, using cassette or PCR mutagenesis or other tech-
niques, to produce DNA encoding the variant, and thereafter
expressing the DNA in recombinant cell culture as outlined
above. However, variant cancer protein fragments having up
to about 100-150 residues may be prepared by in vitro
synthesis using established techniques. Amino acid
sequence variants are characterized by the predetermined
nature of the variation, a feature that sets them apart from
naturally occurring allelic or interspecies variation of the
cancer protein amino acid sequence. The variants typically
exhibit a similar qualitative biological activity as a naturally
occurring analogue, although variants can also be selected
which have modified characteristics.

[0139] While the site or region for introducing an amino
acid sequence variation is often predetermined, the mutation
per se need not be predetermined. For example, in order to
optimize the performance of a mutation at a given site,
random mutagenesis may be conducted at the target codon
or region and the expressed cancer variants screened for the
optimal combination of desired activity. Techniques for
making substitution mutations at predetermined sites in
DNA having a known sequence are well known, e.g., M13
primer mutagenesis and PCR mutagenesis. Screening of
mutants is often done using assays of cancer protein activi-
ties.

[0140] Amino acid substitutions are typically of single
residues; insertions usually will be on the order of from
about 1-20 amino acids, although considerably larger inser-
tions may be tolerated. Deletions generally range from about
1-20 residues, although in some cases deletions may be
much larger.

[0141] Substitutions, deletions, insertions, or combination
thereof may be used to arrive at a final derivative. Generally
these changes are done on a few amino acids to minimize the
alteration of the molecule. However, larger changes may be
tolerated in certain circumstances. When small alterations in
the characteristics of the cancer protein are desired, substi-
tutions are generally made in accordance with the amino
acid substitution relationships described.

[0142] The variants typically exhibit essentially the same
qualitative biological activity and will elicit the same
immune response as a naturally-occurring analog, although
variants also are selected to modify the characteristics of
cancer proteins as needed. Alternatively, the variant may be
designed such that a biological activity of the cancer protein
is altered. For example, glycosylation sites may be added,
altered, or removed.

[0143] Substantial changes in function or immunological
identity are sometimes made by selecting substitutions that
are less conservative than those described above. For
example, substitutions may be made which more signifi-
cantly affect: the structure of the polypeptide backbone in
the area of the alteration, for example the alpha-helical or
beta-sheet structure; the charge or hydrophobicity of the
molecule at the target site; or the bulk of the side chain.
Substitutions which generally are expected to produce the
greatest changes in the polypeptide’s properties are those in
which (a) a hydrophilic residue, e.g., serine or threone is
substituted for (or by) a hydrophobic residue, e.g., leucine,
isoleucine, phenylalanine, valine, or alanine; (b) a cysteine
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or proline is substituted for (or by) another residue; (c) a
residue having an electropositive side chain, e.g., lysine,
arginine, or histidine, is substituted for (or by) an electrone-
gative residue, ¢.g., glutamic or aspartic acid; (d) a residue
having a bulky side chain, e.g., phenylalanine, is substituted
for (or by) one not having a side chain, e.g., glycine; or ()
a proline residue is incorporated or substituted, which
changes the degree of rotational freedom of the peptidyl
bond.

[0144] Variants typically exhibit a similar qualitative bio-
logical activity and will elicit the same immune response as
the naturally-occurring analog, although variants also are
selected to modify the characteristics of the skin cancer
proteins as needed. Alternatively, the variant may be
designed such that the biological activity of the cancer
protein is altered. For example, glycosylation sites may be
altered or removed.

[0145] Covalent modifications of cancer polypeptides are
included within the scope of this invention. One type of
covalent modification includes reacting targeted amino acid
residues of a cancer polypeptide with an organic derivatizing
agent that is capable of reacting with selected side chains or
the N-or C-terminal residues of a cancer polypeptide.
Derivatization with bifunctional agents is useful, for
instance, for crosslinking cancer polypeptides to a water-
insoluble support matrix or surface for use in a method for
purifying anti-cancer polypeptide antibodies or screening
assays, as is more fully described below. Commonly used
crosslinking agents include, e.g., 1,1-bis(diazoacetyl)-2-
phenylethane,  glutaraldehyde,  N-hydroxysuccinimide
esters, e.g., esters with 4-azidosalicylic acid, homobifunc-
tional imidoesters, including disuccinimidyl esters such as
3,3-dithiobis(succinimidylpropionate), bifunctional male-
imides such as bis-N-maleimido-1,8-octane and agents such
as methyl-3-((p-azidophenyl)dithio)propioimidate.

[0146] Other modifications include deamidation of
glutaminyl and asparaginyl residues to the corresponding
glutamyl and aspartyl residues, respectively, hydroxylation
of proline and lysine, phosphorylation of hydroxyl groups of
serinyl, threonyl, or tyrosyl residues, methylation of the
amino groups of the lysine, arginine, and histidine side
chains (e.g., pp. 79-86, Creighton (1992) Proteins: Structure
and Molecular Properties Freeman), acetylation of the
N-terminal amine, and amidation of a C-terminal carboxyl

group.

[0147] Another type of covalent modification of the cancer
polypeptide included within the scope of this invention
comprises altering the native glycosylation pattern of the
polypeptide. “Altering the native glycosylation pattern” is
intended for purposes herein to mean deleting one or more
carbohydrate moieties found in native sequence cancer
polypeptide, and/or adding one or more glycosylation sites
that are not present in the native sequence cancer polypep-
tide. Glycosylation patterns can be altered in many ways.
Different cell types to express cancer-associated sequences
can result in different glycosylation patterns.

[0148] Addition of glycosylation sites to cancer polypep-
tides may also be accomplished by altering the amino acid
sequence thereof. The alteration may be made, e.g., by the
addition of, or substitution by, one or more serine or threo-
nine residues to the native sequence cancer polypeptide (for
O-linked glycosylation sites). The cancer amino acid
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sequence may optionally be altered through changes at the
DNA level, particularly by mutating the DNA encoding the
cancer polypeptide at preselected bases such that codons are
generated that will translate into the desired amino acids.

[0149] Another means of increasing the number of carbo-
hydrate moieties on the cancer polypeptide is by chemical or
enzymatic coupling of glycosides to the polypeptide. See,
e.g., WO 87/05330; pp. 259-306 in Aplin and Wriston
(1981) CRC Crit. Rev. Biochem.

[0150] Removal of carbohydrate moieties present on the
cancer polypeptide may be accomplished chemically or
enzymatically or by mutational substitution of codons
encoding for amino acid residues that serve as targets for
glycosylation. Chemical deglycosylation techniques are
applicable. See, ¢.g., Sojar and Bahl (1987) Arch. Biochem.
Biophys. 259:52-57 and Edge, ¢t al. (1981) Anal. Biochem.
118:131-137. Enzymatic cleavage of carbohydrate moieties
on polypeptides can be achieved by the use of a variety of
endo-and exo-glycosidases. See, e.g., Thotakura, et al.
(1987) Meth. Enzymol. 138:350-359.

[0151] Another type of covalent modification of cancer
comprises linking the cancer polypeptide to one of a variety
of nonproteinaceous polymers, e.g., polyethylene glycol,
polypropylene glycol, or polyoxyalkylenes, in the manner
set forth in U.S. Pat. Nos. 4,640,835; 4,496,689; 4,301,144,
4,670,417, 4,791,192, or 4,179,337.

[0152] Cancer polypeptides of the present invention may
also be modified in a way to form chimeric molecules
comprising a cancer polypeptide fused to another heterolo-
gous polypeptide or amino acid sequence. In one embodi-
ment, such a chimeric molecule comprises a fusion of a
cancer polypeptide with a tag polypeptide which provides an
epitope to which an anti-tag antibody can selectively bind.
The epitope tag is generally placed at the amino-or carboxyl-
terminus of the cancer polypeptide. The presence of such
epitope-tagged forms of a cancer polypeptide can be
detected using an antibody against the tag polypeptide. Also,
provision of the epitope tag enables the cancer polypeptide
to be readily purified by affinity purification using an anti-tag
antibody or another type of affinity matrix that binds to the
epitope tag. In an alternative embodiment, the chimeric
molecule may comprise a fusion of a cancer polypeptide
with an immunoglobulin or a particular region of an immu-
noglobulin. For a bivalent form of the chimeric molecule,
such a fusion could be to the Fc region of an IgG molecule.

[0153] Various tag polypeptides and their respective anti-
bodies are available. Examples include poly-histidine (poly-
his) or poly-histidine-glycine (poly-his-gly) tags; HIS6 and
metal chelation tags, the flu HA tag polypeptide and its
antibody 12CAS5 (Field, et al. (1988) Mol. Cell. Biol. 8:2159-
2165); the c-myc tag and the 8F9, 3C7, 6E10, G4, B7, and
9E10 antibodies thereto (Evan, et al. (1985) Molecular and
Cellular Biology 5:3610-3616); and the Herpes Simplex
virus glycoprotein D (gD) tag and its antibody (Paborsky, et
al. (1990) Protein Engineering 3(6):547-553). Other tag
polypeptides include the Flag-peptide (Hopp, et al. (1988)
BioTechnolgy 6:1204-1210); the K'T3 epitope peptide (Mar-
tin, et al. (1992) Science 255:192-194); tubulin epitope
peptide (Skinner, et al. (1991) J. Biol. Chem. 266:15163-
15166); and the T7 gene 10 protein peptide tag (Lutz-
Freyermuth, et al. (1990) Proc. Natl. Acad. Sci. USA
87:6393-6397).
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[0154] Also included are other cancer proteins of the
cancer family, and cancer proteins from other organisms,
which are cloned and expressed as outlined below. Thus,
probe or degenerate polymerase chain reaction (PCR)
primer sequences may be used to find other related cancer
proteins from humans or other organisms. Particularly use-
ful probe and/or PCR primer sequences include the unique
areas of the cancer nucleic acid sequence. Preferred PCR
primers are from about 15-35 nucleotides in length, with
from about 20-30 being preferred, and may contain inosine
as needed. The conditions for PCR reaction have been well
described (¢.g., Innis, PCR Protocols, supra).

[0155] In addition, cancer proteins can be made that are
longer than those encoded by the nucleic acids of Table 2 or
the attached listing of SEQ ID NOs:1-58, e.g., by the
elucidation of extended sequences, the addition of epitope or
purification tags, the addition of other fusion sequences, etc.

[0156] Cancer proteins may also be identified as being
encoded by cancer nucleic acids. Thus, cancer proteins are
encoded by nucleic acids that will hybridize to the sequences
of the sequence listings, or their complements, as outlined
herein.

[0157]

[0158] In a preferred embodiment, when the cancer pro-
tein is to be used to generate antibodies, e.g., for immuno-
therapy or immunodiagnosis, the cancer protein should
share at least one epitope or determinant with the full length
protein. By “epitope” or “determinant” herein is typically
meant a portion of a protein which will generate and/or bind
an antibody or T-cell receptor in the context of MHC. Thus,
in most instances, antibodies made to a smaller cancer
protein will be able to bind to the full-length protein,
particularly linear epitopes. In a preferred embodiment, the
epitope is unique; that is, antibodies generated to a unique
epitope show little or no cross-reactivity. In a preferred
embodiment, the epitope is selected from a protein sequence
set out in the Table 2 or the attached listing of SEQ ID
NOs:59-116.

[0159] Methods of preparing polyclonal antibodies exist
(e.g., Coligan, supra; and Harlow and Lane, supra). Poly-
clonal antibodies can be raised in a mammal, e.g., by one or
more injections of an immunizing agent and, if desired, an
adjuvant. Typically, the immunizing agent and/or adjuvant
will be injected in the mammal by multiple subcutaneous or
intraperitoneal injections. The immunizing agent may
include a protein encoded by a nucleic acid of Table 2 or
SEQ ID NOs:1-58 or fragment thereof or a fusion protein
thereof. It may be useful to conjugate the immunizing agent
to a protein known to be immunogenic in the mammal being
immunized. Examples of such immunogenic proteins
include but are not limited to keyhole limpet hemocyanin,
serum albumin, bovine thyroglobulin, and soybean trypsin
inhibitor. Examples of adjuvants which may be employed
include Freund’s complete adjuvant and MPL-TDM adju-
vant (monophosphoryl Lipid A, synthetic trehalose dico-
rynomycolate). Various immunization protocols may be
used.

[0160] The antibodies may, alternatively, be monoclonal
antibodies. Monoclonal antibodies may be prepared using
hybridoma methods, such as those described by Kohler and
Milstein (1975) Naiure 256:495. In a hybridoma method, a

Antibodies to Cancer Proteins
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mouse, hamster, or other appropriate host animal, is typi-
cally immunized with an immunizing agent to elicit lym-
phocytes that produce or are capable of producing antibodies
that will specifically bind to the immunizing agent. Alter-
natively, the lymphocytes may be immunized in vitro. The
immunizing agent will typically include a polypeptide
encoded by a nucleic acid of Table 2 or the attached listing
of SEQ ID NOs:1-58, or fragment thereof, or a fusion
protein thereof. Generally, either peripheral blood lympho-
cytes (“PBLs”) are used if cells of human origin are desired,
or spleen cells or lymph node cells are used if non-human
mammalian sources are desired. The lymphocytes are then
fused with an immortalized cell line using a suitable fusing
agent, such as polyethylene glycol, to form a hybridoma cell
(e.g., pp- 59-103 in Goding (1986) Monoclonal Antibodies:
Principles and Practice Academic Press). Immortalized cell
lines are usually transformed mammalian cells, particularly
myeloma cells of rodent, bovine, or human origin. Usually,
rat or mouse myeloma cell lines are employed. The hybri-
doma cells may be cultured in a suitable culture medium that
preferably contains one or more substances that inhibit the
growth or survival of the unfused, immortalized cells. For
example, if the parental cells lack the enzyme hypoxanthine
guanine phosphoribosyl transferase (HGPRT or HPRT), the
culture medium for the hybridomas typically will include
hypoxanthine, aminopterin, and thymidine (“HAT
medium”), which substances prevent the growth of HGPRT-
deficient cells.

[0161] In one embodiment, the antibodies are bispecific
antibodies. Bispecific antibodies are monoclonal, preferably
human or humanized, antibodies that have binding speci-
ficities for at least two different antigens or that have binding
specificities for two epitopes on the same antigen. In one
embodiment, one of the binding specificities is for a protein
encoded by a nucleic acid of Table 2 or the attached listing
of SEQ ID NOs:1-58, or a fragment thereof, the other one is
for another antigen, and preferably for a cell-surface protein
or receptor or receptor subunit, preferably one that is tumor
specific. Alternatively, tetramer-type technology may create
multivalent reagents.

[0162] In apreferred embodiment, the antibodies to cancer
protein are capable of reducing or eliminating a biological
function of a cancer protein, in a naked form or conjugated
to an effector moiety, as is described below. That is, the
addition of anti-cancer protein antibodies (either polyclonal
or preferably monoclonal) to cancer tissue (or cells contain-
ing cancer) may reduce or eliminate the cancer. Generally, at
least a 25% decrease in activity, growth, size, or the like is
preferred, with at least about 50% being particularly pre-
ferred and about a 95-100% decrease being especially
preferred.

[0163] In a preferred embodiment the antibodies to the
cancer proteins are humanized antibodies (e.g., Xenerex
Biosciences, Medarex, Inc., Abgenix, Inc., Protein Design
Labs, Inc.) Humanized forms of non-human (e.g., murine)
antibodies are chimeric molecules of immunoglobulins,
immunoglobulin chains or fragments thereof (such as Fv,
Fab, Fab', F(ab")2 or other antigen-binding subsequences of
antibodies) which contain minimal sequence derived from
non-human immunoglobulin. Humanized antibodies include
human immunoglobulins (recipient antibody) in which resi-
dues from a complementary determining region (CDR) of
the recipient are replaced by residues from a CDR of a
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non-human species (donor antibody) such as mouse, rat, or
rabbit having the desired specificity, affinity, and capacity. In
some instances, Fv framework residues of a human immu-
noglobulin are replaced by corresponding non-human resi-
dues. Humanized antibodies may also comprise residues
which are found neither in the recipient antibody nor in the
imported CDR or framework sequences. In general, a
humanized antibody will comprise substantially all of at
least one, and typically two, variable domains, in which all
or substantially all of the CDR regions correspond to those
of a non-human immunoglobulin and all or substantially all
of the framework (FR) regions are those of a human immu-
noglobulin consensus sequence. The humanized antibody
optimally also will typically comprise at least a portion of an
immunoglobulin constant region (Fc), typically that of a
human immunoglobulin (Jones, et al. (1986) Nature
321:522-525; Riechmann, et al. (1988) Nature 332:323-329;
and Presta (1992) Curr. Op. Struct. Biol. 2:593-596).
Humanization can be essentially performed following the
method of Winter and co-workers (Jones, et al. (1986)
Nature 321:522-525; Riechmann, et al. (1988) Nature
332:323-327; Verhoeyen, et al. (1988) Science 239:1534-
1536), by substituting rodent CDRs or CDR sequences for
corresponding sequences of a human antibody. Accordingly,
such humanized antibodies are chimeric antibodies (U.S.
Pat. No. 4,816,567), wherein substantially less than an intact
human variable domain has been substituted by correspond-
ing sequence from a non-human species.

[0164] Human antibodies can also be produced using
phage display libraries (Hoogenboom and Winter (1992) J.
Mol. Biol. 227:381-388; Marks, et al. (1991) J. Mol. Biol.
222:581-597) or human monoclonal antibodies (e.g., p. 77,
Cole, et al. in Reisfeld and Sell (1985) Monoclonal Anti-
bodies and Cancer Therapy Liss; and Boemer, et al. (1991)
J. Immunol. 147:86-95). Similarly, human antibodies can be
made by introducing human immunoglobulin loci into trans-
genic animals, e.g., mice in which the endogenous immu-
noglobulin genes have been partially or completely inacti-
vated. Upon challenge, human antibody production is
observed, which closely resembles that seen in humans in
nearly all respects, including gene rearrangement, assembly,
and antibody repertoire. This approach is described, ¢.g., in
U.S. Pat. Nos. 5,545,807; 5,545,806; 5,569,825; 5,625,126;
5,633,425, 5,661,016, and in the following scientific publi-
cations: Marks, et al. (1992) Bio/Technology 10:779-783;
Lonberg, et al. (1994) Nature 368:856-859; Morrison (1994)
Nature 368:812-13; Fishwild, et al. (1996) Nature Biotech-
nology 14:845-851; Neuberger (1996) Nature Biotechnology
14:826; and Lonberg and Huszar (1995) Intern. Rev. Immu-
nol. 13:65-93.

[0165] By immunotherapy is meant treatment of cancer
with an antibody raised against cancer proteins. As used
herein, immunotherapy can be passive or active. Passive
immunotherapy as defined herein is the passive transfer of
antibody to a recipient (patient). Active immunization is the
induction of antibody and/or T-cell responses in a recipient
(patient). Induction of an immune response is the result of
providing the recipient with an antigen to which antibodies
are raised. The antigen may be provided by injecting a
polypeptide against which antibodies are desired to be raised
into a recipient, or contacting the recipient with a nucleic
acid capable of expressing the antigen and under conditions
for expression of the antigen, leading to an immune
response.
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[0166] In a preferred embodiment the cancer proteins
against which antibodies are raised are secreted proteins as
described above. Without being bound by theory, antibodies
used for treatment may bind and prevent the secreted protein
from binding to its receptor, thereby inactivating the
secreted cancer protein, e.g., in autocrine signaling.

[0167] In another preferred embodiment, the cancer pro-
tein to which antibodies are raised is a transmembrane
protein. Without being bound by theory, antibodies used for
treatment may bind the extracellular domain of the cancer
protein and prevent it from binding to other proteins, such as
circulating ligands or cell-associated molecules. The anti-
body may cause down-regulation of the transmembrane
cancer protein. The antibody may be a competitive, non-
competitive or uncompetitive inhibitor of protein binding to
the extracellular domain of the cancer protein. The antibody
may also be an antagonist of the cancer protein. Further, the
antibody may prevent activation of the transmembrane can-
cer protein, or may induce or suppress a particular cellular
pathway. In one aspect, when the antibody prevents the
binding of other molecules to the cancer protein, the anti-
body prevents growth of the cell. The antibody may also be
used to target or sensitize the cell to cytotoxic agents,
including, but not limited to TNF-c,, TNF-p, IL-1, INF-y,
and IL-2, or chemotherapeutic agents including SFU, vin-
blastine, actinomycin D, cisplatin, methotrexate, and the
like. In some instances the antibody may belong to a
sub-type that activates serum complement when complexed
with the transmembrane protein thereby mediating cytotox-
leity or antigen-dependent cytotoxicity (ADCC). Thus, can-
cer may be treated by administering to a patient antibodies
directed against the transmembrane cancer protein. Anti-
body-labeling may activate a co-toxin, localize a toxin
payload, target a drug loaded liposome, or otherwise provide
means to locally ablate cells.

[0168] In another preferred embodiment, the antibody is
conjugated to an effector moiety. The effector moiety can be
various molecules, including labeling moieties such as
radioactive labels or fluorescent labels, or can be a thera-
peutic moiety. In one aspect the therapeutic moiety is a small
molecule that modulates the activity of a cancer protein. In
another aspect the therapeutic moiety may modulate the
activity of molecules associated with or in close proximity
to a cancer protein. The therapeutic moiety may inhibit
enzymatic or signaling activity such as protease or collage-
nase or protein kinase activity associated with cancer, or be
an attractant of other cells, such as NK cells. See, e.g., U.S.
Ser. No. 09/544,494.

[0169] In a preferred embodiment, the therapeutic moiety
can also be a cytotoxic agent. In this method, targeting the
cytotoxic agent to cancer tissue or cells results in a reduction
in the number of afflicted cells, thereby reducing symptoms
associated with cancer. Cytotoxic agents are numerous and
varied and include, but are not limited to, cytotoxic drugs or
toxins or active fragments of such toxins. Suitable toxins and
their corresponding fragments include diphtheria A chain,
exotoxin A chain, ricin A chain, abrin A chain, curcin, crotin,
phenomycin, enomycin, saporin, auristatin, and the like.
Cytotoxic agents also include radiochemicals made by con-
jugating radioisotopes to antibodies raised against cancer
proteins, or binding of a radionuclide to a chelating agent
that has been covalently attached to the antibody. Targeting
the therapeutic moiety to transmembrane cancer proteins not
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only serves to increase the local concentration of therapeutic
moiety in the cancer afflicted area, but also serves to reduce
deleterious side effects that may be associated with the
untargeted therapeutic moiety. Antibody fragments may be
used to target toxin loaded liposomes.

[0170] In another preferred embodiment, the cancer pro-
tein against which the antibodies are raised is an intracellular
protein. In this case, the antibody may be conjugated to a
protein which facilitates entry into the cell. In one case, the
antibody enters the cell by endocytosis. In another embodi-
ment, a nucleic acid encoding the antibody is administered
to the individual or cell. Moreover, wherein the cancer
protein can be targeted within a cell, e.g., the nucleus, an
antibody thereto may contain a signal for that target local-
ization, e.g., a nuclear localization signal.

[0171] The cancer antibodies of the invention specifically
bind to cancer proteins. By “specifically bind” herein is
meant that the antibodies bind to the protein with a K, of at
least about 0.1 mM, more usually at least about 1 uM,
preferably at least about 0.1 uM or better, and most prefer-
ably, 0.01 uM or better. Selectivity of binding to the specific
target and not to related sequences is often also important.

[0172] Detection of Cancer Sequence for Diagnostic and
Therapeutic Applications

[0173] In one aspect, the RNA expression levels of genes
are determined for different cellular states in the cancer
phenotype. Expression levels of genes in normal tissue (e.g.,
not undergoing cancer) and in cancer tissue (and in some
cases, for varying severities of cancer that relate to progno-
sis, as outlined below), or in non-malignant discase are
evaluated to provide expression profiles. A gene expression
profile of a particular cell state or point of development is
essentially a “fingerprint” of the state of the cell. While two
states may have a particular gene similarly expressed, the
evaluation of a number of genes simultancously allows the
generation of a gene expression profile that is reflective of
the state of the cell. By comparing expression profiles of
cells in different states, information regarding which genes
are important (including both up- and down-regulation of
genes) in each of these states is obtained. Then, diagnosis
may be performed or confirmed to determine whether a
tissue sample has the gene expression profile of normal or
cancerous tissue. This will provide for molecular diagnosis
of related conditions.

[0174] “Differential expression,” or grammatical equiva-
lents as used herein, refers to qualitative or quantitative
differences in the temporal and/or cellular gene expression
patterns within and among cells and tissue. Thus, a differ-
entially expressed gene can qualitatively have its expression
altered, including an activation or inactivation, in, e.g.,
normal versus cancer tissue. Genes may be turned on or
turned off in a particular state, relative to another state thus
permitting comparison of two or more states. A qualitatively
regulated gene will exhibit an expression pattern within a
state or cell type which is detectable by standard techniques.
Some genes will be expressed in one state or cell type, but
not in both. Alternatively, the difference in expression may
be quantitative, ¢.g., in that expression is increased or
decreased; e.g., gene expression is either upregulated, result-
ing in an increased amount of transcript, or downregulated,
resulting in a decreased amount of transcript. The degree to
which expression differs need only be large enough to
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quantify via standard characterization techniques as outlined
below, such as by use of Affymetrix GeneChip® expression
arrays. See, Lockhart (1996) Nature Biotechnology 14:1675-
1680. Other techniques include, but are not limited to,
quantitative reverse transcriptase PCR, northern analy-
sis, and RNase protection. As outlined above, preferably
the change in expression (e.g., upregulation or down-
regulation) is at least about 50%, more preferably at least
about 100%, more preferably at least about 150%, more
preferably at least about 200%, with from 300 to at least
1000% being especially preferred.

[0175] Evaluation may be at the gene transcript or the
protein level. The amount of gene expression may be
monitored using nucleic acid probes to the RNA or DNA
equivalent of the gene transcript, and the quantification of
gene expression levels, or, alternatively, the final gene
product itself (protein) can be monitored, e.g., with antibod-
ies to the cancer protein and standard immunoassays (ELI-
SAs, etc.) or other techniques, including mass spectroscopy
assays, 2D gel electrophoresis assays, etc. Proteins corre-
sponding to cancer genes, e.g., those identified as being
important in a cancer or disease phenotype, can be evaluated
in a cancer diagnostic test. In a preferred embodiment, gene
expression monitoring is performed simultaneously on a
number of genes. Multiple protein expression monitoring
can be performed as well.

[0176] In this embodiment, the cancer nucleic acid probes
are attached to biochips as outlined herein for the detection
and quantification of cancer sequences in a particular cell.
The assays are further described below in the example. PCR
techniques can be used to provide greater sensitivity.

[0177] In a preferred embodiment nucleic acids encoding
the cancer protein are detected. Although DNA or RNA
encoding the cancer protein may be detected, of particular
interest are methods wherein an mRNA encoding a cancer
protein is detected. Probes to detect mRNA can be a nucle-
otide/deoxynucleotide probe that is complementary to and
hybridizes with the mRNA and includes, but is not limited
10, oligonucleotides, cDNA, or RNA. Probes also should
contain a detectable label, as defined herein. In one method
the mRNA is detected after immobilizing the nucleic acid to
be examined on a solid support such as nylon membranes
and hybridizing the probe with the sample. Following wash-
ing to remove the non-specifically bound probe, the label is
detected. In another method, detection of the mRNA is
performed in situ. In this method permeabilized cells or
tissue samples are contacted with a detectably labeled
nucleic acid probe for sufficient time to allow the probe to
hybridize with the target mRNA. Following washing to
remove the non-specifically bound probe, the label is
detected. For example a digoxygenin labeled riboprobe
(RNA probe) that is complementary to the mRNA encoding
a cancer protein is detected by binding the digoxygenin with
an anti-digoxygenin secondary antibody and developed with
nitro blue tetrazolium and 5-bromo-4-chloro-3-indoyl phos-
phate.

[0178] In a preferred embodiment, various proteins from
the three classes of proteins as described herein (secreted,
transmembrane, or intracellular proteins) are used in diag-
nostic assays. The cancer proteins, antibodies, nucleic acids,
modified proteins, and cells containing cancer sequences are
used in diagnostic assays. This can be performed on an
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individual gene or corresponding polypeptide level. In a
preferred embodiment, the expression profiles are used,
preferably in conjunction with high throughput screening
techniques to allow monitoring for expression profile genes
and/or corresponding polypeptides.

[0179] As described and defined herein, cancer proteins,
including intracellular, transmembrane, or secreted proteins,
find use as markers of cancer, e.g., for prognostic or diag-
nostic purposes. Detection of these proteins in putative
cancer tissue allows for detection, prognosis, or diagnosis of
cancer or similar disease, and for selection of therapeutic
strategy. In one embodiment, antibodies are used to detect
cancer proteins. A preferred method separates proteins from
a sample by electrophoresis on a gel (typically a denaturing
and reducing protein gel, but may be another type of gel,
including isoelectric focusing gels and the like). Following
separation of proteins, the cancer protein is detected, e.g., by
immunoblotting with antibodies raised against the cancer
protein.

[0180] In another preferred method, antibodies to the
cancer protein find use in in situ imaging techniques, e.g., in
histology. See, ¢.g., Asai, et al. (eds. 1993) Meihods in Cell
Biology: Antibodies in Cell Biology (vol. 37) Academic
Press. In this method, cells are contacted with from one to
many antibodies to the cancer protein(s). Following washing
to remove non-specific antibody binding, the presence of the
antibody or antibodies is detected. In one embodiment the
antibody is detected by incubating with a secondary anti-
body that contains a detectable label. In another method the
primary antibody to the cancer protein(s) contains a detect-
able label, ¢.g., an enzyme marker that can act on a substrate.
In another preferred embodiment each one of multiple
primary antibodies contains a distinct and detectable label.
This method finds particular use in simultaneous screening
for a plurality of cancer proteins. Many other histological
imaging techniques are also provided by the invention.

[0181] In a preferred embodiment the label is detected in
a fluorometer which has the ability to detect and distinguish
emissions of different wavelengths. In addition, a fluores-
cence activated cell sorter (FACS) can be used in the
method.

[0182] In another preferred embodiment, antibodies find
use in diagnosing cancer from blood, serum, plasma, stool,
and other samples. Such samples, therefore, are useful as
samples 1o be probed or tested for the presence of cancer
proteins. Antibodies can be used to detect a cancer protein
by previously described immunoassay techniques including
ELISA, immunoblotting (western blotting), immunoprecipi-
tation, BIACORE technology and the like. Conversely, the
presence of antibodies may indicate an immune response
against an endogenous cancer protein.

[0183] In a preferred embodiment, in situ hybridization of
labeled cancer nucleic acid probes to tissue arrays is done.
For example, arrays of tissue samples, including cancer
tissue and/or normal tissue, are made. In situ hybridization
(see, e.g., Ausubel, supra) is then performed. When com-
paring the fingerprints between an individual and a standard,
a diagnosis, a prognosis, or a prediction may be based on the
findings. It is further understood that the genes which
indicate the diagnosis may differ from those which indicate
the prognosis and molecular profiling of the condition of the
cells may lead to distinctions between responsive or refrac-
tory conditions or may be predictive of outcomes.
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[0184] In a preferred embodiment, the cancer proteins,
antibodies, nucleic acids, modified proteins, and cells con-
taining cancer sequences are used in prognosis assays. As
above, gene expression profiles can be generated that cor-
relate to cancer, clinical, pathological, or other information,
in terms of long term prognosis. Again, this may be done on
either a protein or gene level, with the use of genes being
preferred. Single or multiple genes may be useful in various
combinations. As above, cancer probes may be attached to
biochips for the detection and quantification of cancer
sequences in a tissue or patient. The assays proceed as
outlined above for diagnosis. PCR method may provide
more sensitive and accurate quantification.

[0185] Assays for Therapeutic Compounds

[0186] In a preferred embodiment, the proteins, nucleic
acids, and antibodies as described herein are used in drug
screening assays. The cancer proteins, antibodies, nucleic
acids, modified proteins, and cells containing cancer
sequences are used in drug screening assays or by evaluating
the effect of drug candidates on a “gene expression profile”
or expression profile of polypeptides. In a preferred embodi-
ment, the expression profiles are used, preferably in con-
junction with high throughput screening techniques, to allow
monitoring for expression profile genes after treatment with
a candidate agent (e.g., Zlokarnik, et al. (1998) Science
279:84-88; Heid (1996) Genome Res. 6:986-994.

[0187] 1In a preferred embodiment, the cancer proteins,
antibodies, nucleic acids, modified proteins and cells con-
taining the native or modified cancer proteins are used in
screening assays. That is, the present invention provides
novel methods for screening for compositions which modu-
late the cancer phenotype or an identified physiological
function of a cancer protein. As above, this can be done on
an individual gene level or by evaluating the effect of drug
candidates on a “gene expression profile”. In a preferred
embodiment, the expression profiles are used, preferably in
conjunction with high throughput screening techniques, to
allow monitoring for expression profile genes after treatment
with a candidate agent, see Zlokarnik, supra.

[0188] Having identified the differentially expressed genes
herein, a variety of assays may be performed. In a preferred
embodiment, assays may be run on an individual gene or
protein level. That is, having identified a particular gene as
up regulated in cancer, test compounds can be screened for
the ability to modulate gene expression or for binding to the
cancer protein. “Modulation” thus includes both an increase
and a decrease in gene expression. The preferred amount of
modulation will depend on the original change of the gene
expression in normal versus tissue undergoing cancer, with
changes of at least 10%, preferably 50%, more preferably
100-300%, and in some embodiments 300-1000% or greater.
Thus, if a gene exhibits a 4-fold increase in cancer tissue
compared to normal tissue, a decrease of about four-fold is
often desired; similarly, a 10-fold decrease in cancer tissue
compared to normal tissue often provides a target value of
a 10-fold increase in expression to be induced by the test
compound.

[0189] The amount of gene expression may be monitored
using nucleic acid probes and the quantification of gene
expression levels, or, alternatively, the gene product itself
can be monitored, e.g., through the use of antibodies to the
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cancer protein and standard immunoassays. Proteomics and
separation techniques may also allow quantification of
expression.

[0190] In a preferred embodiment, gene expression or
protein monitoring of a number of entities, €.g., an expres-
sion profile, is monitored simultaneously. Such profiles will
typically involve a plurality of those entities described
herein.

[0191] In this embodiment, the cancer nucleic acid probes
are attached to biochips as outlined herein for the detection
and quantification of cancer sequences in a particular cell.
Alternatively, PCR may be used. Thus, a series, e.g., of
microtiter plate, may be used with dispensed primers in
desired wells. A PCR reaction can then be performed and
analyzed for each well.

[0192]

[0193] Expression monitoring can be performed to iden-
tify compounds that modify the expression of one or more
cancer-associated sequences, e.g., a polynucleotide
sequence sct out in Table 2 or SEQ ID NOs:1-58. Generally,
in a preferred embodiment, a test modulator is added to the
cells prior to analysis. Moreover, screens are also provided
to identify agents that modulate cancer, modulate cancer
proteins, bind to a cancer protein, or interfere with the
binding of a cancer protein and an antibody or other binding
partner.

[0194] The term “test compound” or “drug candidate” or
“modulator” or grammatical equivalents as used herein
describes a molecule, e.g., protein, oligopeptide, small
organic molecule, polysaccharide, polynucleotide, etc., to be
tested for the capacity to directly or indirectly alter the
cancer phenotype or the expression of a cancer sequence,
e.g., a nucleic acid or protein sequence. In preferred embodi-
ments, modulators alter expression profiles, or expression
profile nucleic acids or proteins provided herein. In one
embodiment, the modulator suppresses a cancer phenotype,
e.g., to a normal or non-malignant tissue fingerprint. In
another embodiment, a modulator induced a cancer pheno-
type. Generally, a plurality of assay mixtures are run in
parallel with different agent concentrations to obtain a
differential response to the various concentrations. Typi-
cally, one of these concentrations serves as a negative
control, e.g., at zero concentration or below the level of
detection.

[0195] Drug candidates encompass numerous chemical
classes, though typically they are organic molecules, pref-
erably small organic compounds having a molecular weight
of more than 100 and less than about 2,500 daltons. Pre-
ferred small molecules are less than 2000, or less than 1500,
or less than 1000, or less than 500 D. Candidate agents
comprise functional groups necessary for structural interac-
tion with proteins, particularly hydrogen bonding, and typi-
cally include at least an amine, carbonyl, hydroxyl or
carboxyl group, preferably at least two of the functional
chemical groups. The candidate agents often comprise cycli-
cal carbon or heterocyclic structures and/or aromatic or
polyaromatic structures substituted with one or more of the
above functional groups. Candidate agents are also found
among biomolecules including peptides, saccharides, fatty
acids, steroids, purines, pyrimidines, derivatives, structural
analogs, or combinations thereof. Particularly preferred are
peptides.

Modulators of Cancer
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[0196] Inone aspect, a modulator will neutralize the effect
of a cancer protein. By “neutralize” is meant that activity of
a protein is inhibited or blocked and the consequent effect on
the cell.

[0197] In certain embodiments, combinatorial libraries of
potential modulators will be screened for an ability to bind
to a cancer polypeptide or to modulate activity. Convention-
ally, new chemical entities with useful properties are gen-
erated by identifying a chemical compound (called a “lead
compound”) with some desirable property or activity, ¢.g.,
inhibiting activity, creating variants of the lead compound,
and evaluating the property and activity of those variant
compounds. Often, high throughput screening (HTS) meth-
ods are employed for such an analysis. See, e.g., Janzen
(2002) High Throughput Screening Methods and Protocols
Humana; Devlin (ed. 1997) High Throughput Screening:
The Discovery of Bioactive Substances Dekker; and Mei and
Czarnik (eds. 2002) Integrated Drug Discovery Techniques
Dekker.

[0198] In one preferred embodiment, high throughput
screening methods involve providing a library containing a
large number of potential therapeutic compounds (candidate
compounds). Such “combinatorial chemical libraries” are
then screened in one or more assays to identify those library
members (particular chemical species or subclasses) that
display a desired characteristic activity. The compounds thus
identified can serve as conventional “lead compounds” or
can themselves be used as potential or actual therapeutics.

[0199] A combinatorial chemical library is a collection of
diverse chemical compounds generated by either chemical
synthesis or biological synthesis by combining a number of
chemical “building blocks” such as reagents. For example,
a linear combinatorial chemical library, such as a polypep-
tide (e.g., mutein) library, is formed by combining a set of
chemical building blocks called amino acids in every pos-
sible way for a given compound length (e.g., the number of
amino acids in a polypeptide compound). Millions of chemi-
cal compounds can be synthesized through such combina-
torial mixing of chemical building blocks (Gallop, et al.
(1994) J. Med. Chem. 37:1233-1251).

[0200] Preparation and screening of combinatorial chemi-
cal libraries is well known. Such combinatorial chemical
libraries include, but are not limited to, peptide libraries (see,
e.g., US. Pat. No. 5,010,175, Furka (1991) Pept. Prot. Res.
37:487-493, Houghton, et al. (1991) Nature 354:84-88),
peptoids (PCT Publication No WO 91/19735), encoded
peptides (PCT Publication WO 93/20242), random bio-
oligomers (PCT Publication WO 92/00091), benzodiaz-
epines (US. Pat. No. 5,288,514), diversomers such as
hydantoins, benzodiazepines and dipeptides (Hobbs, et al.
(1993) Proc. Natl. Acad. Sci. USA 90:6909-6913, vinylo-
gous polypeptides (Hagihara, et al. (1992) J. Amer. Chem.
Soc. 114:6568-570), nonpeptidal peptidomimetics with a
Beta-D-Glucose scaffolding (Hirschmann, et al. (1992) J.
Amer. Chem. Soc. 114:9217-9218), analogous organic syn-
theses of small compound libraries (Chen, et al. (1994) J.
Amer. Chem. Soc. 116:2661-662), oligocarbamates (Cho, et
al. (1993) Science 261:1303-1305), and/or peptidyl phos-
phonates (Campbell, et al. (1994) J. Org. Chem. 59:658).
See, generally, Gordon, et al. (1994)J. Med. Chem. 37:1385-
1401, nucleic acid libraries (see, e.g., Stratagene, Corp.),
peptide nucleic acid libraries (see, e.g., U.S. Pat. No. 5,539,
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083), antibody libraries (see, e.g., Vaughn, et al. (1996)
Nature Biotechnology 14(3):309-314, and PCT/US96/
10287), carbohydrate libraries (see, e.g., Liang, et al. (1996)
Science 274:1520-1522, and U.S. Pat. No. 5,593,853), and
small organic molecule libraries (see, ¢.g., benzodiazepines,
page 33 Baum (Jan. 18, 1993) C&EN; isoprenoids, U.S. Pat.
No. 5,569,588; thiazolidinones and metathiazanones, U.S.
Pat. No. 5,549,974; pyrrolidines, U.S. Pat. Nos. 5,525,735
and 5,519,134; morpholino compounds, U.S. Pat. No. 5,500,
337, benzodiazepines, U.S. Pat. No. 5,288,514; and the
like).

[0201] Devices for the preparation of combinatorial librar-
ies are commercially available (see, e.g., 357 MPS, 390
MPS, Advanced Chem Tech, Louisville Ky., Symphony,
Rainin, Woburn, Mass., 433A Applied Biosystems, Foster
City, Calif., 9050 Plus, Millipore, Bedford, Mass.).

[0202] A number of well known robotic systems have also
been developed for solution phase chemistries. These sys-
tems include automated workstations like the automated
synthesis apparatus developed by Takeda Chemical Indus-
tries, LTD. (Osaka, Japan) and many robotic systems utiliz-
ing robotic arms (Zymate I, Zymark Corporation, Hopkin-
ton, Mass.; Orca, Hewlett-Packard, Palo Alto, Calif.), which
mimic manual synthetic operations performed by a chemist.
The above devices are suitable for use with the present
invention. The nature and implementation of modifications
to these devices (if any) so that they can operate as discussed
herein will be apparent. In addition, numerous combinatorial
libraries are themselves commercially available (see, ¢.g.,
Com@Genex, Princeton, N.J., Asinex, Moscow, Ru, Tripos,
Inc., St. Louis, Mo., ChemStar, Ltd, Moscow, RU, 3D
Pharmaceuticals, Exton, Pa., Martek Biosciences, Colum-
bia, Md., etc.).

[0203] The assays to identify modulators are amenable to
high throughput screening. Preferred assays thus detect
enhancement or inhibition of cancer gene transcription,
inhibition, or enhancement of polypeptide expression, and
inhibition or enhancement of polypeptide activity.

[0204] High throughput assays for the presence, absence,
quantification, or other properties of particular nucleic acids
or protein products are well known. Similarly, binding
assays and reporter gene assays are similarly well known.
Thus, e.g., U.S. Pat. No. 5,559,410 discloses high through-
put screening methods for proteins, U.S. Pat. No. 5,585,639
discloses high throughput screening methods for nucleic
acid binding (e.g., in arrays), while U.S. Pat. Nos. 5,576,220
and 5,541,061 disclose high throughput methods of screen-
ing for ligand/antibody binding.

[0205] In addition, high throughput screening systems are
commercially available (see, ¢.g., Zymark Corp., Hopkin-
ton, Mass.; Air Technical Industries, Mentor, Ohio; Beck-
man Instruments, Inc. Fullerton, Calif.; Precision Systems,
Inc., Natick, Mass., etc.). These systems typically automate
entire procedures, including sample and reagent pipetting,
liquid dispensing, timed incubations, and final readings of
the microplate in detector(s) appropriate for the assay. These
configurable systems provide high throughput and rapid start
up as well as a high degree of flexibility and customization.
The manufacturers of such systems provide detailed proto-
cols for various high throughput systems. Thus, e.g., Zymark
Corp. provides technical bulletins describing screening sys-
tems for detecting the modulation of gene transcription,
ligand binding, and the like.
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[0206] In one embodiment, modulators are proteins, often
naturally occurring proteins or fragments of naturally occur-
ring proteins. Thus, e.g., cellular extracts containing pro-
teins, or random or directed digests of proteinaceous cellular
extracts, may be used. In this way libraries of proteins may
be made for screening in the methods of the invention.
Particularly preferred in this embodiment are libraries of
bacterial, fungal, viral, and mammalian proteins, with the
latter being preferred, and human proteins being especially
preferred. Particularly useful test compound will be directed
to the class of proteins to which the target belongs, e.g.,
substrates for enzymes or ligands and receptors.

[0207] In a preferred embodiment, modulators are pep-
tides of from about 5-30 amino acids, with from about 5-20
amino acids being preferred, and from about 7-15 being
particularly preferred. The peptides may be digests of natu-
rally occurring proteins, random peptides, or “biased” ran-
dom peptides. By “randomized” or grammatical equivalents
herein is meant that each nucleic acid and peptide consists
of essentially random nucleotides and amino acids, respec-
tively. Since generally these random peptides (or nucleic
acids, discussed below) are chemically synthesized, they
may incorporate a nucleotide or amino acid at any position.
The synthetic process can be designed to generate random-
ized proteins or nucleic acids, to allow the formation of all
or most of the possible combinations over the length of the
sequence, thus forming a library of randomized candidate
bioactive proteinaceous agents.

[0208] 1Inoneembodiment, the library is fully randomized,
with no sequence preferences or constants at any position. In
a preferred embodiment, the library is biased. That is, some
positions within the sequence are either held constant, or are
selected from a limited number of possibilities. For example,
in a preferred embodiment, the nucleotides or amino acid
residues are randomized within a defined class, e.g., of
hydrophobic amino acids, hydrophilic residues, sterically
biased (either small or large) residues, towards the creation
of nucleic acid binding domains, the creation of cysteines,
for cross-linking, prolines for SH-3 domains, serines, thre-
onines, tyrosines, or histidines for phosphorylation sites,
ete., or to purines, etc.

[0209] Modulators of cancer can also be nucleic acids, as
defined above.

[0210] As described above generally for proteins, nucleic
acid modulating agents may be naturally occurring nucleic
acids, random nucleic acids, or “biased” random nucleic
acids. For example, digests of prokaryotic or eukaryotic
genomes may be used as is outlined above for proteins.

[0211] In a preferred embodiment, the candidate com-
pounds are organic chemical moieties, a wide variety of
which are available in the literature.

[0212] After the candidate agent has been added and the
cells allowed to incubate for some period of time, the sample
containing a target sequence to be analyzed is added to the
biochip. If required, the target sequence is prepared using
known techniques. For example, the sample may be treated
to lyse the cells, using known lysis buffers, electroporation,
etc., with purification and/or amplification such as PCR
performed as appropriate. For example, an in vitro transcrip-
tion with labels covalently attached to the nucleotides is
performed. Generally, the nucleic acids are labeled with
biotin-FITC or PE, or with cy3 or cy5.
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[0213] In a preferred embodiment, the target sequence is
labeled with, e.g., a fluorescent, a chemiluminescent, a
chemical, or a radioactive signal, to provide a means of
detecting the target sequence’s specific binding to a probe.
The label also can be an enzyme, such as, alkaline phos-
phatase or horseradish peroxidase, which when provided
with an appropriate substrate produces a product that can be
detected. Alternatively, the label can be a labeled compound
or small molecule, such as an enzyme inhibitor, that binds
but is not catalyzed or altered by the enzyme. The label also
can be a moiety or compound, such as, an epitope tag or
biotin which specifically binds to streptavidin. For the
example of biotin, the streptavidin is labeled as described
above, thereby, providing a detectable signal for the bound
target sequence. Unbound labeled streptavidin is typically
removed prior to analysis.

[0214] These assays can be direct hybridization assays or
can comprise “sandwich assays”, which include the use of
multiple probes, as is generally outlined in U.S. Pat. Nos.
5,681,702, 5,597,909, 5,545,730, 5,594,117, 5,591,584,
5,571,670, 5,580,731, 5,571,670, 5,591,584, 5,624,802,
5,635,352, 5,594,118, 5,359,100, 5,124,246, and 5,681,697,
all of which are hereby incorporated by reference. In this
embodiment, in general, the target nucleic acid is prepared
as outlined above, and then added to the biochip comprising
a plurality of nucleic acid probes, under conditions that
allow the formation of a hybridization complex.

[0215] A variety of hybridization conditions may be used
in the present invention, including high, moderate, and low
stringency conditions as outlined above. The assays are
generally run under stringency conditions which allows
formation of the label probe hybridization complex only in
the presence of target. Stringency can be controlled by
altering a step parameter that is a thermodynamic variable,
including, but not limited to, temperature, formamide con-
centration, salt concentration, chaotropic salt concentration,
pH, organic solvent concentration, etc.

[0216] These parameters may also be used to control
non-specific binding, as is generally outlined in U.S. Pat.
No. 5,681,697. Thus it may be desirable to perform certain
steps at higher stringency conditions to reduce non-specific
binding.

[0217] The reactions outlined herein may be accomplished
in a variety of ways. Components of the reaction may be
added simultaneously, or sequentially, in different orders,
with preferred embodiments outlined below. In addition, the
reaction may include a variety of other reagents. These
include salts, buffers, neutral proteins, €.g., albumin, deter-
gents, etc. which may be used to facilitate optimal hybrid-
ization and detection, and/or reduce non-specific or back-
ground interactions. Reagents that otherwise improve the
efficiency of the assay, such as protease inhibitors, nuclease
inhibitors, anti-microbial agents, etc., may also be used as
appropriate, depending on the sample preparation methods
and purity of the target.

[0218] The assay data are analyzed to determine the
expression levels, and changes in expression levels as
between states of individual genes, forming a gene expres-
sion profile.

[0219] Screens are performed to identify modulators of the
cancer phenotype. In one embodiment, screening is per-
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formed to identify modulators that can induce or suppress a
particular expression profile, thus preferably generating the
associated phenotype. In another embodiment, e.g., for
diagnostic applications, having identified differentially
expressed genes important in a particular state, screens can
be performed to identify modulators that alter expression of
individual genes. In an another embodiment, screening is
performed to identify modulators that alter a biological
function of the expression product of a differentially
expressed gene. Again, having identified the importance of
a gene in a particular state, screens are performed to identify
agents that bind and/or modulate the biological activity of
the gene product.

[0220] In addition, screens can be done for genes that are
induced in response to a candidate agent or treatment
process. After identifying a modulator based upon its ability
to suppress a cancer expression pattern leading to a normal
expression pattern (or its converse), or to modulate a single
cancer gene expression profile so as to mimic the expression
of the gene from normal tissue, a screen as described above
can be performed to identify genes that are specifically
modulated in response to the agent. Comparing expression
profiles between normal tissue and agent treated cancer
tissue reveals genes that are not expressed in normal tissue
or cancer tissue, but are expressed in agent treated tissue.
These agent-specific sequences can be identified and used by
methods described herein for cancer genes or proteins. In
particular, these sequences and the proteins they encode find
use in marking or identifying agent treated cells. In addition,
antibodies can be raised against the agent induced proteins
and used to target novel therapeutics, e.g., toxin loaded
liposomes, to the treated cancer tissue sample.

[0221] Thus, in one embodiment, a test compound is
administered to a population of cancer cells that have an
associated cancer expression profile. By “administration” or
“contacting” herein is meant that the candidate agent is
added to the cells in such a manner as to allow the agent to
act upon the cell, whether by uptake and intracellular action,
or by action at the cell surface. In some embodiments,
nucleic acid encoding a proteinaceous candidate agent (e.g.,
a peptide) may be put into a viral construct such as an
adenoviral or retroviral construct, and added to the cell, such
that expression of the peptide agent is accomplished, e.g.,
PCT US97/01019. Regulatable gene therapy systems can
also be used.

[0222] Once a test compound has been administered to the
cells, the cells can be washed if desired and are allowed to
incubate under preferably physiological conditions for some
period of time. The cells are then harvested and a new gene
expression profile is generated, as outlined herein.

[0223] Thus, e.g., cancer or non-malignant tissue may be
screened for agents that modulate, e.g., induce or suppress a
cancer phenotype. A change in at least one gene, preferably
many, of the expression profile indicates that the agent has
an effect on cancer activity. By defining such a signature for
the cancer phenotype, screens for new drugs that alter the
phenotype can be devised. With this approach, the drug
target need not be known and need not be represented in the
original expression screening platform, nor does the level of
transcript for the target protein need to change.

[0224] In a preferred embodiment, as outlined above,
screens may be done on individual genes and gene products
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(proteins). That is, having identified a particular differen-
tially expressed gene as important in a particular state,
screening of modulators of either the expression of the gene
or the gene product itself can be done. The gene products of
differentially expressed genes are sometimes referred to
herein as “cancer proteins” or a “cancer modulatory pro-
tein”. The cancer modulatory protein may be a fragment, or
alternatively, be the full length protein to the fragment
encoded by the nucleic acids of Table 2 or SEQ ID NOs:1-
58. Preferably, the cancer modulatory protein is a fragment.
In a preferred embodiment, the cancer amino acid sequence
which is used to determine sequence identity or similarity is
encoded by a nucleic acid of the Table 2 or SEQ ID
NOs:1-58. In another embodiment, the sequences are natu-
rally occurring allelic variants of a protein encoded by a
nucleic acid of the Table 2 or SEQ ID NOs:1-58. In another
embodiment, the sequences are sequence variants as further
described herein.

[0225] Preferably, the cancer modulatory protein is a frag-
ment of about 14-24 amino acids long. More preferably the
fragment is a soluble fragment. Preferably, the fragment
includes a non-transmembrane region. In a preferred
embodiment, the fragment has an N-terminal Cys to aid in
solubility. In one embodiment, the C-terminus of the frag-
ment is kept as a free acid and the N-terminus is a free amine
to aid in coupling, e.g., to cysteine.

[0226] In one embodiment the cancer proteins are conju-
gated to an immunogenic agent as discussed herein. In one
embodiment the cancer protein is conjugated to BSA.

[0227] Measurements of cancer polypeptide activity, or of
cancer or the cancer phenotype can be performed using a
variety of assays. For example, the effects of the test
compounds upon the function of the cancer polypeptides can
be measured by examining parameters described above. A
suitable physiological change that affects activity can be
used to assess the influence of a test compound on the
polypeptides of this invention. When the functional conse-
quences are determined using intact cells or animals, one can
also measure a variety of effects such as, in the case of
cancer associated with tumors, tumor growth, tumor
metastasis, neovascularization, hormone release, transcrip-
tional changes to both known and uncharacterized genetic
markers (e.g., northern blots), changes in cell metabolism
such as cell growth or pH changes, and changes in intrac-
ellular second messengers such as ¢cGMP. In the assays of
the invention, mammalian cancer polypeptide is typically
used, e.g., mouse, preferably human.

[0228] Assays to identify compounds with modulating
activity can be performed in vitro. For example, a cancer
polypeptide is first contacted with a potential modulator and
incubated for a suitable amount of time, e.g., from 0.5-48
hours. In one embodiment, the cancer polypeptide levels are
determined in vitro by measuring the level of protein or
mRNA. The level of protein is typically measured using
immunoassays such as western blotting, ELISA, and the like
with an antibody that selectively binds to the cancer
polypeptide or a fragment thereof. For measurement of
mRNA, amplification, ¢.g., using PCR, LCR, or hybridiza-
tion assays, e.g., northern hybridization, RNAse protection,
dot blotting, are preferred. The level of protein or mRNA is
typically detected using directly or indirectly labeled detec-
tion agents, e.g., fluorescently or radioactively labeled
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nucleic acids, radioactively or enzymatically labeled anti-
bodies, and the like, as described herein.

[0229] Alternatively, a reporter gene system can be
devised using a cancer protein promoter operably linked to
a reporter gene such as luciferase, green fluorescent protein,
CAT, or p-gal. The reporter construct is typically transfected
into a cell. After treatment with a potential modulator, the
amount of reporter gene transcription, translation, or activity
is measured according to standard techniques.

[0230] In a preferred embodiment, as outlined above,
screens may be done on individual genes and gene products
(proteins). That is, having identified a particular differen-
tially expressed gene as important in a particular state,
screening of modulators of the expression of the gene or the
gene product itself can be done. The gene products of
differentially expressed genes are sometimes referred to
herein as “cancer proteins.” The cancer protein may be a
fragment, or alternatively, the full length protein to a frag-
ment shown herein.

[0231] In one embodiment, screening for modulators of
expression of specific genes is performed. Typically, the
expression of only one or a few genes are evaluated. In
another embodiment, screens are designed to first find
compounds that bind to differentially expressed proteins.
These compounds are then evaluated for the ability to
modulate differentially expressed activity. Moreover, once
initial candidate compounds are identified, variants can be
further screened to better evaluate structure activity rela-
tionships.

[0232] In a preferred embodiment, binding assays are
done. In general, purified or isolated gene product is used,
that is, the gene products of one or more differentially
expressed nucleic acids are made. For example, antibodies
are generated to the protein gene products, and standard
immunoassays are run to determine the amount of protein
present. Alternatively, cells comprising the cancer proteins
can be used in the assays.

[0233] Thus, in a preferred embodiment, the methods
comprise combining a cancer protein and a candidate com-
pound, and determining the binding of the compound to the
cancer protein. Preferred embodiments utilize the human
cancer protein, although other mammalian proteins may also
be used, e.g., for the development of animal models of
human disease. In some embodiments, as outlined herein,
variant or derivative cancer proteins may be used.

[0234] Generally, in a preferred embodiment of the meth-
ods herein, the cancer protein or the candidate agent is
non-diffusably bound to an insoluble support, preferably
having isolated sample receiving areas (e.g., a microtiter
plate, an array, etc.). The insoluble supports may be made of
a composition to which the compositions can be bound, is
readily separated from soluble material, and is otherwise
compatible with the overall method of screening. The sur-
face of such supports may be solid or porous and of a
convenient shape. Examples of suitable insoluble supports
include microtiter plates, arrays, membranes, and beads.
These are typically made of glass, plastic (¢.g., polystyrene),
polysaccharides, nylon or nitrocellulose, teflon™, etc.
Microtiter plates and arrays are especially convenient
because a large number of assays can be carried out simul-
taneously, using small amounts of reagents and samples. The
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particular manner of binding of the composition is typically
not crucial so long as it is compatible with the reagents and
overall methods of the invention, maintains the activity of
the composition, and is nondiffusable. Preferred methods of
binding include the use of antibodies (which do not steri-
cally block either the ligand binding site or activation
sequence when the protein is bound to the support), direct
binding to “sticky” or ionic supports, chemical crosslinking,
the synthesis of the protein or agent on the surface, etc.
Following binding of the protein or agent, excess unbound
material is removed by washing. The sample receiving areas
may then be blocked through incubation with bovine serum
albumin (BSA), casein, or other innocuous protein or other
moiety.

[0235] In a preferred embodiment, the cancer protein is
bound to the support, and a test compound is added to the
assay. Alternatively, the candidate agent is bound to the
support and the cancer protein is added. Novel binding
agents include specific antibodies, non-natural binding
agents identified in screens of chemical libraries, peptide
analogs, etc. Of particular interest are screening assays for
agents that have a low toxicity for human cells. A wide
variety of assays may be used for this purpose, including
labeled in vitro protein-protein binding assays, electro-
phoretic mobility shift assays, immunoassays for protein
binding, functional assays (phosphorylation assays, etc.),
and the like.

[0236] The determination of the binding of the test modu-
lating compound to the cancer protein may be done in a
number of ways. In a preferred embodiment, the compound
is labeled, and binding determined directly, e.g., by attaching
all or a portion of the cancer protein to a solid support,
adding a labeled candidate agent (e.g., a fluorescent label),
washing off excess reagent, and determining whether the
label is present on the solid support. Various blocking and
washing steps may be utilized as appropriate.

[0237] Insome embodiments, only one of the components
is labeled, e.g., the proteins (or proteinaccous candidate
compounds) can be labeled. Alternatively, more than one
component can be labeled with different labels, e.g., 1251 for
the proteins and a fluorophor for the compound. Proximity
reagents, €.g., quenching or energy transfer reagents are also
useful.

[0238] In one embodiment, the binding of the test com-
pound is determined by competitive binding assay. The
competitor may be a binding moiety known to bind to the
target molecule (e.g., a cancer protein), such as an antibody,
peptide, binding partner, ligand, etc. Under certain circum-
stances, there may be competitive binding between the
compound and the binding moiety, with the binding moiety
displacing the compound. In one embodiment, the test
compound is labeled. Either the compound, or the competi-
tor, or both, is added first to the protein for a time sufficient
to allow binding, if present. Incubations may be performed
at a temperature which facilitates optimal activity, typically
between about 4-40° C. Incubation periods are typically
optimized, ¢.g., to facilitate rapid high throughput screening.
Typically between 0.1-1 hour will be sufficient. Excess
reagent is generally removed or washed away. The second
component is then added, and the presence or absence of the
labeled component is followed, to indicate binding.

[0239] In apreferred embodiment, the competitor is added
first, followed by a test compound. Displacement of the
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competitor is an indication that the test compound is binding
to the cancer protein and thus is capable of binding to, and
potentially modulating, the activity of the cancer protein. In
this embodiment, either component can be labeled. Thus,
¢.g., if the competitor is labeled, the presence of label in the
wash solution indicates displacement by the agent. Alterna-
tively, if the test compound is labeled, the presence of the
label on the support indicates displacement.

[0240] In an alternative embodiment, the test compound is
added first, with incubation and washing, followed by the
competitor. The absence of binding by the competitor may
indicate that the test compound is bound to the cancer
protein with a higher affinity. Thus, if the test compound is
labeled, the presence of the label on the support, coupled
with a lack of competitor binding, may indicate that the test
compound is capable of binding to the cancer protein.

[0241] In a preferred embodiment, the methods comprise
differential screening to identity agents that are capable of
modulating the activity of the cancer proteins. In one
embodiment, the methods comprise combining a cancer
protein and a competitor in a first sample. A second sample
comprises a test compound, a cancer protein, and a com-
petitor. The binding of the competitor is determined for both
samples, and a change, or difference in binding between the
two samples indicates the presence of an agent capable of
binding to the cancer protein and potentially modulating its
activity. That is, if the binding of the competitor is different
in the second sample relative to the first sample, the agent is
capable of binding to the cancer protein.

[0242] Alternatively, differential screening is used to iden-
tify drug candidates that bind to the native cancer protein,
but cannot bind to modified cancer proteins. The structure of
the cancer protein may be modeled, and used in rational drug
design to synthesize agents that interact with that site. Drug
candidates that affect the activity of a cancer protein are also
identified by screening drugs for the ability to either enhance
or reduce the activity of the protein.

[0243] Positive controls and negative controls may be
used in the assays. Preferably control and test samples are
performed in at least triplicate to obtain statistically signifi-
cant results. Incubation of all samples is for a time sufficient
for the binding of the agent to the protein. Following
incubation, samples are washed free of non-specifically
bound material and the amount of bound, generally labeled
agent determined. For example, where a radiolabel is
employed, the samples may be counted in a scintillation
counter to determine the amount of bound compound.

[0244] A variety of other reagents may be included in the
screening assays. These include reagents like salts, neutral
proteins, e.g., albumin, detergents, etc., which may be used
to facilitate optimal protein-protein binding and/or reduce
non-specific or background interactions. Also reagents that
otherwise improve the efficiency of the assay, such as
protease inhibitors, nuclease inhibitors, anti-microbial
agents, etc., may be used. The mixture of components may
be added in an order that provides for the requisite binding.

[0245] In a preferred embodiment, the invention provides
methods for screening for a compound capable of modulat-
ing the activity of a cancer protein. The methods comprise
adding a test compound, as defined above, to a cell com-
prising cancer proteins. Preferred cell types include almost
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any cell. The cells contain a recombinant nucleic acid that
encodes a cancer protein. In a preferred embodiment, a
library of candidate agents are tested on a plurality of cells.

[0246] In one aspect, the assays are evaluated in the
presence or absence or previous or subsequent exposure of
physiological signals, e.g., hormones, antibodies, peptides,
antigens, cytokines, growth factors, action potentials, phar-
macological agents including chemotherapeutics, radiation,
carcinogenics, or other cells (e.g., cell-cell contacts). In
another example, the determinations are determined at dif-
ferent stages of the cell cycle process.

[0247] In this way, compounds that modulate cancer
agents are identified. Compounds with pharmacological
activity are able to enhance or interfere with the activity of
the cancer protein. Once identified, similar structures are
evaluated to identify critical structural feature of the com-
pound.

[0248] In one embodiment, a method of inhibiting cancer
cell division is provided. The method comprises adminis-
tration of a cancer inhibitor. In another embodiment, a
method of inhibiting cancer is provided. The method may
comprise administration of a cancer inhibitor. In a further
embodiment, methods of treating cells or individuals with
cancer are provided, e.g., comprising administration of a
cancer inhibitor.

[0249] In one embodiment, a cancer inhibitor is an anti-
body as discussed above. In another embodiment, the cancer
inhibitor is an antisense molecule.

[0250] A wvariety of cell growth, proliferation, viability,
and metastasis assays are available, as described below.

[0251]

sion

[0252] Normal cells require a solid substrate to attach and
grow. When the cells are transformed, they lose this phe-
notype and grow detached from the substrate. For example,
transformed cells can grow in stirred suspension culture or
suspended in semi-solid media, such as semi-solid or soft
agar. The transformed cells, when transfected with tumor
suppressor genes, regenerate normal phenotype and require
a solid substrate to attach and grow. Soft agar growth or
colony formation in suspension assays can be used to
identify modulators of cancer sequences, which when
expressed in host cells, inhibit abnormal cellular prolifera-
tion and transformation. A therapeutic compound would
reduce or climinate the host cells’ ability to grow in stirred
suspension culture or suspended in semi-solid media, such
as semi-solid or soft.

[0253] Techniques for soft agar growth or colony forma-
tion in suspension assays are described, e.g., in Freshney
(1998) Culture of Animal Cells: A Manual of Basic Tech-
nigue (3d ed.) Wiley-Liss; Freshney (2000) Culture of
Animal Cells: A Manual of Basic Technique (4th ed.) Wiley-
Liss; and Garkavtsev, et al. (1996) Nature Genet. 14:415-20.
Contact inhibition and density limitation of growth Normal
cells typically grow in a flat and organized pattern in a petri
dish until they touch other cells. When the cells touch one
another, they are contact inhibited and stop growing. When
cells are transformed, however, the cells are not contact
inhibited and continue to grow to high densities in disorga-
nized foci. Thus, the transformed cells grow to a higher

Soft Agar Growth or Colony Formation in Suspen-
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saturation density than normal cells. This can be detected
morphologically by the formation of a disoriented mono-
layer of cells or rounded cells in foci within the regular
pattern of normal surrounding cells. Alternatively, labeling
index with (*H)-thymidine at saturation density can be used
to measure density limitation of growth. See Freshney
(2000), supra. The transformed cells, when transfected with
mumor suppressor genes, regenerate a normal phenotype and
become contact inhibited and would grow to a lower density.

[0254] In this assay, labeling index with (*H)-thymidine at
saturation density is a preferred method of measuring den-
sity limitation of growth. Transformed host cells are trans-
fected with a cancer-associated sequence and are grown for
24 hours at saturation density in non-limiting medium
conditions. The percentage of cells labeling with (*H)-
thymidine is determined autoradiographically. See, Fresh-
ney (1998), supra.

[0255]

[0256] Transformed cells typically have a lower serum
dependence than their normal counterparts (see, e.g., Temin
(1966) J. Natl. Cancer Insti. 37:167-175; Eagle, et al.(1970)
J. Exp. Med. 131:836-879); Freshney, supra. This is in part
due to release of various growth factors by the transformed
cells. Growth factor or serum dependence of transformed
host cells can be compared with that of control.

[0257] Tumor Specific Markers Levels

[0258] Tumor cells release an increased amount of certain
factors (hereinafter “tumor specific markers”) than their
normal counterparts. For example, plasminogen activator
(PA) is released from human glioma at a higher level than
from normal brain cells (sce, e.g., Gullino “Angiogenesis,
tumor vascularization, and potential interference with tumor
growth” pp. 178-184 in Mihich (ed. 1985) Biological
Responses in Cancer Plenum. Similarly, tumor angiogenesis
factor (TAF) is released at a higher level in tumor cells than
their normal counterparts. See, ¢.g., Folkman (1992) Sem.
Cancer Biol. 3:89-96.

Growth Factor or Serum Dependence

[0259] Various techniques which measure the release of
these factors are described in Freshney (1998), supra. Also,
see, Unkeless, et al. (1974) J. Biol. Chem. 249:4295-4305;
Strickland and Beers (1976) J. Biol. Chem. 251:5694-5702;
Whur, et al. (1980) Br. J. Cancer 42:305-312; Gullino
“Angiogenesis, tumor vascularization, and potential inter-
ference with tumor growth” pp. 178-184 in Mihich (ed.
1985) Biological Responses in Cancer Plenum, Freshney
(1985) Anticancer Res. 5:111-130.

[0260] Invasiveness into Matrigel

[0261] The degree of invasiveness into Matrigel or some
other extracellular matrix constituent can be used as an assay
to identify compounds that modulate cancer-associated
sequences. Tumor cells exhibit a good correlation between
malignancy and invasiveness of cells into Matrigel or some
other extracellular matrix constituent. In this assay, tumori-
genic cells are typically used as host cells. Expression of a
tumor suppressor gene in these host cells would decrease
invasiveness of the host cells.

[0262] Techniques described in Freshney (1994), supra,
can be used. Briefly, the level of invasion of host cells can
be measured by using filters coated with Matrigel or some
other extracellular matrix constituent. Penetration into the
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gel, or through to the distal side of the filter, is rated as
invasiveness, and rated histologically by number of cells and
distance moved, or by prelabeling the cells with *2°I and
counting the radioactivity on the distal side of the filter or
bottom of the dish. See, e.g., Freshney (1984), supra.

[0263]

[0264] Effects of cancer-associated sequences on cell
growth can be tested in transgenic or immune-suppressed
mice. Knock-out transgenic mice can be made, in which the
cancer gene is disrupted or in which a cancer gene is
inserted. Knock-out transgenic mice can be made by inser-
tion of a marker gene or other heterologous gene into the
endogenous cancer gene site in the mouse genome via
homologous recombination. Such mice can also be made by
substituting the endogenous cancer gene with a mutated
version of the cancer gene, or by mutating the endogenous
cancer gene, e.g., by exposure to carcinogens.

[0265] A DNA construct is introduced into the nuclei of
embryonic stem cells. Cells containing the newly engineered
genetic lesion are injected into a host mouse embryo, which
is re-implanted into a recipient female. Some of these
embryos develop into chimeric mice that possess germ cells
partially derived from the mutant cell line. Therefore, by
breeding the chimeric mice it is possible to obtain a new line
of mice containing the introduced genetic lesion (see, ¢.g.,
Capecchi, et al. (1989) Science 244:1288-1292). Chimeric
targeted mice can be derived according to Hogan, et al.
(1988) Manipulating the Mouse Embryo: A Laboratory
Manual CSH Press; and Robertson (ed. 1987) Teratocarci-
nomas and Embryonic Stem Cells: A Practical Approach
IRL Press, Washington, D.C.

[0266] Alternatively, various immune-suppressed or
immune-deficient host animals can be used. For example,
genetically athymic “nude” mouse (see, e.g., Giovanella, et
al. (1974)J. Natl. Cancer Inst. 52:921-930), a SCID mouse,
a thymectomized mouse, or an irradiated mouse (see, ¢.g.,
Bradley, et al. (1978) Br. J. Cancer 38:263-272; Selby, et al.
(1980) Br. J. Cancer 41:52-61) can be used as a host.
Transplantable tumor cells (typically about 10° cells)
injected into isogenic hosts will produce invasive tumors in
a high proportions of cases, while normal cells of similar
origin will not. In hosts which developed invasive tumors,
cells expressing a cancer-associated sequences are injected
subcutaneously. After a suitable length of time, preferably
about 4-8 weeks, tumor growth is measured (e.g., by volume
or by its two largest dimensions) and compared to the
control. Tumors that have statistically significant reduction
(using, e.g., Student’s T test) are said to have inhibited
growth.

Tumor Growth In Vivo

[0267] Polynucleotide Modulators of Cancer
[0268] Antisense and RNAi Polynucleotides
[0269] In certain embodiments, the activity of a cancer-

associated protein is down-regulated, or entirely inhibited,
by the use of an inhibitory or antisense polynucleotide, ¢.g.,
a nucleic acid complementary to, and which can preferably
hybridize specifically to, a coding mRNA nucleic acid
sequence, €.g., a cancer protein mRNA, or a subsequence
thereof. Binding of the antisense polynucleotide to the
mRNA reduces the translation and/or stability of the mRNA.

[0270] In the context of this invention, antisense poly-
nucleotides can comprise naturally-occurring nucleotides, or
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synthetic species formed from naturally-occurring subunits
or their close homologs. Antisense polynucleotides may also
have altered sugar moieties or inter-sugar linkages. Exem-
plary among these are the phosphorothioate and other sulfur
containing species. Analogs are comprehended by this
invention so long as they function effectively to hybridize
with the cancer protein mRNA. See, e.g., Isis Pharmaceu-
ticals, Carlsbad, Calif.; Sequitor, Inc., Natick, Mass.

[0271] Such antisense polynucleotides can readily be syn-
thesized using recombinant means, or can be synthesized in
vitro. Equipment for such synthesis is sold by several
vendors, including Applied Biosystems. The preparation of
other oligonucleotides such as. phosphorothioates and alky-
lated derivatives is also well known.

[0272] Antisense molecules as used herein include anti-
sense or sense oligonucleotides. Sense oligonucleotides can,
e.g., be employed to block transcription by binding to the
anti-sense strand. The antisense and sense oligonucleotide
comprise a single-stranded nucleic acid sequence (either
RNA or DNA) capable of binding to target mRNA (sense)
or DNA (antisense) sequences for cancer molecules. A
preferred antisense molecule is for a cancer sequence in the
Table 2 or the attached listing of SEQ ID NOs:1-116, or for
a ligand or activator thereof. Antisense or sense oligonucle-
otides, according to the present invention, comprise a frag-
ment generally at least about 14 nucleotides, preferably from
about 14-30 nucleotides. The ability to derive an antisense or
a sense oligonucleotide, based upon a cDNA sequence
encoding a given protein is described in, e.g., Stein and
Cohen (1988) Cancer Res. 48:2659-2668; and van der Krol,
et al. (1988) BioTechniques 6:958-976.

[0273] RNAinterference is a mechanism to suppress gene
expression in a sequence specific manner. See, e.g.,
Brumelkamp, et al. (2002) Sciencexpress (Mar. 21, 2002);
Sharp (1999) Genes Dev. 13:139-141; and Cathew (2001)
Curr. Op. Cell Biol. 13:244-248. In mammalian cells, short,
e.g., 21 nt, double stranded small interfering RNAs (siRNA)
have been shown to be effective at inducing an RNAI
response. See, e.g., Elbashir, et al. (2001) Nature 411:494-
498. The mechanism may be used to downregulate expres-
sion levels of identified genes, e.g., treatment of or valida-
tion of relevance to disease.

[0274]

[0275] In addition to antisense polynucleotides, ribozymes
can be used to target and inhibit transcription of cancer-
associated nucleotide sequences. A ribozyme is an RNA
molecule that catalytically cleaves other RNA molecules.
Different kinds of ribozymes have been described, including
group I ribozymes, hammerhead ribozymes, hairpin
ribozymes, RNase P, and axhead ribozymes (see, ¢.g.,
Castanotto, et al. (1994) Adv. in Pharmacology 25: 289-317
for a general review of the properties of different
ribozymes).

[0276] The general features of hairpin ribozymes are
described, e.g., in Hampel, et al. (1990) Nucl. Acids Res.
18:299-304; European Patent Publication No. 0 360 257,
U.S. Pat. No. 5,254,678. Methods of preparation are
described in, e.g., WO 94/26877; Ojwang, et al. (1993) Proc.
Nutl. Acad. Sci. USA 90:6340-6344; Yamada, et al. (1994)
Human Gene Therapy 1:39-45; Leavitt, et al.(1995) Proc.
Natl. Acad. Sci. USA 92:699-703; Leavitt, et al. (1994)

Ribozymes
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Human Gene Therapy 5:1151-120; and Yamada, et al.
(1994) Virology 205: 121-126.

[0277] Polynucleotide modulators of cancer may be intro-
duced into a cell containing the target nucleotide sequence
by formation of a conjugate with a ligand binding molecule,
as described in WO 91/04753. Suitable ligand binding
molecules include, but are not limited to, cell surface
receptors, growth factors, other cytokines, or other ligands
that bind to cell surface receptors. Preferably, conjugation of
the ligand binding molecule does not substantially interfere
with the ability of the ligand binding molecule to bind to its
corresponding molecule or receptor, or block entry of the
sense or antisense oligonucleotide or its conjugated version
into the cell. Alternatively, a polynucleotide modulator of
cancer may be introduced into a cell containing the target
nucleic acid sequence, e.g., by formation of an polynucle-
otide-lipid complex, as described in WO 90/10448. 1t is
understood that the use of antisense molecules or knock out
and knock in models may also be used in screening assays
as discussed above, in addition to methods of treatment.

[0278] Thus, in one embodiment, methods of modulating
cancer in cells or organisms are provided. In one embodi-
ment, the methods comprise administering to a cell an
anti-cancer antibody that reduces or eliminates the biologi-
cal activity of an endogenous cancer protein. Alternatively,
the methods comprise administering to a cell or organism a
recombinant nucleic acid encoding a cancer protein. This
may be accomplished in any number of ways. In a preferred
embodiment, e.g., when the cancer sequence is down-
regulated in cancer, such state may be reversed by increasing
the amount of cancer gene product in the cell. This can be
accomplished, e.g., by overexpressing the endogenous can-
cer gene or administering a gene encoding the cancer
sequence, using known gene-therapy techniques. In a pre-
ferred embodiment, the gene therapy techniques include the
incorporation of the exogenous gene using enhanced
homologous recombination (EHR), e.g., as described in
PCT/US93/0386. Alternatively, e.g., when the cancer
sequence is up-regulated in cancer, the activity of the
endogenous cancer gene is decreased, e.g., by the adminis-
tration of a cancer antisense or other inhibitor, e.g., RNAI.

[0279] In one embodiment, the cancer proteins of the
present invention may be used to generate polyclonal and
monoclonal antibodies to cancer proteins. Similarly, the
cancer proteins can be coupled, using standard technology,
to affinity chromatography columns. These columns may
then be used to purify cancer antibodies useful for produc-
tion, diagnostic, or therapeutic purposes. In a preferred
embodiment, the antibodies are generated to epitopes unique
to a cancer protein; that is, the antibodies show little or no
cross-reactivity to other proteins. The cancer antibodies may
be coupled to standard affinity chromatography columns and
used to purify cancer proteins. The antibodies may also be
used as blocking polypeptides, as outlined above, since they
will specifically bind to the cancer protein.

[0280] Methods of Identifying Variant Cancer-Associated
Sequences

[0281] Without being bound by theory, expression of
various cancer sequences is correlated with cancer. Accord-
ingly, disorders based on mutant or variant cancer genes may
be determined. In one embodiment, the invention provides
methods for identifying cells containing variant cancer



US 2004/0219579 Al

genes, €.g., determining all or part of the sequence of at least
one endogenous cancer gene in a cell. In a preferred embodi-
ment, the invention provides methods of identifying the
cancer genotype of an individual, e.g., determining all or
part of the sequence of at least one cancer gene of the
individual. This is generally done in at least one tissue of the
individual, and may include the evaluation of a number of
tissues or different samples of the same tissue. The method
may include comparing the sequence of the sequenced
cancer gene to a known cancer gene, ¢.g., a wild-type gene.

[0282] The sequence of all or part of the cancer gene can
then be compared to the sequence of a known cancer gene
to determine if any differences exist. This can be done using
known homology programs, such as Bestfit, etc. In a pre-
ferred embodiment, the presence of a difference in the
sequence between the cancer gene of the patient and the
known cancer gene correlates with a discase state or a
propensity for a disease state, as outlined herein.

[0283] In a preferred embodiment, the cancer genes are
used as probes to determine the number of copies of the
cancer gene in the genome.

[0284] In another preferred embodiment, the cancer genes
are used as probes to determine the chromosomal localiza-
tion of the cancer genes. Information such as chromosomal
localization finds use in providing a diagnosis or prognosis
in particular when chromosomal abnormalities such as trans-
locations, and the like are identified in the cancer gene locus.
Administration of pharmaceutical and vaccine compositions

[0285] In one embodiment, a therapeutically effective
dose of a cancer protein or modulator thereof, is adminis-
tered to a patient. By “therapeutically effective dose” herein
is meant a dose that produces effects for which it is admin-
istered. The exact dose will depend on the purpose of the
treatment, and will be ascertainable using known techniques.
See, e.g., Ansel, et al. (1999) Pharmaceutical Dosage Forms
and Drug Delivery Lippincott; Lieberman (1992) Pharma-
ceutical Dosage Forms (vols. 1-3) Dekker, ISBN
0824770846, 082476918X, 0824712692, 0824716981;
Lloyd (1999) The Art, Science and Technology of Pharma-
ceutical Compounding Amer. Pharmaceut. Assn.; and Pickar
(1998) Dosage Calculations Thomson. Adjustments for
cancer degradation, systemic versus localized delivery, and
rate of new protease synthesis, as well as the age, body
weight, general health, sex, diet, time of administration,
drug interaction, and the severity of the condition may be
necessary. U.S. patent application Ser. No. 09/687,576,
further discloses the use of compositions and methods of
diagnosis and treatment in cancer.

[0286] A “patient” for the purposes of the present inven-
tion includes both humans and other animals, particularly
mammals. Thus the methods are applicable to both human
therapy and veterinary applications. In the preferred
embodiment the patient is a mammal, preferably a primate,
and in the most preferred embodiment the patient is human.

[0287] The administration of the cancer proteins and
modulators thereof of the present invention can be done in
a variety of ways, including, but not limited to, orally,
subcutaneously, intravenously, intranasally, transdermally,
intraperitoneally, intramuscularly, intrapulmonary, vagi-
nally, rectally, or intraocularly. In some instances, €.g., in the
treatment of wounds and inflammation, the cancer proteins
and modulators may be directly applied as a solution or

spray.
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[0288] The pharmaceutical compositions of the present
invention comprise a cancer protein in a form suitable for
administration to a patient. In the preferred embodiment, the
pharmaceutical compositions are in a water soluble form,
such as being present as pharmaceutically acceptable salts,
which is meant to include both acid and base addition salts.
“Pharmaceutically acceptable acid addition salt” refers to
those salts that retain the biological effectiveness of the free
bases and that are not biologically or otherwise undesirable,
formed with inorganic acids such as hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid,
and the like, and organic acids such as acetic acid, propionic
acid, glycolic acid, pyruvic acid, oxalic acid, maleic acid,
malonic acid, succinic acid, fumaric acid, tartaric acid, citric
acid, benzoic acid, cinnamic acid, mandelic acid, methane-
sulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid,
salicylic acid, and the like. “Pharmaceutically acceptable
base addition salts” include those derived from inorganic
bases such as sodium, potassium, lithium, ammonium, cal-
cium, magnesium, iron, zinc, copper, manganese, aluminum
salts, and the like. Particularly preferred are the ammonium,
potassium, sodium, calcium, and magnesium salts. Salts
derived from pharmaceutically acceptable organic non-toxic
bases include salts of primary, secondary, and tertiary
amines, substituted amines including naturally occurring
substituted amines, cyclic amines and basic ion exchange
resins, such as isopropylamine, trimethylamine, diethy-
lamine, tricthylamine, tripropylamine, and ethanolamine.

[0289] The pharmaceutical compositions may also include
one or more of the following: carrier proteins such as serum
albumin; buffers; fillers such as microcrystalline cellulose,
lactose, corn and other starches; binding agents; sweeteners
and other flavoring agents; coloring agents; and polyethyl-
ene glycol.

[0290] The pharmaceutical compositions can be adminis-
tered in a variety of unit dosage forms depending upon the
method of administration. For example, unit dosage forms
suitable for oral administration include, but are not limited
to, powder, tablets, pills, capsules and lozenges. It is recog-
nized that cancer protein modulators (e.g., antibodies, anti-
sense constructs, ribozymes, small organic molecules, etc.)
when administered orally, should be protected from diges-
tion. This is typically accomplished either by complexing
the molecule(s) with a composition to render it resistant to
acidic and enzymatic hydrolysis, or by packaging the mol-
ecule(s) in an appropriately resistant carrier, such as a
liposome or a protection barrier. Means of protecting agents
from digestion are available.

[0291] The compositions for administration will com-
monly comprise a cancer protein modulator dissolved in a
pharmaceutically acceptable carrier, preferably an aqueous
carrier. A variety of aqueous carriers can be used, e.g.,
buffered saline and the like. These solutions are sterile and
generally free of undesirable matter. These compositions
may be sterilized by conventional, well known sterilization
techniques. The compositions may contain pharmaceutically
acceptable auxiliary substances as required to approximate
physiological conditions such as pH adjusting and buffering
agents, toxicity adjusting agents, and the like, e.g., sodium
acetate, sodium chloride, potassium chloride, calcium chlo-
ride, sodium lactate, and the like. The concentration of
active agent in these formulations can vary widely, and will
be selected primarily based on fluid volumes, viscosities,
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body weight, and the like in accordance with the particular
mode of administration selected and the patient’s needs
(e.g., (1980) Remington’s Pharmaceutical Science (18th
ed.) Mack, and Hardman and Limbird (eds. 2001) Goodman
and Gilman: The Pharmacological Basis of Therapeutics
(10th ed.) McGraw-Hill.

[0292] Thus, a typical pharmaceutical composition for
intravenous administration would be about 0.1 to 10 mg per
patient per day. Dosages from 0.1 up to about 100 mg per
patient per day may be used, particularly when the drug is
administered to a secluded site and not into the blood stream,
such as into a body cavity or into a lumen of an organ.
Substantially higher dosages are possible in topical admin-
istration. Actual methods for preparing parenterally admin-
istrable compositions will be known or apparent.

[0293] The compositions containing modulators of cancer
proteins can be administered for therapeutic or prophylactic
treatments. In therapeutic applications, compositions are
administered to a patient suffering from a disease (¢.g., a
cancer) in an amount sufficient to cure or at least partially
arrest the disease and its complications. An amount adequate
to accomplish this is defined as a “therapeutically effective
dose.” Amounts effective for this use will depend upon the
severity of the disease and the general state of the patient’s
health. Single or multiple administrations of the composi-
tions may be administered depending on the dosage and
frequency as required and tolerated by the patient. In any
event, the composition should provide a sufficient quantity
of the agents of this invention to effectively treat the patient.
An amount of modulator that is capable of preventing or
slowing the development of cancer in a mammal is referred
to as a “prophylactically effective dose.” The particular dose
required for a prophylactic treatment will depend upon the
medical condition and history of the mammal, the particular
cancer being prevented, as well as other factors such as age,
weight, gender, administration route, efficiency, etc. Such
prophylactic treatments may be used, e.g., in a mammal who
has previously had cancer to prevent a recurrence of the
cancer, or in a mammal who is suspected of having a
significant likelihood of developing cancer based, at least in
part, upon gene expression profiles. Vaccine strategies may
be used, in either a DNA vaccine form, or protein vaccine.

[0294] It will be appreciated that the present cancer pro-
tein-modulating compounds can be administered alone or in
combination with additional cancer modulating compounds
or with other therapeutic agent, e.g., other anti-cancer agents
or treatments.

[0295] In numerous embodiments, one or more nucleic
acids, e.g., polynucleotides comprising nucleic acid
sequences set forth in Table 2 or the attached listing of SEQ
ID NOs:1-58, such as RNAI, antisense polynucleotides or
ribozymes, will be introduced into cells, in vitro or in vivo.
The present invention provides methods, reagents, vectors,
and cells useful for expression of cancer-associated polypep-
tides and nucleic acids using in vitro (cell-free), ex vivo or
in vivo (cell or organism-based) recombinant expression
systems.

[0296] The particular procedure used to introduce the
nucleic acids into a host cell for expression of a protein or
nucleic acid is application specific. Many procedures for
introducing foreign nucleotide sequences into host cells may
be used. These include the use of calcium phosphate trans-
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fection, spheroplasts, electroporation, liposomes, microin-
jection, plasma vectors, viral vectors, and other well known
methods for introducing cloned genomic DNA, cDNA,
synthetic DNA, or other foreign genetic material into a host
cell (see, e.g., Berger and Kimmel (1987) Guide to Molecu-
lar Cloning Techniques from Methods in Enzymology (vol.
152) Academic Press; Ausubel, et al. (eds. 1999 and supple-
ments) Current Protocols Lippincott; and Sambrook, et al.
(2001) Molecular Cloning: A Laboratory Manual (3d ed.,
Vol. 1-3) CSH Press.

[0297] In a preferred embodiment, cancer proteins and
modulators are administered as therapeutic agents, and can
be formulated as outlined above. Similarly, cancer genes
(including both the fill-length sequence, partial sequences,
or regulatory sequences of the cancer coding regions) can be
administered in a gene therapy application. These cancer
genes can include inhibitory applications, €.g., as inhibitory
RNA, gene therapy (e.g., for incorporation into the genome),
or antisense compositions.

[0298] Cancer polypeptides and polynucleotides can also
be administered as vaccine compositions to stimulate HTL,
CTL, and antibody responses. Such vaccine compositions
can include, e.g., lipidated peptides (see, e.g., Vitiello, et al.
(1995) J. Clin. Invest. 95:341-349), peptide compositions
encapsulated in poly(DL-lactide-co-glycolide) (“PLG”)
microspheres (see, ¢.g., Eldridge, et al. (1991) Molec. Immu-
nol. 28:287-294,; Alonso, et al. (1994) Vaccine 12:299-306;
Jones, et al. (1995) Vaccine 13:675-681), peptide composi-
tions contained in immune stimulating complexes
(ISCOMS) (see, c.g., Takahashi, et al. (1990) Narure
344:873-875; Hu, et al. (1998) Clin Exp Immunol. 113:235-
243), multiple antigen peptide systems (MAPs) (see, e.g.,
Tam (1988) Proc. Natl. Acad. Sci. USA 85:5409-5413; Tam
(1996) J. Immunol. Methods 196:17-32), peptides formu-
lated as multivalent peptides; peptides for use in ballistic
delivery systems, typically crystallized peptides, viral deliv-
ery vectors (Perkus, et al., p. 379, in Kaufmann (ed. 1996)
Concepts in Vaccine Development de Gruyter; Chakrabarti,
et al. (1986) Nature 320:535-537; Hu, et al. (1986) Nature
320:537-540; Kieny, et al. (1986) Bio/Technology 4:790-
795; Top, et al. (1971) J. Infect. Dis. 124:148-154; Chanda,
et al. (1990) Virology 175:535-547), particles of viral or
synthetic origin (see, ¢.g., Kofler, et al. (1996) J. Immunol.
Methods 192:25-35; Eldridge, et al. (1993) Sem. Hematol.
30:16-24; Falo, et al. (1995) Nature Med. 1:649-653), adju-
vants (Warren, et al. (1986) Annu. Rev. Immunol. 4:369-388,;
Gupta, et al. (1993) Vaccine 11:293-300), liposomes (Reddy,
et al. (1992) J. Immunol. 148:1585-1589; Rock (1996)
Immunol. Today 17:131-137), or, naked or particle absorbed
cDNA (Ulmer, et al. (1993) Science 259:1745-1749; Rob-
inson, et al. (1993) Vaccine 11:957-960; Shiver, et al., p 423,
in Kaufmann (ed. 1996) Concepts in Vaccine Development
de Gruyter; Cease and Berzofsky (1994) Annu. Rev. Immu-
nol. 12:923-989; and Eldridge, et al. (1993) Sem. Hematol.
30:16-24). Toxin-targeted delivery technologies, also known
as receptor mediated targeting, such as those of Avant
Immunotherapeutics, Inc. (Needham, Mass.) may also be
used.

[0299] Vaccine compositions often include adjuvants.
Many adjuvants contain a substance designed to protect the
antigen from rapid catabolism, such as aluminum hydroxide
or mineral oil, and a stimulator of immune responses, such
as lipid A, Bortadella pertussis, or Mycobacterium tubercu-
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losis derived proteins. Certain adjuvants are commercially
available as, e.g., Freund’s Incomplete Adjuvant and Com-
plete Adjuvant (Difco Laboratories, Detroit, Mich.); Merck
Adjuvant 65 (Merck and Company, Inc., Rahway, N.I.);
AS-2 (SmithKline Beecham, Philadelphia, Pa.); aluminum
salts such as aluminum hydroxide gel (alum) or aluminum
phosphate; salts of calcium, iron, or zinc; an insoluble
suspension of acylated tyrosine; acylated sugars; cationi-
cally or anionically derivatized polysaccharides; polyphos-
phazenes; biodegradable microspheres; monophosphoryl
lipid A and quil A. Cytokines, such as GM-CSF, interleukin-
2,-7,-12, and other like growth factors, may also be used as
adjuvants.

[0300] Vaccines can be administered as nucleic acid com-
positions wherein DNA or RNA encoding one or more of the
polypeptides, or a fragment thereof, is administered to a
patient. This approach is described, for instance, in Wolff et.
al. (1990) Science 247:1465-1468, as well as U.S. Pat. Nos.
5,580,859; 5,589,466, 5,804,566, 5,739,118; 5,736,524
5,679,647, WO 98/04720, and in more detail below.
Examples of DNA-based delivery technologies include
“naked DNA”, facilitated (bupivicaine, polymers, peptide-
mediated) delivery, cationic lipid complexes, and particle-
mediated (“gene gun”) or pressure-mediated delivery (see,
e.g., U.S. Pat. No. 5,922,687).

[0301] For therapeutic or prophylactic immunization pur-
poses, the peptides of the invention can be expressed by viral
or bacterial vectors. Examples of expression vectors include
attenuated viral hosts, such as vaccinia or fowlpox. This
approach involves the use of vaccinia virus, e.g., as a vector
to express nucleotide sequences that encode cancer polypep-
tides or polypeptide fragments. Upon introduction into a
host, the recombinant vaccinia virus expresses the immu-
nogenic peptide, and thereby elicits an immune response.
Vaccinia vectors and methods useful in immunization pro-
tocols are described in, e.g., US. Pat. No. 4,722,848,
Another vector 1s BCG (Bacille Calmette Guerin). BCG
vectors are described in Stover, et al. (1991) Nature
351:456-460. A wide variety of other vectors are availablel
for therapeutic administration or immunization, €.g., adeno
and adeno-associated virus vectors, retroviral vectors, Sal-
monella typhi vectors, detoxified anthrax toxin vectors, and
the like. See, e.g., Shata, et al. (2000) Mol Med Today
6:66-71; Shedlock, et al. (2000)J. Leukoc. Biol. 68:793-806;
Hipp, et al. (2000) In Vivo 14:571-85.

[0302] Methods for the use of genes as DNA vaccines are
well known, and include placing a cancer gene or portion of
a cancer gene under the control of a regulatable promoter or
a tissue-specific promoter for expression in a cancer patient.
The cancer gene used for DNA vaccines can encode full-
length cancer proteins, but more preferably encodes portions
of the cancer proteins including peptides derived from the
cancer protein. In one embodiment, a patient is immunized
with a DNA vaccine comprising a plurality of nucleotide
sequences derived from a cancer gene. For example, cancer-
associated genes or sequence encoding subfragments of a
cancer protein are introduced into expression vectors and
tested for their immunogenicity in the context of Class I
MHC and an ability to generate cytotoxic T cell responses.
This procedure provides for production of cytotoxic T cell
responses against cells which present antigen, including
intracellular epitopes.
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[0303] In a preferred embodiment, DNA vaccines include
a gene encoding an adjuvant molecule with the DNA vac-
cine. Such adjuvant molecules include cytokines that
increase the immunogenic response to the cancer polypep-
tide encoded by the DNA vaccine. Additional or alternative
adjuvants are available.

[0304] In another preferred embodiment, cancer genes
find use in generating animal models of cancer. When the
cancer gene identified is repressed or diminished in cancer
tissue, gene therapy technology, e.g., wherein inhibitory or
antisense RNA directed to the cancer gene will also diminish
or repress expression of the gene. Animal models of cancer
find use in screening for modulators of a cancer-associated
sequence or modulators of cancer. Similarly, transgenic
animal technology, including gene knockout technology,
e.g., as a result of homologous recombination with an
appropriate gene targeting vector, will result in the absence
or increased expression of the cancer protein. When desired,
tissue-specific expression or knockout of the cancer protein
may be necessary.

[0305] It is also possible that the cancer protein is over-
expressed in cancer. As such, transgenic animals can be
generated that overexpress the cancer protein. Depending on
the desired expression level, promoters of various strengths
can be employed to express the transgene. Also, the number
of copies of the integrated transgene can be determined and
compared for a determination of the expression level of the
transgene. Animals generated by such methods will find use
as animal models of cancer and are additionally useful in
screening for modulators to treat cancer.

[0306] Kits for Use in Diagnostic and/or Prognostic Appli-
cations
[0307] For use in diagnostic, research, and therapeutic

applications suggested above, kits are also provided by the
invention. In diagnostic and research applications, such kits
may include at least one of the following: assay reagents,
buffers, cancer-specific nucleic acids or antibodies, hybrid-
ization probes and/or primers, antisense polynucleotides,
ribozymes, dominant negative cancer polypeptides or poly-
nucleotides, small molecule inhibitors of cancer-associated
sequences etc. A therapeutic product may include sterile
saline or another pharmaceutically acceptable emulsion and
suspension base.

[0308] In addition, the kits may include instructional
materials containing instructions (e.g., protocols) for the
practice of the methods of this invention. While the instruc-
tional materials typically comprise written or printed mate-
rials, they are not limited to such. A medium capable of
storing such instructions and communicating them to an end
user is contemplated by this invention. Such media include,
but are not limited to, electronic storage media (e.g., mag-
netic discs, tapes, cartridges, chips), optical media (e.g., CD
ROM), and the like. Such media may include addresses to
internet sites that provide such instructional materials.

[0309] The present invention also provides for Kits for
screening for modulators of cancer-associated sequences.
Such kits can be prepared from readily available materials
and reagents. For example, such kits can comprise one or
more of the following materials: a cancer-associated
polypeptide or polynucleotide, reaction tubes, and instruc-
tions for testing cancer-associated activity. Optionally, the
kit contains biologically active cancer protein. A wide vari-
ety of kits and components can be prepared according to the
present invention, depending upon the intended user of the
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kit and the particular needs of the user. Diagnosis would
typically involve evaluation of a plurality of genes or
products. The genes will typically be selected based on
correlations with important parameters in disease which may
be identified in historical or outcome data.

EXAMPLES

Example 1

Nov. 4, 2004

RNA was isolated and gene chip analysis was performed as
described (Glynne, et al. (2000) Nature 403:672-676; Zhao,

et al. (2000) Genes Dev. 14:981-993).
[0311] Table 1

[0312] Table 1 lists medical conditions, pathologies,
abnormalities, or organs affected by disease, referred to in

Gene Chip Analysis

Molecular profiles of various normal and cancer-
ous tissues were determined and analyzed using gene chips.

[0310]

Table 2, for which markers have been identified, and other
related medical conditions (including various stages and/or
metastases) in which those markers will also be useful, ¢.g.,
in therapeutic, diagnostic, prognostic, subsetting, vaccine,
and other uses.

hemangiomas, lymphangiomas, angiosarcoma, lymphangiosarcoma, Kaposi’s sarcoma, wound healing, tissue
remodeling, psoriasis, ischemic, heart disease, inflammatory diseases (e.g., arthritis, asthma, chronic bronchitis),
atherosclerosis, endometriosis, presumed ocular histoplasmosis syndrome, hypoxia, solid tumors, lymphomas,
lymphadenitis, lymphangitis, autoimmune diseases (e.g., RA, SLE, juvenile chronic arthritis, pigmented
villonodular synovitis, etc.), retinal neovascularization syndromes (e.g., diabetic retinopathy, macular degeneration,
presumed ocular histoplasmosis syndrome, etc.), scleritis/conjunctivitis, hypertrophic scars (keloid), birth control,

carcinoma in situ, papillary carcinomas, transitional cell carcinoma, squamous cell carcinoma
Ewing sarcoma, sarcomas arising from skeletal and extraskeletal connective tissues, including the peripheral

glioblastoma, oligodendroglioma, anablastic astrocytoma, meningioma, medulablastoma, neuroblastoma,
ependymoma, schwannoma, craniopharyngioma, pineoblastoma, pineocytoma, neurofibroma, neurofibrosarcoma,
malignant peripheral nerve sheath tumors, granular cell tumors, plexosarcoma, ganglioneuroblastoma,

precancerous colorectal disease (e.g., neoplastic polyps (adenomas), familial adenomatous polyposis, ulcerative
colitis), colon cancer, e.g., epithelial tumor (e.g., adenocarcinoma, mucinous adenocarcinoma, signet-ring cell
adenocarcinoma, squamous cell carcinoma, adenosquamous carcinoma, undifferentiated carcinoma, unclassified
carcinoma), carinoid tumor (e.g., argentaffin, nonargentaffin, composite), non-epithelial tumor (e.g., leimyo
sarcoma, others), inflammatory bowel disease (e.g., ulcerative colitis, Crohn’s disease (granulomatous colitis),
dysplasia), rectal cancer, cancer of the anal region (e.g., squamous cell carcinoma, transitional carcinoma,
adenocarcinoma, carcinoma, papillary villous carcinoma, mucinous adenocarcinoma, melanoma)

premalignant or predisposing conditions (e.g., esophagitis), squamous cell cancers (e.g., cancers of the head and
neck, lung, or cervix), gastrodigestive carcinomas (e.g., cancers of the stomach, colon, or rectum)

blood
vesscls/angiogenesis:

uterine fibroids
bladder:
bone:

nervous system (e.g. chondrosarcoma, osteosarcoma)
brain:

neuroepithelioma, neuroma, ganglioneuroma
breast: ductal carcinoma in situ, lobular carcinoma in situ
cervix: cancer of the cervix, vagina, or vulva
colon/rectum:
esophagus:
fibrosis:

head and neck:

kidney:

leukocytes:

liver:

lung:

ovary:

pancreas:

prostate:

lung fibrosis (idiopathic pulmonary fibrosis, hypersensitivity pneumonitis,interstitial pneumonitis, nonspecific
idiopathic pneumonitis), chronic obstructive pulmonary disease (e.g., emphysema, chronic bronchitis), asthma,
bronchiectasis, cirrhosis (liver fibrosis), renal fibrosis, scleroderma, wound healing

tumors of the nasal cavity, paranasal sinuses, nasopharynx, oral cavity, oral pharynx, lip, larynx, hypopharynx,
salivary glands, paragangliomas, esophagus

clear cell (nonpapillary) carcinoma, papillary carcinoma, chromophobe renal carcinoma, hypernephroma,
adenocarcinoma, sporadic renal carcinomas, hereditary renal carcinomas (von Hippel-Lindau disease), carcinoma
of the renal pelvis, ureteral carcinoma, fibroma, papillary adenoma, angiomyolipoma, oncocytoma

acute lymphoblastic leukemia/lymphoma, chronic lymphocytic leukemia, follicular lymphoma, large B-cell
lymphoma, Burkitt lymphoma, plasma cell neoplasms, mantle cell lymphoma, lymphoplasmacytic lymphoma,
peripheral T-cell lymphoma, adult T-cell leukemia/lymphoma, Hodgkin disease, acute myelogenous leukemia,
chronic myelogenous leukemia, thymic hyperplasia, hairy cell leukemia, malignant transformation, inappropriate
activation or abnormalities of leukocytes (e.g., immature, precursor B (pre-B) or precursor T (pre-T) lymphocytes,
monocytes, neutrophils, eosinophils, basophils, dendritic cells, lymphoblasts), arthritis, inflammation, leukocytosis,
lymphadenitis, lymphangitis, bacteremia, chronic nonspecific lymphadenitis, psoriasis, wound healing

hepatitis (e.g., types A, B, C), benign epithelial tumors and tumor bile conditions, primary malignant epithelial
tumors, primary malignant mesenchymal tumors, tumors of the gallbladder or bile duct

lung cancer, small cell lung carcinoma (oat cell carcinoma), non-small cell carcinomas (e.g., squamous cell
carcinoma, adenocarcinoma, large cell lung carcinoma, carcinoid, granulomatous), fibrosis (idiopathic pulmonary
fibrosis, hypersensitivity pneumonitis, interstitial pneumonitis, nonspecific idiopathic pneumonitis), chronic
obstructive pulmonary disease (¢.g., emphysema, chronic bronchitis), asthma, bronchiectasis, esophageal cancer
ovarian carcinoma (e.g., epithelial (serous tumors, mucinous tumors, endometricid tumors), germ cell (e.g.,
teratomas, choriocarcinomas, polyembryomas, embryomal carcinoma, endodermal sinus tumor, dysgerminoma,
gonadoblastoma), stromal carcinomas (e.g., granulosal stromal cell tumors)), fallopian tube carcinoma, peritoneal
carcinoma, leiomyoma

adenocarcinoma, ductal adenocarcinoma, mucinous cyst adenocarcinoma, acinar cell carcinoma, unclassified large
cell carcinoma, small cell carcinoma, pancreatoblastoma, duct-ectatic mucin-hypersecreting tumor, mucinous cyst
adenoma, papillary cystic neoplasm, serous cyst adenoma, diabetes melitis, chronic pancreatitis

epithelial neoplasms (e.g., adenocarcinoma, small cell tumors, transitional cell carcinoma, carcinoma in situ, and
basal cell carcinoma), carcinosarcoma, non-epithelial neoplasms (e.g., mesenchymal and lymphoma), germ cell
tumors, prostatic intraepithelial neoplasia (PIN), hormone independent prostate cancer, benign prostate hyperplasia,
prostatitis
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TABLE 1-continued

skin/melanoma:

soft tissue:

melanoma, lentigo (common benign localized hyperplasia of melanocytes), nevocellular nevi (congenital or
acquired neoplasm of melanocytes), actinic keratosis (overgrowth of outer layers of skin), basal cell carcinoma,
Merkel cell carcinoma, benign fibrous histiocytoma (dermal neoplasms of fibroblasts and histiocytes),
dermatofibrosarcoma protuberans (well differentiated fibrosarcoma of the skin), xanthomas (tumor-like collections
of foamy histiocytes within the dermis), dermal vascular tumors, seborrheic keratoses (benign tumor), acanthosis
nigricans (benign or malignant hyperplasia and hyperpigmentation of skin), and squamous cell carcinomas of the
skin, lung, cervix, esophagus, uterus, head, neck, or bladder

soft tissue tumors (e.g., fibrosarcoma, liposarcoma, leiomyosarcoma, histiocytoma, fibrohistiocytic sarcoma)
smooth muscle tumors (e.g., rhabdomyoma, rhabdomyosarcoma) tumors of the blood and lymph vessels (e.g.,

.4,2004

angiosarcoma, lymphangiosarcoma, Kaposi’s sarcoma), perivascular tumors (e.g., glomus tumors,
hemangiopericytoma), synovial tumors (e.g., mesothelioma), neural tumors (e.g., neurofibroma,
neurofibrosarcoma, malignant peripheral nerve sheath tumors, granular cell tumors, plexosarcoma,
ganglioneuroblastoma, neuroepithelioma, extraskeletal Ewing’s sarcoma, schwannoma, neuroma, ganglioneuroma),
paraganglioma, extraskeletal cartilaginous and osseous tumors (e.g., chondrosarcoma, osteosarcoma), pluripotential
mesenchymal tumors, epitheliod sarcomas, rhabdoid tumors, desmoplastic small cell tumors, alveolar sarcoma

stomach:

adenocarcinoma, squamous cell carcinoma, adenoacanthoma, carcinoid, leiomyosarcoma, gastritis (chronic

atrophic, H. pylori associated), hyperplastic polyps, lipoma, lelomyoma, esophageal adenocarcinomas

testicles:

germ cell tumors (including seminomas, embryonal carcinomas, teratomas, choriocarcinomas, yolk sac tumors),

sex chord stromal tumors (including Leydig cell tumors, Sertoli cell tumors, and Granulosa cell tumors), germ cell
and gonadal stromal elements (e.g., gonadoblastomas), adnexal and paratesticular tumors (e.g., mesotheliomas, soft
tissue sarcomas, and adnexal of the rete testes), miscellaneous neoplasms (including carcinoid, lymphoma, and

cysts)
uterus:

epithelial tumors (e.g., endometrioid, papillary endometrioid, papillary serous, clear cell, mucinous), mesenchymal

tumors (e.g., endometrial stromal sarcoma, leiomyosarcoma, nonspecific sarcomas), mixed tumors (e.g., malignant

mixed mullerian tumors, adenosarcoma)

[0313] Table 2: Disease Indications of Selected Genes

[0314] Table 2 provides disease indications for about 59
selected genes. These genes may be useful as targets for
small molecule, antibody, or DNA vaccine therapy. They
may also have utility as prognostic or diagnostic markers.
These genes were identified using Eos/Affymetrix Genechip
arrays. The columns in Table 2 are as follows:

[0315] Pkey: Unique Eos probeset identifier number
[0316] Ex Accn: Exemplar Accession number
[0317] UnigenelD: UniGene ID number

[0318] UnigeneTitle: UniGene title

[0319] Disease Indications: Diseases indicated for

selected gene as described in Table 1 and abbreviated
as follows:

[0320] AWPC (androgen independent prostate dis-
cases), arth (arthritic diseases), bph (benign prostatic

hyperplasia), blad (bladder diseases), angio (blood
vessel diseases), EWS (bone diseases), glio (brain
diseases), breast (breast diseases), cerv (cervical
diseases), colon (colorectal diseases), esoph (esoph-
ageal diseases), fibro (fibrotic discases), headnk
(head & neck discases), leio (leiomyoma discases),
leuk (leukocyte diseases), hepC (liver diseases), lung
(lung diseases), ovar (ovarian diseases), endo (ova-
rian endometrioid diseases), omuc (ovarian muci-
nous diseases), panc (pancreatic discases), pros
(prostate diseases), renal (renal diseases), mela (skin
diseases), stom (stomach diseases), test (testicular
diseases), uter (uterine diseases)

[0321] AA: Refseq amino acid accession number
[0322] NA: Refseq nucleotide accession number
[0323] SEQ ID NOs: Sequence identification num-

bers linking Pkey to corresponding SEQ ID NOs:1-
116.

TABLE 2

Disease Indications of Selected Genes

Pkey Ex Accn UnigeneID  Unigene Title Disease Indications NA AA SEQ ID NOs.
453983 H94997 Hs. 318751 ESTs angio FGENESH FGENESH SeqID No. 1 &
59
453983 H94997 Hs. 318751 ESTs angio NM_020249.1 NP_064634.1 SeqID No.2 &
60
428758 AA433988 Hs. 98502 CA125 antigen; ovar, cerv, lung, NM_002253.1 NP_002244.1 SeqID No.3 &
mucin 16 panc, stom, renal 61
450983 AA305384 Hs. 25740 ERO1 (S. blad, lung, ovar, NM_014584.1 NP_055399.1 SeqID No. 4 &
cerevisiae)-like panc 62
417771 AA804698 Hs. 82547  retinoic acid blad, cerv, panc, NM_002888.1 NP_002879.1 SeqID No.5 &
receptor responder pros, ovar 63
(tazaro
448262 AW380830 Hs. 186273 Homo sapiens blad NM_002826.2 NP_002817.2 SeqID No. 6 &
quiescin Q6 64

(QSCN6
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TABLE 2-continued
Disease Indications of Selected Genes
Pkey Ex Acen UnigeneID  Unigene Title Disease Indications NA AA SEQ ID NOs.

407720 AB037776 Hs. 38002  immunoglobulin lung NM_020789.1 NP_065840.1 Seq ID No. 7 &
superfamily, 65
member 9

435013 H91923 Hs. 110024 NM_020142: Homo  renal, lung, sarc NM_020142.2 NP_064527.1 Seq ID No. 8 &
sapiens 66
NADH: ubiquinoneo

330844 AA063037 Hs. 66803  ESTs lung NM_016247.1 NP_057331.1 Seq ID No.9 &

67
440659 AF134160 Hs. 7327 claudin 1 lung NM_021101  NP_066924.1 Seq ID No. 10 &
68

449101 AA205847 Hs. 23016 G protein-coupled lung, headnk XM_051522.4 XP_051522.2 Seq ID No. 11 &
receptor 69

429263 AA019004 Hs. 198396  ATP-binding lung NM_000350.1 NP_000341.1 Seq ID No. 12 &
cassette, sub-family 70
A (ABC1

421474 U76362 Hs. 104637  solute carrier family — lung NM_006671.2 NP_006662.2 Seq ID No. 13 &
1 (glutamate trans 71

421753 BE314828 Hs. 107911  ATP-binding lung NM_005689  NP_005680.1 Seq ID No. 14 &
cassette, sub-family 72
B (MDR/

408482 NM_000676  Hs. 45743  adenosine A2b lung, esoph, headnk, NM_000676  NP_000667.1 Seq ID No. 15 &
receptor colon 73

426761 A1015709 Hs. 172089  PORIMIN Prooncosis  lung, esoph, pros, ~ NM_052932  NP_ 443164 Seq ID No. 16 &
receptor uter, panc, colon, 74
inducing me ovar, headnk

429736 AF125304 Hs. 212680  tumor necrosis lung NM_004195 NP_004186.1 Seq ID No. 17 &
factor receptor 75
superfami

430985 AA490232 Hs. 27323 ESTs, Weakly lung AK091896.1 BAC03767.1  Seq ID No. 18 &
similar to 178885 76
serine/th

431890 X17033 Hs. 271986  integrin, alpha 2 blad, headnk, lung, NM_002203.2 NP_002194.1 Seq ID No. 19 &
(CD49B, alpha 2 panc, cerv, stom 77
subuni

432583 AW023624 Hs. 162282  potassium channel lung NM_031460 NP_113648.1 Seq ID No. 20 &
TASK-4; potassium 78
chan

446872 X97058 Hs. 16362 pyrimidinergic lung NM_ 004154 NP_004145.1 Seq ID No. 21 &
receptor P2Y, G- 9
protein ¢

453102 NM_007197  Hs. 31664  frizzled lung, headnk, colon NM_007197 NP_009128.1 Seq ID No. 22 &
(Drosophila) 80
homolog 10

404287 NM_173674.1 Hs. 449321  Homo sapiens panc, lung, colon, NM_173674.1 NP_775945.1 Seq ID No. 23 &
discoidin, CUB and  uter, esoph 81
LCCL domain
containing 1
(DCBLDI)

404287 NM_173674.1 Hs. 449321  Homo sapiens panc, lung, colon, ~NM_173674.1 NP_775945.1 Seq ID No. 24 &
discoidin, CUB and uter, esoph 82
LCCL domain
containing 1
(DCBLDY)

418318 U47732 Hs. 84072 transmembrane 4 panc, pros, colon, ~ NM_004616.2 NP_004607.1 Seq ID No. 25 &
superfamily stom, omuc 83
member 3

444754 T83911 Hs. 11881 transmembrane 4 panc, omuc, stom, NM_004617.2 NP_004608.1 Seq ID No. 26 &
superfamily lung, colon 84
member 4

428505 AL035461 Hs. 2281 chromogranin B panc, lung NM_001819 NP_001810.1 Seq ID No. 27 &
(secretogranin 1) 85

448844 AI581519 Hs. 177164 FGENESH panc, lung, stom, XM_093082.1 XP_093082.1 SeqID No.28 &
predicted novel cell  omuc 86
surface pr

448844 AI581519 Hs. 177164 FGENESH panc, lung, stom,  FGENESH FGENESH Seq ID No. 29 &
predicted novel cell omuc 87
surface pr

426227 U67T058 Hs. 154299 Human proteinase panc, lung, colon,  NM_0052422 NP_005233.2 Seq ID No. 30 &
activated receptor-2  esoph, stom 88
mR

445417 AK001058 Hs. 12680  a disintegrin-like panc, headnk, stom, NM_030955 NP_112217.1 Seq ID No. 31 &
and metalloprotease w lung, esoph, sarc, 89

colon
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TABLE 2-continued
Disease Indications of Selected Genes
Pkey Ex Acen UnigeneID  Unigene Title Disease Indications NA AA SEQ ID NOs.
413719 BE439580 Hs. 75498  small inducible leuk, panc, lung, NM_004591  NP_004582.1 Seq ID No. 32 &
cytokine subfamily headnk, cerv, colon, 90
A (Cy uter, stom, esoph
416498 U33632 Hs. 79351  potassium channel, panc, stom, breast, NM_002245.2 NP_002236.1 Seq ID No. 33 &
subfamily K, endo, colon 91
member 1
413095 AA494359 Hs. 30715  potassium voltage- panc, stom, renal, ~ NM_005472.1 NP_005463.1 Seq ID No. 34 &
gated channel, Isk- colon 92
rel
426125 X87241 Hs. 166994  FAT tumor colon, stom, panc, ~NM_005245.1 NP_005236.1 Seq ID No. 35 &
suppressor pros, renal, fibro, 93
(Drosophila) cerv
homolo
436729 BEG621807 Hs. 351316  transmembrane 4 panc, colon, stom, NM_014220.1 NP_055035.1 Seq ID No. 36 &
superfamily ovar, lung, blad 94
member 1
437145 AF007216 Hs. 5462 solute carrier family ~ panc, pros, stom NM_003759.1 NP_003750.1 Seq ID No. 37 &
4, sodium bicarbon 95
451820 AWO058357 Hs. 199248  ESTs panc NM_000958  NP_000949.1 Seq ID No. 38 &
96
427557 NM_002659  Hs. 179657  plasminogen panc, colon, stom, ~ NM_002659.1 NP_002650.1 Seq ID No. 39 &
activator, urokinase ovar, cerv, blad, 97
recepto lung, headnk, esoph
408308 AL033377 Hs. 44197 hypothetical protein ~ panc, renal, colon ~ AK0278431  BAB55406.1  Seq ID No. 40 &
DKFZp564D0462 98
428242 H55709 Hs. 2250 leukemia inhibitory ovar, panc, leuk, NM_002309.2 NP_002300.1 Seq ID No. 41 &
factor (cholinergic lung 99
428778 AK000530 Hs. 193326  fibroblast growth ovar NM_021923  NP_068742 Seq ID No. 42 &
factor receptor-like 1 100
439659 AW970780 Hs. 59483 leucine-rich repeat- ovar, stom, mela, XM_097508 XP_097508 Seq ID No. 43 &
containing G colon 101
protein
411825 AK000334 Hs. 352415  solute carrier family ~ colon, ovar NM_130849 NP_570901  Seq ID No. 44 &
39 (zinc transport 102
442133 AW874138 Hs. 129017  ESTs; type la ovar, uter XM_087172  XP_087172 Seq ID No. 45 &
transmembrane 103
protein
412314 AAR25247 Hs. 356084 G protein-coupled ovar, uter, test NM_018971 NP_061844  Seq ID No. 46 &
receptor 27 104
(GPR27) (S
411828 AW161449 Hs. 72290 wingless-type avar NM_004625  NP_004616 Seq ID No. 47 &
MMTV integration 105
site fami
439668 Al091277 Hs. 302634 frizzled avar, uter NM_031866 NP_114072  Seq ID No. 48 &
(Drosophila) 106
homolog 8
433336 AF017986 Hs. 31386 secreted frizzled- ovar, fibro, headnk, XM_050625 XP_050625 Seq ID No. 49 &
related protein 2 (str  lung, panc, blad 107
432128 AA127221 Hs. 66 Interleukin 1 angio BC030975.1 AAH30975.1  Seq ID No. 50 &
receptor-like 1 108
446921 AB012113 Hs. 16530 small inducible breast, panc, NM_ 0029881 NP_002979.1 Seq ID No. 51 &
cytokine subfamily headnk, lung, fibro, 109
A (Cy mela
450623 H02562 Hs. 28848  Nedd4 binding angio XM_038920.3 XP_038920.2 Seq ID No. 52 &
protein 3 (N4BP3) 110
450623 HO2562 Hs. 28848 Nedd4 binding angio FGENESH FGENESH Seq ID No. 53 &
protein 3 (N4BP3) 111
432179 X75208 Hs. 2913 EphB3 ovar, colon, lung, NM_004443  NP_004434.1 Seq ID No. 54 &
pros 112
431870 AW449902 Hs. 105500  Homo sapiens POU  renal FGENESH FGENESH Seq ID No. 55 &
domain, class 5, 113
transce
431870 AW449902 Hs. 105500  Homo sapiens POU  renal XM_1751781 XP_175178.1 Seq ID No. 56 &
domain, class 5, 114
transc
437212 Al765021 Hs. 210775 ESTs renal, uter, ovar NM_0010741 NP_001065.1 Seq ID No. 57 &
115
442438 AA995998 Hs. 371863  gb: 0s26b03.51 uter, ovar, renal FGENESH FGENESH Seq ID No. 58 &
NCI_CGAP_ Kid5 116

Homo sapiens
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[0324] It is understood that the examples described above tions cited in this specification are herein incorporated by
in no way serve to limit the true scope of this invention, but reference as if each individual publication, accession num-
rather are presented for illustrative purposes. All publica- ber, or patent application were specifically and individually
tions, sequences of accession numbers, and patent applica- indicated to be incorporated by reference.

SEQUENCE LISTING

<160> NUMBER OF SEQ ID NOS: 116

<210> SEQ ID NO 1

<211> LENGTH: 7008

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 1

atggctatga tgattcttcg ggttgactac acatttgagg aaaatagaga caagttagct 60
tccaggaaga aggaatacag tcaaggaagt gtggcagacc tgactccaga caattggaaa 120
aacatcaccg tgcctcacag tggaagacat tcagaggtgt ctaggggaga gctggtctge 180
agaacttgct cagaatgttc agctggtccc cacatctgga tgaaaggget ctatcagacc 240
caagatgaag aagcaggagg agaaaatatt ttcattctgt tgttcattga gtcaacacaa 300
tttggacagt ttgtggccat gggctctccg atcacagaac ataaagtctt taccatgtat 360
cttggtttag ccacacatct attttacagc cttataactc acccttttgt tcttttggaa 420
aaccactccet geccaagete agtecatggg tttgatgtag ctgggetgat ctttgacaaa 480
gtgggcatga gatccagacc tggccggatg ggagcactgt ttgcatattt tgctggattt 540
atcaggagaa aggcactggt tgtttgtttg tttgtttttt gectggagtaa tgaagectget 600
aacaagcccc ccattcaaga agccgctcag ctatcccgge cagcacaggg cgcccggcegc 660
gcctcggage gcaagtteet cgeettetce tgeccgeteg ctgggecatta tgeggecaag 720
cagecgagee ccagtectee tectectect getectecgg ctectectge ggeccgageg 780
gctcagectet cggcaggcgg cggegttget cageccgageg cagacgggac cctcgcageg 840
agacctcagc gactcctaaa gtcaaaagtt ggcggcgggce geccgggctec gogegetcte 900
cacggccget gcctcgegte geccgeccgcag ccaaggaggg caggagggag gggggtgggg 960
gcagcggagg gaggggtggg aagcaccatg cagtttgtat cectgggccac actgctaacg 1020
ctcetggtge gggacctgge cgagatgggg agcccagacg ccgcggcggce cgtgcgcaag 1080
gacaggctge acccgaggca agtgaaatta ttagagaccce tgagcgaata cgaaatcgtg 1140
tctecccatce gagtgaacgc tctcggagaa ccctttccca cgaacgtcca cttcaaaaga 1200
acgcgacgga gcattaactc tgccactgac ccctggectg ccttegecte cteetettec 1260
tcctetacet ceteccagge geattaccge ctetetgect tecggecagea gtttetattt 1320
aatctceaceq ccaatgecgg atttateget ccactgttea ctgtecaccet cetegggacy 1380
ccecggggtga atcagaccaa gttttattcce gaagaggaag cggaactcaa gcactgttte 1440
tacaaaggct atgtcaatac caactccgag cacacggccg tcatcagecct ctgctcagga 1500
atggggcttc tggatgtttc agagctttct ggagtttgga ctcggttcag cggegegttg 1560
cccaacgetg cgaggeggec tggaagtcag tttccaaact cggagaaagt tactggagtt 1620

gcggttccet gcagcaaact tggeccacccg ggagcggagce cgctgagcgce agggcggacc 1680

agactcctta ttgtggatet tacaaggcat ctgccccecca ctteteccacg acatttgagg 1740
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agtcgctgeg gtacggttct ggecccgageca agggtggtcc ttgactttcc caagcgacgt 1800
gogtttetge cacgegegtg tgacgcagaa acttteccgg cggggeocttg gatactcacce 1860
cccagacact gggctgetcee atcagtgege tgtegttogt gggtcecttaaa gttcccaage 1920
acatccttee ttetetgect ttcaatggaa ggatcgggtg gagagegtgg caagectgaa 1980
gactgggagg gggtagttct agcctgctgg gattcaagga aagggataaa cccctttage 2040
ccccagcaaa gcgcccggag ccgtggctcc cgaaatgcge tgtcgagatt gtttgggggt 2100
gggcggagac ggcagcttgg cgaagtggga gggggtgctg cactgggcac attccggtet 2160
catgatgggg attattttat tgaaccacta cagtetatgg atgaacaaga agatgaagag 2220
gaacaaaaca aaccccacat catttatagg cgcagegcec cccagagaga gccctcaaca 2280
ggaaggcatg catgtgacac ctcagggtta cagaaatgtc ttataaatgg aagccacgaa 2340
aacatatatg tgtttgttga atgtttccta gaaacttcag gtttgctcat gttctgtgac 2400
ttaaggaact gtagcaaggt acctgtacgt tatgectgtga gctacttectg caccccottet 2460
ttgaattcag atgcagctte tcagaacagt ttagaatatg gcacgattca ccagcaggta 2520
tcagaggaat ggaccaacag gtcaaggaca cctctggaac cagaacacaa aaataggcac 2580
agtaaagaca agaagaaaac cagagcaaga aaatggggag aaaggattaa cctggctggt 2640
gacgtagcag cattaaacag cggcttagca acagaggcat tttctgctta tggtaataag 2700
acggacaaca rcaagagaaaa gaggacccac agaaggacaa aacgtttttt atcctatcca 2760
cggtttgtag aagtettggt ggtggeagac aacagaatqgg ttteatacca tggagaaaac 2820
cttcaacact atattttaac tttaatgtca attgtagcocct ctatctataa agacccaagt 2880
attggaaatt taattaatat tgttattgtg aacttaattg tgattcataa tgaacaggat 2940
gggccttcca tatcttttaa tgctcagaca acattaaaaa acttttgcca gtggcagcat 3000
tcgaagaaca gtccaggtgg aatccatcat gatactgetg ttctcttaac aagacaggat 3060
atctgeagag ctecacgacaa atgtgatace ttaggectgg ctgaactggg aaccatttgt 3120
gatccctata gaagetgtte tattagtgaa gatagtggat tgagtacage ttttacgatce 3180
gcccatgage tgggccatgt gtttaacatg cctcatgatg acaacaacaa atgtaaagaa 3240
gaaggagtta agagtcccca gcatgtcatg gctccaacac tgaacttcta caccaacccc 3300
tggatgtggt caaagtgtag tcgaaaatat atcactgagt ttttagacac tggttatgge 3360
gagtgtttge ttaacqaacc tgaatccaga ccctaccctt tgcctgteca actgecagge 3420
atcctttaca acgtgaataa acaatgtgaa ttgatttttg gaccaggttce tcaggtgtge 3480
ccatatatgc actgcaagta tggattttgt gttcccaaag aaatggatgt ccccgtgaca 3540
gatggatcct ggggaagttg gagtcccttt ggaacctget ccagaacatg tggaggggge 3600
atcaaaacag ccattcgaga gtgcaacaga ccagaaccaa aaaatggtgg aaaatactgt 3660
gtaggacgta gaatgaaatt taagtcctge aacacqggage catgtetcaa geagaagega 3720
gacttccgag atgaacagtg tgctcacttt gacgggaage attttaacat caacggtetg 3780
cttcccaatg tgcgetgggt ccctaaatac agtggaattc tgatgaagga ccggtgcaag 3840
ttgttctgeca gagtggcagg gaacacagcc tactatcagc ttcgagacag agtgatagat 3900
ggaactcett gtggccagga cacaaatgat atctgtgtcc agggecctttg ceggeaaget 3960

ggatgegate atgttttaaa ctcaaaagece cggagagata aatgtggggt ttgtggtgge 4020
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gataattctt catgcaaaac agtggcagga acatttaata cagtacatta tggttacaat 4080
actgtggtcce gaattccage tggtgctacc aatattgatg tgcggcageca cagtttetca 4140
ggggaaacag acgatgacaa ctacttagct ttatcaagca gtaaaggtga attcttgcta 4200
aatggaaact ttgttgtcac aatggccaaa agggaaattc gcattgggaa tgctgtggta 4260
gagtacagtg ggtccgagac tgccgtagaa agaattaact caacagatcg cattgagcaa 4320
gaacttttgce ttcaggtttt gtcggtggga aagttgtaca accccgatgt acgctattct 4380
ttcaatattc caattgaaga taaacctcag cagttttact ggaacagtca tgggccatgg 4440
caagcatgca gtaaaccetyg ccaaggggaa cggaaacgaa aacttgtttg caccagggaa 4500
tctgatcage ttactgttte tgatcaaaga tgcgatcgge tgccccagec tggacacatt 4560
actgaaccct gtggtacaga ctgtgacctg aggtggcatg ttgccagcag gagtgaatgt 4620
agtgcccagt gtggcttggg ttaccgcaca ttggacatct actgtgccaa atatagcagg 4680
ctggatggga agactgagaa ggttgatgat ggtttttgca gcagccatce caaaccaage 4740
aaccgtgaaa aatgctcagg ggaatgtaac acgggtgget ggegetattce tgcctggact 4800
gaatgttcaa aaagctgtga cggtgggacc cagaggagaa gggctatttg tgtcaatacc 4860
cgaaatgatg tactggatga cagcaaatgc acacatcaag agaaagttac cattcagagg 4920
tgcagtgagt tcccttgtcc acagtggaaa tctggagact ggtcagagtg cttggtcacc 4980
tgtggaaaag ggcataagca ccgccaggtc tggtgtcagt ttggtgaaga tcgattaaat 5040
gatagaatgt gtgaccctga gaccaageca acatctatge agacttgtea geagecggaa 5100
tgtgcatcct ggcaggeggg teccectgggga cagtgcagtg tcacttgtgg acagggatac 5160
cagctaagag cagtgaaatg catcattggg acttatatgt cagtggtaga tgacaatgac 5220
tgtaatgcag caactagacc aactgatacc caggactgtg aattaccatc atgtcatcct 5280
cccccagetg ccccggaaac gaggagaage acatacagtg caccaagaac ccagtggega 5340
tttgggtett ggaccecatyg cteagecact tgtgggaaag gtacceggat gagatacgte 5400
agctgccgag atgagaatgg ctetgtgget gacgagagtg cctgtgetac cetgectaga 5460
ccagtggcaa aggaagaatg ttctgtgaca ccctgtgggc aatggaaggc cttggactgg 5520
agctcttget ctgtgacctg tgggcaaggt agggcaaccc ggcaagtgat gtgtgtcaac 5580
tacagtgacc acgtgatcga tcggagtgag tgtgaccagg attatatccc agaaactgac 5640
caggactgtt ccatgtcacc atgccctcaa aggaccccag acagtggett agctcagcac 5700
cccttccaaa atgaggacta tcgtccccgg agcgccagcc ccagccgcac ccatgtgetce 5760
ggtggaaacc agtggagaac tggcccctgg ggagcaacat attggagaga gaataccatg 5820
gagtttctag agctgtttct tccagaatct ttaactggac caggtagcaa atcctgtgac 5880
cagcactatg gaagtacctg tgctggcgga tcccagegge gtgttgttgt atgtecaggat 5940
gaaaatggat acaccgcaaa cgactgtgtg gagagaataa aacctgatga gcaaagagcece 6000
tgtgaatccg geccttgtee tcagtggget tatggcaact ggggagagtg cactaagetg 6060
tgtggtggag gcataagaac aagactggtg gtctgtcagc ggtccaacgg tgaacggttt 6120
ccagatttga gctgtgaaat tcttgataaa cctccecgatc gtgagcagtg taacacacat 6180
gcttgtccac acgacgetge atggagtact ggcccttgga getegtccat gtggeaggtg 6240

aataataaaa cagttacget tgggaacttg tgttetgtet cttgtggteg agggecataaa 6300
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caacgaaatg tttactgcat ggcaaaagat ggaagccatt tagaaagtga ttactgtaag 6360
cacctggcta agccacatgg gcacagaaag tgccgaggag gaagatgccc caaatggaaa 6420
gctggegett ggagtcagaa aactactaac tcagactgca ctgaagectga ctgtggtcac 6480
ctggcagaaa ttgagtctca gtttatcttg gaggttcttg aagaaaggge tgttgacgaa 6540
agttctagaa aatacctctg cccatttgct tgcttacaaa agtgctctgt gtcctgtgge 6600
cgaggcgtac agcagaggca tgtgggctgt cagatcggaa cacacaaaat agccagagag 6660
accgagtgca acccatacac cagaccggag tcggaacgceg actgccaagg cccacggtgt 6720
cccctetaca cttggaggge agaggaatgg caagaaacct accatggect geteteteca 6780
tcotecctett tgtgtcacqge taaactcaac cctgectccga ggageggaaa gectcaacct 6840
agatgtcact tcctctcaga agcctttgcc aatcacacca ccccactaaa tctgagtcag 6900
atgctcctce actcagectct cacaacacac gcagattact gtactctgge agttaacacc 6960
tggaattcte attgeectgtt tttctcatet atgttatcag ttatttaa 7008
<210> SEQ ID NO 2

<211> LENGTH: 3674

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 2

gcgggaagca ccatgcagtt tgtatcectgg gecacactge taacgcetcet ggtgegggac 60
ctggecgaga tggggagece agacgecgeg geggceegtace gecaaggacag getgeacceg 120
aggcaagtga aattattaga gaccctgggc gaatacgaaa tcgtgtctcc catccgagtg 180
aacgctctcg gagaaccctt tcccacgaac gtccacttca aaagaacgcg acggagcatt 240
aactctgcca ctgacccctg gectgectte gecteccteocet cttectecte tacctectec 300
caggcgcatt accgectete tgecttegge cagcagttte tatttaatet caccgccaat 360
geeggattta tegetccact gttecactgte accetecteg ggacgeceqgyg ggtgaatcag 420
accaagtttt attccgaaga ggaagcggaa ctcaagcact gtttctacaa aggctatgtc 480
aataccaact ccgagcacac ggccgtcatc agcctctget caggaatgct gggcacattc 540
cggtctcatg atggggatta ttttattgaa ccactacagt ctatggatga acaagaagat 600
gaagaggaac aaaacaaacc ccacatcatt tataggcgca gecgeccccca gagagagecc 660
tcaacaggaa ggcatgcatg tgacacctca gaacacaaaa ataggcacag taaagacaag 720
aagaaaacca gagcaagaaa atggggagaa aggattaacc tggctggtga cgtagcagca 780
ttaaacagcg gcttagcaac agaggcattt tctgcttatg gtaataagac ggacaacaca 840
agagaaaaga ggacccacag aaggacaaaa cgttttttat cctatccacg gtttgtagaa 900
gtecttggtgg tggcagacaa cagaatggtt tcataccatg gagaaaacct tcaacactat 960
attttaactt taatgtcaat tgtagectet atctataaag acccaagtat tggaaattta 1020
attaatattg ttattgtgaa cttaattgtg attcataatg aacaggatgg gccttccata 1080
tcttttaatg ctcagacaac attaaaaaac ctttgccagt ggcagcattc gaagaacagt 1140
ccaggtggaa tccatcatga tactgctgtt ctcttaacaa gacaggatat ctgcagagcet 1200
cacgacaaat gtgatacctt aggcctgget gaactgggaa ccatttgtga tccctataga 1260

agetgtteta ttagtgaaga tagtggattg agtacagett ttacgatege ccatgagetg 1320
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ggccatgtgt ttaacatgcc tcatgatgac aacaacaaat gtaaagaaga aggagttaag 1380
agtccccage atgtcatgge tccaacactg aacttctaca ccaacccetg gatgtggtca 1440
aagtgtagtc gaaaatatat cactgagttt ttagacactg gttatggcga gtgtttgett 1500
aacgaacctg aatccagacc ctaccctttg cctgtecaac tgccaggcat cetttacaac 1560
gtgaataaac aatgtgaatt gatttttgga ccaggttctc aggtgtgccc atatatgatg 1620
cagtgcagac ggctctggtg caataacgtc aatggagtac acaaaggctg ccggactcag 1680
cacacaccct gggccgatgg gacggagtge gagcctggaa agcactgcaa gtatggattt 1740
tgtgttceeca aagaaatgga tgtccccegty acagatggat cetggggaag ttggagtece 1800
tttggaacct gctccagaac atgtggaggg ggcatcaaaa cagecattcqg agagtgcaac 1860
agaccagaac caaaaaatgg tggaaaatac tgtgtaggac gtagaatgaa atttaagtcc 1920
tgcaacacgg agccatgtct caagcagaag cgagacttcc gagatgaaca gtgtgctcac 1980
tttgacggga agcattttaa catcaacggt ctgettccca atgtgegetg ggtecctaaa 2040
tacagtggaa ttctgatgaa ggaccggtgce aagttgttct gcagagtgge agggaacaca 2100
gcctactate agettcgaga cagagtgata gatggaactce cttgtggecca ggacacaaat 2160
gatatctgtg tccagggcct ttgccggcaa gctggatgeg atcatgtttt aaactcaaaa 2220
gcccggagag ataaatgtgg ggtttgtggt ggcgataatt cttcatgcaa aacagtggcea 2280
ggaacattta atacagtaca ttatggttac aatactgtgg tccgaattcc agetggtget 2340
accaatattg atgtgeggea geacagttte tcaggggaaa cagacgatga caactactta 2400
gctttatcaa gcagtaaagg tgaattcttg ctaaatggaa actttgttgt cacaatggece 2460
aaaagggaaa ttcgcattgg gaatgctgtg gtagagtaca gtgggtccga gactgccgta 2520
gaaagaatta actcaacaga tcgcattgag caagaacttt tgcttcaggt tttgtcggtg 2580
ggaaagttgt acaaccccga tgtacgctat tctttcaata ttccaattga agataaacct 2640
cagcagtttt actggaacag tcatgggeca tggeaageat geagtaaace ctgecaaggg 2700
gaacggaaac gaaaacttgt ttgcaccagg gaatctgatc agettactgt ttctgatcaa 2760
agatgcgatc ggctgcccca gcocctggacac attactgaac cctgtggtac agactgtgac 2820
ctgaggtgge atgttgccag caggagtgaa tgtagtgccc agtgtggett gggttaccge 2880
acattggaca tctactgtgc caaatatagc aggctggatg ggaagactga gaaggttgat 2940
gatggttttt gcagcagcca tcccaaacca agcaaccgtg aaaaatgctc aggggaatgt 3000
aacacgggtg gctggcgeta ttctgectgg actgaatgtt caaaaagetg tgacggtggg 3060
acccagagga gaagggctat ttgtgtcaat acccgaaatg atgtactgga tgacagcaaa 3120
tgcacacatc aagagaaagt taccattcag aggtgcagtg agttcccttg tccacagtgg 3180
aaatctggag actggtcaga ggtaagatgg gagggetgtt atttccccta ggtcatctet 3240
tacattctag ttetggtget ctetatetgt ttaagacaaa cecttgtgea cetttetece 3300
acctecteect tteoteccettg teotcccttga gaamaacaact ccagttetet gectgcacca 3360
tgactgtcgt actggatgta actagtctac cagtgacctc agggcacttt gggcttgget 3420
agatcactca ctgttgtagc ttctgttgtg attttgaagt tgcagtccat caccttcect 3480
cctetttgag ccctagetaa gtcactgaaa ggaaatcatg gatttattaa tcataaaget 3540

atactagete acatctgaag tcaacatgaa gtttectact teettgtett tgaaataaga 3600
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gaattagacc ccagggagtg acctctctga cttacccatc caactgccca aaaaaaaaaa 3660
aaaaaaaaaa aaaa 3674
<210> SEQ ID NO 3

<211> LENGTH: 5830

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 3

actgagtccce gggaccccgg gagagcggtce agtgtgtggt cgetgegttt cetetgecetg 60
cgecgggeat cacttgegeyg cegecagaaag tecegtetgge agectggata tectetecta 120
ccggcacceg cagacgccce tgcagccegece ggteggecgec cgggctceccct agecctgtge 180
gctcaactgt cctgcgetge ggggtgeccge gagttccacc tccgecgecte cttcotctaga 240
caggcgctgg gagaaagaac cggctcccga gttctgggeca tttcecgcccgg ctcgaggtge 300
aggatgcaga gcaaggtgct gctggecgte gecetgtgge tetgegtgga gaccegggec 360
gcctctgtgg gtttgecctag tgtttctctt gatctgccca ggctcagcat acaaaaagac 420
atacttacaa ttaaggctaa tacaactctt caaattactt gcaggggaca gagggacttg 480
gactggcttt ggcccaataa tcagagtggc agtgagcaaa gggtggaggt gactgagtgce 540
agcgatggece tcttctgtaa gacactcaca attccaaaag tgatcggaaa tgacactgga 600
gcctacaagt gettctaccg ggaaactgac ttggectcgg tcatttatgt ctatgttceaa 660
gattacagat ctccatttat tgettetgtt agtgaccaac atggagtegt gtacattact 720
gagaacaaaa acaaaactgt ggtgattcca tgtctcgggt ccatttcaaa tctcaacgtg 780
tcactttgtg caagataccc agaaaagaga tttgttcctg atggtaacag aatttcctgg 840
gacagcaaga agggctttac tattcccagc tacatgatca gctatgctgg catggtcttc 900
tgtgaagcaa aaattaatga tgaaagttac cagtctatta tgtacatagt tgtcgttgta 960
gggtatagga tttatgatgt ggttcetgagt cegtetcatg gaattgaact atetgttgga 1020
gaaaagcttg tcttaaattg tacagcaaga actgaactaa atgtggggat tgacttcaac 1080
tgggaatacc cttcttcgaa gcatcagcat aagaaacttg taaaccgaga cctaaaaacc 1140
cagtctggga gtgagatgaa gaaatttttg agcaccttaa ctatagatgg tgtaacccgg 1200
agtgaccaag gattgtacac ctgtgcageca tccagtggge tgatgaccaa gaagaacagc 1260
acatttgtca gggtccatga aaaacctttt gttgettttg gaagtggcat ggaatctctg 1320
gtggaagcca cggtggggga gcegtgtcaga atccctgoga agtaccttgg ttacccacce 1380
ccagaaataa aatggtataa aaatggaata ccccttgagt ccaatcacac aattaaagcg 1440
gggcatgtac tgacgattat ggaagtgagt gaaagagaca caggaaatta cactgtcatc 1500
cttaccaatc ccatttcaaa ggagaagcag agccatgtgg tctetcotggt tgtgtatgte 1560
ccaccecaga ttggtgagaa atctctaate tetectgtgg attectacca gtacggeace 1620
actcaaacge tgacatgtac ggtctatgcc attectccocee cgcatcacat ccactggtat 1680
tggcagttgg aggaagagtg cgccaacgag cccagccaag ctgtctcagt gacaaaccca 1740
tacccttgtg aagaatggag aagtgtggag gacttccagg gaggaaataa aattgaagtt 1800
aataaaaatc aatttgctct aattgaagga aaaaacaaaa ctgtaagtac ccttgttatce 1860

caageggeaa atgtgtcage tttgtacaaa tgtgaageqg tcaacaaagt cgggagagga 1920
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gagagggtga tctccttcca cgtgaccagg ggtcctgaaa ttactttgca acctgacatg 1980
cagcccactg agcaggagag cgtgtetttg tggtgecactg cagacagatc tacgtttgag 2040
aacctcacat ggtacaagct tggcccacag cctetgecaa tccatgtggg agagttgecce 2100
acacctgttt gcaagaactt ggatactctt tggaaattga atgccaccat gttetctaat 2160
agcacaaatg acattttgat catggagctt aagaatgcat ccttgcagga ccaaggagac 2220
tatgtctgee ttgctcaaga caggaagacc aagaaaagac attgcgtggt caggcagctc 2280
acagtcctag agcgtgtgge acccacgatc acaggaaacc tggagaatca gacgacaagt 2340
attggggaaa gcatcgaagt ctcatgecacy geatetggga atccccctece acagatcatg 2400
tggtttaaag ataatgagac ccttgtagaa gactcaggca ttgtattgaa ggatgggaac 2460
cggaacctca ctatccgcag agtgaggaag gaggacgaag gcctctacac ctgccaggca 2520
tgcagtgtte ttggectgtgc aaaagtggag gcatttttca taatagaagg tgcccaggaa 2580
aagacgaact tggaaatcat tattctagta ggcacggcgg tgattgccat gttettetgg 2640
ctacttettg tcatcatcct acggaccgtt aagegggcocca atggagggga actgaagaca 2700
ggctacttgt ccatcgtcat ggatccagat gaactcccat tggatgaaca ttgtgaacga 2760
ctgccttatg atgccagcaa atgggaattc cccagagacc ggctgaagct aggtaagcct 2820
cttggcecgtg gtgcctttgg ccaagtgatt gaagcagatg cctttggaat tgacaagaca 2880
gcaacttgca ggacagtagc agtcaaaatg ttgaaagaag gagcaacaca cagtgagcat 2940
cgagetetea tgtetgaact caagatcete attceatattg gteaccatet caatgtggte 3000
aaccttctag gtgcctgtac caagccagga gggecactca tggtgattgt ggaattctge 3060
aaatttggaa acctgtccac ttacctgagg agcaagagaa atgaatttgt cccctacaag 3120
accaaagqgg cacgattccg tcaagggaaa gactacgttg gagcaatccc tgtggatctg 3180
aaacggcget tggacagcat caccagtage cagagetcag ccagetctgg atttgtggag 3240
gagaagtece tcagtgatgt agaagaagag gaagetccotg aagatetgta taaggactte 3300
ctgaccttgg agcatctcat ctgttacage ttccaagtgg ctaagggcat ggagttcettg 3360
gcatcgcgaa agtgtatcca cagggacctg gcggcacgaa atatcctctt atcggagaag 3420
aacgtggtta aaatctgtga ctttggcttg gcccgggata tttataaaga tccagattat 3480
gtcagaaaag gagatgctcg cctcecetttg aaatggatgg ccccagaaac aatttttgac 3540
agagtgtaca caatccagag tgacgtctgg tcettttggtg ttttgetgtg ggaaatattt 3600
tccottaggtg cttcetccata tecectggggta aagattgatg aagaattttg taggegattg 3660
aaagaaggaa ctagaatgag ggcccctgat tatactacac cagaaatgta ccagaccatg 3720
ctggactgct ggcacgggga gcccagtcag agacccacgt tttcagagtt ggtggaacat 3780
ttgggaaatc tcttgcaagc taatgectcag caggatggeca aagactacat tgttecttecg 3840
atatcagaga ctttgageat ggaagaggat tetggactet ctetgectac ctcacctgtt 3900
tceetgtatgg aggaggagga agtatgtgac cccaaattcc attatgacaa cacagcagga 3960
atcagtcagt atctgcagaa cagtaagcga aagageccggc ctgtgagtgt aaaaacattt 4020
gaagatatcc cgttagaaga accagaagta aaagtaatcc cagatgacaa ccagacggac 4080
agtggtatgg ttcttgecectc agaagagetg aaaactttgg aagacagaac caaattatct 4140

ccatettttyg gtggaatggt geccagcaaa ageagggagt ctgtggeate tgaaggetca 4200
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aaccagacaa gcggctacca gtccggatat cactccgatg acacagacac caccgtgtac 4260
tccagtgagg aagcagaact tttaaagetg atagagattg gagtgcaaac cggtagcaca 4320
gcccagatte tccagectga cteggggacce acactgaget cteoctectgt ttaaaaggaa 4380
gcatccacac cccaactcece ggacatcaca tgagaggtet getcagattt tgaagtgttg 4440
ttctttccac cagcaggaag tagccgcatt tgattttcat ttcgacaaca gaaaaaggac 4500
ctcggactge agggagccag tcttctagge atatcctgga agaggcttgt gacccaagaa 4560
tgtgtctgtg tcttecteeca gtgttgacet gatcctettt tttcattcat ttaaaaagea 4620
ttatcatgee cetgetgeqgy gtetcaccat gggtttagaa caaagagett caageaatgg 4680
ccocecatecte aaagaagtag cagtacctgg ggagetgaca cttetgtaaa actagaagat 4740
aaaccaggca acgtaagtgt tcgaggtgtt gaagatggga aggatttgca gggctgagtc 4800
tatccaagag gctttgttta ggacgtgggt cccaagccaa gccttaagtg tggaattcgg 4860
attgatagaa aggaagacta acgttacctt gctttggaga gtactggagc ctgcaaatge 4920
attgtgtttg ctetggtgga ggtgggcatg gggtctgtte tgaaatgtaa agggttcaga 4980
cggggtttet ggttttagaa ggttgegtgt tcottecgagtt gggetaaagt agagttcgtt 5040
gtgctgtttce tgactcctaa tgagagttcc ttccagaccg ttagctgtcot ccttgccaag 5100
ccccaggaag aaaatgatgc agctctgget ccttgtctcc caggectgatc ctttattcag 5160
aataccacaa agaaaggaca ttcagctcaa ggctcecctge cgtgttgaag agttectgact 5220
gcacaaacca gettetggtt tettetggaa tgaataccet catatetgte ctgatgtgat 5280
atgtctgaga ctgaatgegg gaggttcaat gtgaagetgt gtgtggtgte aaagtttcag 5340
gaaggatttt acccttttgt tcttccccct gtccccaacc cactctcacc ccgcaaccca 5400
tcagtatttt agttatttgg cctctactcc agtaaacctg attgggtttg ttcactctet 5460
gaatgattat tagccagact tcaaaattat tttatagccc aaattataac atctattgta 5520
ttatttagac ttttaacata tagagetatt tctactgatt tttgeccttg ttetgtectt 5580
tttttcaaaa aagaaaatgt gttttttgtt tggtaccata gtgtgaaatg ctgggaacaa 5640
tgactataag acatgctatg gcacatatat ttatagtctg tttatgtaga aacaaatgta 5700
atatattaaa gccttatata taatgaactt tgtactattc acattttgta tcagtattat 5760
gtagcataac aaaggtcata atgctttcag caattgatgt cattttatta aagaacattg 5820
aaaaacttga 5830
<210> SEQ ID NO 4

<211> LENGTH: 3334

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 4

geacgagece cgggetgecy gegegggege cgeggeacgt ccacaggetg ggtegegagg 60
tggcgatege tgagaggcag gagggecgag gegggectgg gaggcggcee ggaggtgggg 120
cgocegetggg gcecggcccge acgggcttca tectgagggceg cacggcccgce gaccgagegt 180
gcggactgge ctcccaageg tggggcgaca agctgcecgga gectgcaatgg gecgeggetg 240
gggattcttg tttggcctee tgggegeegt gtggetgocte agetcgggec acggagagga 300

gcageccecqg gagacagegy cacagaggtg cttetgecag gttagtggtt acttggatga 360
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ttgtacctgt gatgttgaaa ccattgatag atttaataac tacaggcttt tcccaagact 420
acaaaaactt cttgaaagtg actactttag gtattacaag gtaaacctga agaggccgtg 480
tcctttetgg aatgacatca gccagtgtgg aagaagggac tgtgctgtca aaccatgtca 540
atctgatgaa gttcctgatg gaattaaatc tgcgagctac aagtattctg aagaagccaa 600
taatctcatt gaagaatgtg aacaagctga acgacttgga gcagtggatg aatctctgag 660
tgaggaaaca cagaaggctg ttcttcagtg gaccaagcat gatgattctt cagataactt 720
ctgtgaagct gatgacattc agtcccctga agctgaatat gtagatttge ttcttaatce 780
tgagegetac actggttaca agggaccaga tgcttggaaa atatggaatg tcatctacga 840
agaaaactgt tttaagccac agacaattaa aagaccttta aatcctttgg cttetggtca 900
agggacaagt gaagagaaca ctttttacag ttggctagaa ggtctctgtg tagaaaaaag 960
agcattctac agacttatat ctggcctaca tgcaagcatt aatgtgcatt tgagtgcaag 1020
atatctttta caagagacct ggttagaaaa gaaatgggga cacaacatta cagaatttca 1080
acagcgattt gatggaattt tgactgaagg agaaggtcca agaaggctta agaacttgta 1140
ttttctctac ttaatagaac taagggettt atccaaagtg ttaccattet tegagegece 1200
agattttcaa ctctttactg gaaataaaat tcaggatgag gaaaacaaaa tgttacttct 1260
ggaaatactt catgaaatca agtcatttcc tttgcatttt gatgagaatt cattttttgce 1320
tggggataaa aaagaagcac acaaactaaa ggaggacttt cgactgcatt ttagaaatat 1380
ttcaagaatt atggattgtg ttggttgttt taaatgtegt ctgtggggaa agettcagac 1440
tcagggtttg ggcactgete tgaagatcett attttetgag aaattgatag caaatatgec 1500
agaaagtgga cctagttatg aattccatct aaccagacaa gaaatagtat cattattcaa 1560
cgcatttgga agaatttcta caagtgtgaa agaattagaa aacttcagga acttgttaca 1620
gaatattcat taaagaaaac aagctgatat gtgcctgttt ctggacaatg gaggcgaaag 1680
agtggaattt cattcaaagg cataatagca atgacagtet taagecaaac attttatata 1740
aagttgettt tgtaaaggag aattatattg ttttaagtaa acacattttt aaaaattgtg 1800
ttaagtctat gtataatact actgtgagta aaagtaatac tttaataatg tggtacaaat 1860
tttaaagttt aatattgaat aaaaggagga ttatcaaatt catatatgat aaaagtgaat 1920
gttctaagtc tctcaaacta gegttttatg taataatatg taatataaat aaaactatgg 1980
taaatgtgac aagcatttaa taggaaaatg ctaaggaggc ctcataaatg acccataatt 2040
accaacgtag aatttttcag tacatttagg gttgctggat ttagcaaata aaaataaaga 2100
ttgcccagtt agatttgaat ttcagataaa caattagttt tttaatattt tacatggaat 2160
atttggaaaa tacttatact aaaaaattat ttgtttgaaa ttcacattta actgggagtc 2220
ttgtatttta tctggcaatc ctaaaataca ttggtatgaa acaaatcact tttagaagta 2280
tattgetatt ttgattgggt tgtttttgtg tgtagaaacq tacaataaca actcaaagge 2340
acaggagatt tctaaacatt gtgaaaagtt gaatagatta tatatttatt ctcataatac 2400
tttcactaat actaaataaa atttggggaa cactttttat ttttatataa tttccaattt 2460
acagaaaagt ttcaaaaata gtacaaagag ctctcttacc cagattcact aattgttcat 2520
acgtgcttta tctttcatge tttctetgta cacacacaca cacacacaaa tttttcectca 2580

atcatttgaa agtcagttat aggcatcatg cccettaaac cctaaatact tcagtgtgta 2640
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atactgaata attactaaaa atgattttct cagaaaaaaa aactcccaca attctggaac 2700
tataatactg taagccttag aataaataat actttcaagt tccaatctaa agttettttt 2760
gagttttgtt gecccgtttta tgcttgatgt gtatagtaat agggtagget atttatttta 2820
ttaaaatttt ttttagagac aaggttttgc tgtgttgccc aagetggaac ttgaacgact 2880
gggctgaagt gatcttccca cctcagcctc ccaagtagct gggaatacag gtgtctgcca 2940
ccatacccag tttcattttt gttttttata cccgaagttc atttcctttg tctccctaaa 3000
actgaactgt aattttggga ggttttcatt agtggaaget cttcatttat aaagctattt 3060
gaaggggttt aggaatttat atcacatggt aattgtagag aaaaagaage tatataccte 3120
aaaatcgtge cctetttaca tatgtettat caggtataac atgttgaaat gtcacattag 3180
tagtaaagtg gggtttattt atatagtggt taagaaatgt cagtttacac tgctgtatac 3240
ttecttettet gtgtccctaa ggecctggtac agtgccaage acatacttgg tatccaataa 3300
atatttgttg gatgaaaaaa aaaaaaaaaa aaaa 3334
<210> SEQ ID NO 5

<211> LENGTH: 840

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 5

ccacgtcegg ggtgeccgage caactttect gegtccatge ageccccgecg gecaacggetg 60
ccegeteect ggteegggee caggggeceg cgccceaceg cceeegetget cgegetgetg 120
ctgttgcteg cecceggtgge ggegeccegeg gggtecegggg gecceccgacga cectgggeag 180
cctcaggatg ctggggtccce gcgcaggetce ctgcagcaga aggcgcgcgce ggcgcttcac 240
ttcttcaact tcecggtcecgg ctecgeccage gecgetgegag tgctggeccga ggtgcaggag 300
ggcegegegt ggattaatcc aaaagaggga tgtaaagttc acgtggtcett cagcacagag 360
cgetacaace cagagtettt acttcaggaa ggtgagggac gtttggggaa atgttetget 420
cgagtgtttt tcaagaatca gaaacccaga ccaaccatca atgtaacttg tacacggctc 480
atcgagaaaa agaaaagaca acaagaggat tacctgcttt acaagcaaat gaagcaactg 540
aaaaacccct tggaaatagt cagcatacct gataatcatg gacatattga tccctctcetg 600
agactcatct gggatttgge tttcecttgga agectcttacg tgatgtggga aatgacaaca 660
caggtgtcac actactactt ggcacagctc actagtgtga ggcagtgggt aagaaaaacc 720
tgaaaattaa cttgtgccac aagagttaca atcaaagtgg tctccttaga ctgaattcat 780
gtgaacttct aatttcatat caagagttgt aatcacattt atttcaataa atatgtgagt 840
<210> SEQ ID NO 6

<211> LENGTH: 3314

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 6

ggaggcaggc ggtgccgegg cgccgggacce cgactcatce ggtgettgeg tgtggtggtg 60
agcgcagcgce cgaggatgag gaggtgcaac agcggctccg ggccgccgec gtcgetgetg 120
ctgetgetge tgtggetget cgeggttecce ggegetaacg cggeccegeg gteggegetce 180

tattegecett cegacceget gacgetgetyg caggeggaca cggtgegegg cgeggtgetyg 240
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ggctcececgea gegectggge cgtggagtte ttcgectcet ggtgeggeca ctgcatcgec 300
ttcgeccega cgtggaagge getggecgaa gacgtcaaag cctggaggec ggccctgtat 360
ctcgecgece tggactgtge tgaggagacc aacagtgcag tctgcagaga cttcaacatc 420
cctggcttee cgactgtgag gttcttcaag gecctttacca agaacggctc gggagcagta 480
tttccagtgg ctggtgctga cgtgcagacg ctgcgggaga ggctcattga cgccctggag 540
tcccatcatg acacgtggcc cccagectgt cccccactgg agcctgccaa getggaggag 600
attgatggat tctttgcgag aaataacgaa gagtacctgg ctctgatctt tgaaaaggga 660
ggctectace tgggtagaga ggtggetetg gacetgtcee agecacaaagg cgtggeggtyg 720
cgcagggtgce tgaacacaga ggccaatgtg gtgagaaagt ttggtgtcac cgacttcccce 780
tcttgctace tgetgtteccg gaatggectct gtctceccgag tcceccgtget catggaatcce 840
aggtccttet ataccgctta cctgcagaga ctctctggge tcaccaggga ggctgcccag 900
accacagttg caccaaccac tgctaacaag atagctccca ctgtttggaa attggcagat 960
cgcteccaaga tctacatgge tgacctggaa tcotgcactge actacatccet geggatagaa 1020
gtgggcaggt tcccggtect ggaagggcag cgcctggtgg ccctgaaaaa gtttgtggea 1080
gtgctggcca agtatttccc tggccggecce ttagtccaga acttcctgca ctccgtgaat 1140
gaatggctca agaggcagaa gagaaataaa attccctaca gtttctttaa aactgccctg 1200
gacgacagga aagagggtgc cgttcttgec aagaaggtga actggattgg ctgecagggg 1260
agtgageege atttecgggg ctttecetge tecetgtggg tectetteca cttettgact 1320
gtgcaggcag ctcggcaaaa tgtagaccac tcacaggaag cagccaaggc caaggaggtc 1380
ctcccageca tccgaggcta cgtgcactac ttcttegget gccgagactg cgctagccac 1440
ttcgagcaga tggctgetge ctccatgecac cgggtgggga gtcccaacgce cgctgtectce 1500
tggctctggt ctagecacaa cagggtcaat getcgecttg caggtgecee cagegaggac 1560
ccccagttee ccaaggtgea gtggecacce cgtgaacttt gttetgectg ccacaatgaa 1620
cgoctggatg tgecegtgtg ggacgtggaa gecacccteca acttectcaa ggcccactte 1680
tccccaagca acatcatcct ggacttccct gcagotgggt cagetgoccg gagggatgtg 1740
cagaatgtgg cagccgcccce agagctggceg atgggagccc tggagctgga aagccggaat 1800
tcaactctgg accctgggaa gcctgagatg atgaagtccce ccacaaacac caccccacat 1860
gtgccggetg agggacctga ggcaagtcga cccccgaage tgcaccctgg cctcagaget 1920
gcaccaggcc aggagcctcc tgagcacatg gcagagcttc agaggaatga gcaggagcag 1980
ccgettggge agtggcactt gagcaagecga gacacagggg ctgcattgot ggctgagtcc 2040
agggctgaga agaaccgcct ctggggccct ttggaggtca ggcgegtggg ccgcagctcece 2100
aagcagctgg tcgacatccce tgagggccag ctggaggccce gagetggacg gggccgagge 2160
cagtggetge aggtgetggg agggggette tettaccetgg acatcagect ctgtgtgggg 2220
ctoctattece tgtecettecat gggectgetg gecatgtaca cctactteca ggccaagata 2280
agggccctga agggccatgc tggccaccct gcagcctgaa ccacctgggg aggaggcggg 2340
agagggagct gccatctcta ggcacctcaa gccccctgac cccattccct cccctcecac 2400
ccettgetee ttgtetggec tagaagtgtg ggaaattcag gaaaacgagt tgctccagtg 2460

aagettetty gggttgetag gacagagage tectttgaca caaaagacag gagcagggte 2520
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caggttccece tgctgtgcag ggagggcage cccgggcagt gggcataggg cagctcagtc 2580
cctggectet tagcaccaca ttectgtttt tcagettatt tgaagtcetg cetcattete 2640
actggagcct cagtctctee tgecttggtcet tggecctcaa ctggggecaag tgaagccaga 2700
ggagggtecce ccagetgggt gggcetggaat ggaactccocte actagetget ggggetcege 2760
ccaccctget cccttccgga caatgaagaa gcctttgcac cctgggagga aggaccaccc 2820
cgggccctet atgcctggec agectccage tcctcagacc tcectgggtgg ggtttggett 2880
cagggtgggg tttggaaget tctggaagtc gtgetggtet cccaggtgag gcaagccatg 2940
gttgetggge tgtagggtga gtggettget tggtgggace tgacgagttg gtggeatggg 3000
aaggatgtgg gtctctagtg ccttgecetg gettagetge aggagaagat ggectgettte 3060
acttccccce attgagctct gotccctetg ageoctggtet tttgtccottt tttattttgg 3120
tctccaagat gaatgctcat ctttggaggg tgccaggtag aagctaggga ggggagtgtc 3180
ttotetetee aggtttcace tteccagtgtg cagaagttag aagggtctgg cgggggecagt 3240
gccttacaca tgettgatte ccacgctacc cccoctgecttg ggaggtgtgt ggaataaatt 3300
atttttgtta agge 3314
<210> SEQ ID NO 7

<211> LENGTH: 4020

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 7

ggcacgaggg tggagccgag cggtgcggag cagatctggt ggttcteccgg agagcagett 60
ccttgggtgt tacatgagcc aagccctcac tgtacagaag agtgagagct gaaacctgtt 120
ccectgagetg atcagaagga catcccttgg cccctecate tgggectcecctg tggataggag 180
gggctgggtg agcaggccag ctgggctatg gtgtggtgec teggectgge cgtectcage 240
ctggtcatca gecaggggge tgacggtega gggaagectyg aggtggtate ggtggtggge 300
cgggctgagg agagtgtggt gctgggetgt gacctgctge ccceggecgg ceggeceecce 360
ctgcatgtca tcgagtggect gcgectttgga ttcctgectte ccatcttcat ccagttecgge 420
ctctactcte cccgaattga ccctgattac gtgggacgag tccggctgca gaagggggec 480
tcteteccaga ttgagggtet ccgggtggaa gaccaggget ggtacgagtg cegegtgtte 540
ttcctggace agcacatccc tgaagacgat tttgctaacg gctcctgggt gecatctgaca 600
gtcaattcac cccctcaatt ccaggagaca cctcctgctg tgttggaagt gcaggaactg 660
gagcctgtga ccctgecgttg tgtggeccecgt ggcagccccce tgocctcatgt gacgtggaag 720
ctcecgaggaa aggaccttgg ccagggccag ggccaggtge aagtgcagaa cgggacgctg 780
cggatccgece gggtagageg aggcagctct ggggtctaca cctgeccaage ctccagecact 840
gagggcageg ccacccacge cacccagetg ctagtgetag gaccecccagt categtggtg 900
ccccccaaga acagcacagt caatgcctce caggatgttt cattggectg ccatgctgag 960
gcataccctg ctaacctcac ctacagctgg ttccaggaca acatcaatgt cttccacatt 1020
agccgectge agccccgggt gcagatcectg gtggacggga gecctgcgget getggecacc 1080
cagcctgatg atgcceggetg ctacacctgt gtgecccageca atggecctecct geatccacce 1140

tcagectetyg cetaccteac tgtgetetge atgecggggg tgatcegetg cecggttegt 1200
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gccaacccce cactgctett tgtcagetgg accaaggatg gaaaggccct gcagctggac 1260
aagttccetg gectggteccca gggcacagaa ggctcactga tcatcgecect ggggaacgag 1320
gatgccetgg gagaatactc ctgcaccccc tacaacagte ttggtaccge cgggeccctet 1380
cctgtgacce gegtgetget caaggetecc ccagetttta tagageggece caaggaagaa 1440
tatttccaag aagtagggcg ggagctgctc atccccetget ccgecccaagg ggaccctcct 1500
cctgttgtcet cttggaccaa ggtgggccgg gggctgcaag gccaggccca ggtggacagce 1560
aacagcagcc tcatcctgeg accattgacc aaggaggccc acgggcactg ggaatgcagt 1620
gccageaatyg ctgtggeceyg agtggecace tecacqgaacyg tetacgtget gggeactage 1680
cctecatgttg tcaccaatgt gtecegtggtg getttgecocca agggtgecaa tgtetectgg 1740
gagcctgget ttgatggtgg ttatctgcag agattcagtg tctggtacac cccactggec 1800
aagcgtcctg accgaatgca ccatgactgg gtgtcecttgg cagtgcctgt gggggcotget 1860
cacctcectag tgccaggget gecageccccac acccagtacc agttcagegt getageotcag 1920
aacaagctgg ggagtggtcc cttcagcgaa atcgtettgt ctgeteccgga agggettect 1980
accacgccag ctgcacccgg gcttccccca acagagatac cgcctcccct gtcccctecg 2040
cggggtctgg tggcagtgag gacaccccgg ggggtactcc tgcattggga tcccccagag 2100
ctggtcccta agagactgga tggctacgtc ttggaaggcc ggcaaggctc ccagggctgg 2160
gaggtgctgg acccggetgt ggcaggcaca gaaacagagce tgctggtgec aggectecatce 2220
aaggatgtte tectacgagtt cegectegty gecttegegg geagettegt cagegaccee 2280
agcaacacgg ccaacgtcete cactteceggt ctggaggtet accettegeg cacgcagetg 2340
ccgggectce tgoctcagec cgtgotggec ggeogtggtgg gcggagtoctg ctttotggga 2400
gtggccgtce ttgtgagcat cctggeccgge tgcctectga accggcogecag ggctgcccge 2460
cgocegecgea agegectceg ccaagatcca cctettatet tetetecgac cgggaagtca 2520
gcetgeaceet ctgetetggyg cteaggecagt cetgacageg tggegaaget gaagetccag 2580
ggatccecag tcoccoccagect geogecagagt ctgetetggg gggatectge cggaactece 2640
agcccccace cggatcctcc atctagccgg ggacccttac ctoctggagec catttgecgg 2700
ggcccagacg ggcgctttgt gatggggeccce actgtggcgg ccccccagga aaggtcaggce 2760
cgggagcagg cagaacctcg gactccagec cagegtctgg ccecggtectt tgactgtage 2820
agcagcagcc ccagtggggc accccagccc ctctgcattg aagacatcag ccctgtggcea 2880
ccocectecag cagccccace cagtcccttg ccaggtecoctg gaccccotget ccagtacctg 2940
agcctgeect tcocttccgaga gatgaatgtg gatggggact ggcccccgeot tgaggagccc 3000
agccctgetg cacccccaga ttacatggat acccggeget gtcccaccte atctttecett 3060
cgttctccag aaacccctee tgtatcccee agggaatcac ttecetgggge tgtggtaggg 3120
getggggeca ctgcagagece cccttacaca gecetggetyg actggacact gagggagegqg 3180
ctgctgeccag gecttetece tgetgecccet cgaggcagec tcaccagcca gagcagcggg 3240
cgaggcagcg cttcgttecct gcggecccecce tccacagcce cctetgcagg aggcagctac 3300
ctcagccctg ctccaggaga caccagcagce tgggccagtg gccctgagag atggccccga 3360
agggagcatg tggtgacagt cagcaagagg aggaacacat ctgtggacga gaactatgag 3420

tgggactcag aatteceetqgy ggacatggaa ttgetggaga ctttgeacet gggettggec 3480
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agctcccgge tcagacctga agctgagaca gagctaggtg tgaagactcc agaggagggce 3540
tgeectccotga acactgecca tgttactgge cctgaggoee getgtgetge cettegggag 3600
gaattcctgg ccttecgecg cegeccgagat goctactaggg cteggetace agectatcga 3660
cagccagtee ccocaccecga acaggccact ctgetgtgaa catccctaat gtgaggetgt 3720
gaaaaggcat atggacctgc aaaggaggcc cccaaccaga cagacctagt ttcaaacgag 3780
ggcactgcce ctgcctgece ctttggtgec caggcacaga ccctgatagt gggtttgggt 3840
caccttggta tggaatgtat gtgctgaccc cctaggtgag tctggggatt ggaacaggga 3900
tettaggtet gectetetet ctetetetet ctetetetet ctetetetgt gtgtgtgtgt 3960
gtgtgtgaag ttttttacag gtgaataaac aaagtttgaa agaaaaaaaa aaaaaaaaaa 4020
<210> SEQ ID NO 8

<211> LENGTH: 1284

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 8

ggcacgaggg tctccgecctg caggtgcaga catctggagg agagagtcqgg agagcagaaa 60
ccacttgget cccagacaat tcccctacag gectttgggee tggaattgag gagaaagtga 120
gctaagttgg ggtggggtga gtccaaagaa gcacgggctg ggccaagcta agctgctctg 180
ggctgggetg atccctecce actcagggge gggaccccag gaggagggag aggacagagce 240
cactgcagag gaccagacty ggaaaacaac gatatggcag gagecagtet tggggeccge 300
ttctaccgge agatcaaaag acatccgggg atcatcccga tgatcggett aatctgectg 360
ggcatgggca gcgctgcget ttacttgetg cgactcgcce ttcgcageccce cgacgtetge 420
tgggacagaa agaacaaccc ggagccctgg aaccgcctga gccccaatga ccaatacaag 480
ttecettgeag tttccactga ctataagaag ctgaagaagg accggccaga cttctaagece 540
aggctggget gecagtgeca tgcaagcecac agccagecag cccatccact tettecacte 600
ctcecccgeag gecccaagge atcactcecgg ccaccetgte ccgectactge ttacacagge 660
cgggttccca cgcagagggg aggctgctcc acccctactc tcctcccttg cteccagecag 720
cggaagcgcc tctgaccctt ggcttgagte ccacgtgggg gaggaggagg caggcagcac 780
cagcaggggt ccaccaagag cccagaccag cccctetgece ctecetacceg ggectcgaag 840
ggtgtggcac aggctacgtg ttgagcgtgg cctacgtgag ccaacaagaa gcaggggcct 900
ctgagtgcca agcgacgtgg cgggctccac gttagcccag gctctgagag ccagcccagg 960
ggcggegetg ctcagettgg gotggtccag ggeoctgoccca ggotggggea cetttgectce 1020
ctgaggcgeca gcgcactcct cccctgeccca agcctactge ctceccgetge cgccagtacc 1080
ccctecagee ccacacctgg geoctcccccet gecactccee tcecettgete cectetgtece 1140
ccagggatca aacagaagcea gecgtgggca aaatacaatt tcatttaaca aattgaaaaa 1200
aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 1260
aanaaaaaaa aaaaaaaaaa aaaa 1284
<210> SEQ ID NO 9

<211> LENGTH: 4165

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens
<220> FEATURE:
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<221> NAME/KEY: misc_feature
<222> LOCATION: (4076)..(4076)
<223> OTHER INFORMATION: n is a, ¢, g, or t
<220> FEATURE:
<221> NAME/KEY: misc_feature
<222> LOCATION: (4091)..(4091)
<223> OTHER INFORMATION: n is a, ¢, g, or t
<400> SEQUENCE: 9
cgggctactt tgaaaggaca accatttttc tttccgctaa tttataatgg ttttgaagtg 60
gttgttcatt ctcaaacata gacttttaaa tgttaggtct ttcctataac tctttgttat 120
tggaagttte aaggatttgg acactcaatt aaggattcotg tectetecte attectttgg 180
ttttggccca aatgattatg tttcetettt ttgggaagat ttotectgggt attttgatat 240
ttgtcctgat agaaggagac tttccatcat taacagcaca aacctactta tctatagagg 300
agatccaaga acccaagagt gcagtttctt ttctcctgec tgaagaatca acagaccttt 360
ctctagetac caaaaagaaa cagcctectgg accgcagaga aactgaaaga cagtggttaa 420
tcagaaggcg gagatctatt ctgtttccta atggagtgaa aatctgccca gatgaaagtg 480
ttgcagaggc tgtggcaaat catgtgaagt attttaaagt ccgagtgtgt caggaagctg 540
tctgggaage cttcaggact ttttgggatc gacttecctgg gcgtgaggaa tatcattact 600
ggatgaattt gtgtgaggat ggagtcacaa gtatatttga aatgggcaca aattttagtg 660
aatctgtgga acatagaagc ttaatcatga agaaactgac ttatgcaaag gaaactgtaa 720
gcagetetga actgtettet ccagttectg ttggtgatac ttcaacattg ggagacacta 780
ctctcagtgt tccacatcca gaggtggacg cctatgaagg tgcctcagag agcagcttgg 840
aaaggccaga ggagagtatt agcaatgaaa ttgagaatgt gatagaagaa gccacaaaac 900
cagcaggtga acagattgca gaattcagta tccacctttt ggggaagcag tacagggaag 960
aactacagga ttcctccage tttcaccacc agcaccttga agaagaattt atttcagagg 1020
ttgaaaatge atttactgqgg ttaccagget acaaggaaat tegtgtactt gaatttaggt 1080
ccoceccaagga aaatgacagt ggcogtagatg tttactatge agttacctte aatggtgagg 1140
ccatcagcaa taccacctgg gacctcatta gccttcactc caacaaggtg gaaaaccatg 1200
gccttgtgga actggatgat aaacccactg ttgtttatac aatcagtaac ttcagagatt 1260
atattgctga gacattgcag cagaattttt tgctggggaa ctecttccttg aatccagatce 1320
ctgattcect geagettatce aatgtgagag gagttttgeg tcaccaaact gaagatctag 1380
tttggaacac ccaaagttca agtcttcagg caacgccgtc atctattectg gataatacct 1440
ttcaagctge atggccctca gcagatgaat ccatcaccag cagtattcca ccacttgatt 1500
tcagctctgg tcctccctca gecactggea gggaactctg gtcagaaagt cctttgggtg 1560
atttagtgtc tacacacaaa ttagccttte cctcgaagat gggectcage tetteccecag 1620
aggttttaga ggttageage ttgactette attetgteac ceceggeagtg cttcagactg 1680
gcttgectgt ggettetgag gaaaggactt ctggatctca cttggtagaa gatggattag 1740
ccaatgttga agagtcagaa gattttcttt ctattgattc attgccttca agttcattca 1800
ctcaacctgt gccaaaagaa acaataccat ccatggaaga ctctgatgtg tccttaacat 1860
cttcaccata tctgacctet tctatacctt ttggettgga ctecettgacce tccaaagtca 1920
aagaccaatt aaaagtgage cctttectge cagatgeate catggaaaaa gagttaatat 1980
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ttgacggtgg tttaggttca gggtctgggc aaaaggtaga tctgattact tggccatgga 2040
gtgagacttc atcagagaag agcgccgaac cactgtccaa gececgtggett gaagatgatg 2100
attcactttt geccagectgag attgaagaca agaaactagt tttagttgac aaaatggatt 2160
ccacagacca aattagtaag cactcaaaat atgaacatga tgacagatcc acacacttte 2220
cagaggaaga gcctcttagt gggcctgetg tgcccatctt cgcagatact gcagctgaat 2280
ctgcgtctcet aaccctcccce aagcacatat cagaagtacc tggtgttgat gattgctcag 2340
ttaccaaagc acctcttata ctgacatctg tagcaatctc tgccetctact gataaatcag 2400
atcaggeaga tgecatcecta agggaggata tggaacaaat tactgagtea tccaactatg 2460
aatggtttga cagtgaggtt tcaatggtaa agccagatat gcaaactttg tggactatat 2520
tgccagaatc agagagagtt tggacaagaa cttcttccct agagaaattg tccagagaca 2580
tattggcaag tacaccacag agtgctgaca ggctctggtt atctgtgaca cagtctacca 2640
aattgcctce aaccacaatc tccaccctge tagaggatga agtaattatg ggtgtacagg 2700
atatttcgtt agaactggac cggataggca cagattacta tcagcctgag caagtccaag 2760
agcaaaatgg caaggttggt agttatgtgg aaatgtcaac aagtgttcac tccacagaga 2820
tggttagtgt ggcttggccc acagaaggag gagatgactt gagttatacc cagacttcag 2880
gagctttggt ggttttcttc agecctccgag tgactaacat gatgttttca gaagatctgt 2940
ttaataaaaa ctccttggag tataaageccc tggagcaaag attcttagaa ttgetggtte 3000
cctateteca gteaaatete acggggttec agaacttaga aatectcaac ttcagaaatg 3060
gcagcattgt ggtgaacagt cgaatgaagt ttgccaatte tgtccctect aacgtcaaca 3120
atgcggtgta catgattctg gaagactttt gtaccactgc ctacaatacc atgaacttgg 3180
ctattgataa atactctctt gatgtggaat caggtgatga agccaaccct tgcaagtttc 3240
aggcctgtaa tgaattttca gagtgtctgg tcaacccctg gagtggagaa gcaaagtgca 3300
gatgettece tggataccety agtgtggaag aacqggecctg tcagagtete tgtgacctac 3360
agcctgactt ctgcttgaat gatggaaagt gtgacattat gecetgggcac ggggecattt 3420
gtaggtgccg ggtgggtgag aactggtggt accgaggcaa gcactgtgag gaatttgtgt 3480
ctgagccecgt gatcataggc atcactattg cctcecgtggt tggacttett gtcatctttt 3540
ctgctatcat ctacttettc atcaggacte ttcaagcaca ccatgacagg agtgaaagag 3600
agagtccett cagtggetce agcaggcage ctgacagcocct ctcatctatt gagaatgetg 3660
tgaagtacaa ccccgtgtat gaaagtcaca gggctggatg tgagaagtat gagggaccct 3720
atcctcagca tcccttctac agctctgecta gcggagacgt gattggtggg ctgagcagag 3780
aagaaatcag acagatgtat gagagcagtg agctttccag agaggaaatt caagagagaa 3840
tgagagtttt ggaactgtat gccaatgatc ctgagtttge agettttgtg agagagcaac 3900
aagtggaaga ggtttaacca aaactcctgt tetgaaactg attagaagece tggagaagat 3960
ggagattact tgttacttat gtcatataat taacctggat tttaaacact gttggaagaa 4020
gagttttcta tgaaaaaatt aaatataggg cacactgttt ttttttcagc ttaagntttc 4080
agaatgtagt nagagatgtw mcatttttat ttctataaag actgaatgct gtgtttaaat 4140

aattgaaaac tacgttaaaa aaaaa 4165

<210> SEQ ID NO 10
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<211> LENGTH: 1237
<212> TYPE: DNA
<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 10
gaattcggca cgaggcctcg tgccggggag caacctcage ttctagtatc cagactccag 60
cgccgccccg ggcogcggacc ccaaccccga cccagagctt ctcoccagegge ggcogcagcga 120

gcagggctecce ccgceccttaac ttcctecgeg gggeccagece accttcggga gteccgggttg 180
cccacctgca aactctcege cttetgcace tgccacccet gagccagege gggegcccga 240
gcgagtcatg gecaacgegy ggctgcaget gttgggette attetegect tectgggatg 300
gatcggcgee atcgtcagca ctgccctgec ccagtggagg atttactect atgecggega 360
caacatcgtg accgcccagg ccatgtacga ggggctgtgg atgtcctgcg tgtcgcagag 420
caccgggcag atccagtgca aagtctttga ctccttgoctg aatctgagca gcacattgca 480
agcaacccgt gecttgatgg tggttggecat cctectggga gtgatagcaa tetttgtgge 540
caccgttgge atgaagtgta tgaagtgctt ggaagacgat gaggtgcaga agatgaggat 600
ggctgtcatt gggggcgcga tatttcttct tgcaggtctg gectattttag ttgeccacage 660
atggtatggc aatagaatcg ttcaagaatt ctatgaccct atgaccccag tcaatgccag 720
gtacgaattt ggtcaggctc tcttcactgg ctgggetget gettctctet gecttectggg 780
aggtgcccta ctttgectgtt cctgtecceg aaaaacaacc tcettacccaa caccaaggec 840
ctatccaaaa cctgcacett ccagegggaa agactacgtyg tgacacagag gcaaaaggag 900
aaaatcatgt tgaaacaaac cgaaaatgga cattgagata ctatcattaa cattaggacc 960
ttagaatttt gggtattgta atctaaagta tgttattaca aaacaaacaa acaaacaaaa 1020
aacccatgtg ttaaaatact cagtgctaaa catggcttaa tcttatttta tcttctttcece 1080
tcaatatagg agggaagatt tttccatttg tattactget tcccattgag taatcatact 1140
caaatqggqggg aaggggtget ccettaaatat atatagatat gtatatatac atgtttttet 1200
attaaaaata gccagtaaaa aaaaaaaaaa aaaaaaa 1237
<210> SEQ ID NO 11

<211> LENGTH: 2010

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 11

acagttgttg caaagtgctc agcactaagg gagccagcgc acagcacagc caggaaggcg 60
agcgagccca gccagcccag ccagcccagc cagcccggag gtcatttgat tgcccgecte 120
agaacgatgg atctgcatct cttcgactac tcagagccag ggaacttctc ggacatcagce 180

tggccatgeca acagcagcga ctgcatcgtg gtggacacgg tgatgtgtec caacatgecce 240
aacaaaagcg tcctgeteta cacgetetece ttcatttaca ttttecatett cgteategge 300
atgattgcca actccgtggt ggtctgggtg aatatccagg ccaagaccac aggctatgac 360
acgcactgct acatcttgaa cctggccatt gccgacctgt gggttgtcct caccatccca 420
gtctgggtgg tcagtctegt gcagcacaac cagtggccca tgggcgagct cacgtgcaaa 480
gtcacacacc tcatcttete catcaaccte ttcggecageca ttttetteet cacgtgeatg 540

agegtggace getacctete catcacctac ttcaccaaca ccccecageag caggaagaaqg 600
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atggtacgcc gtgtcgtctg catcctggtg tggectgectgg cecttectgegt gtetetgect 660
gacacctact acctgaagac cgtcacgtct gcgtccaaca atgagaccta ctgcecggtcec 720
ttctaccccg agcacagcat caaggagtgg ctgatcggca tggagectggt ctecegttgtce 780
ttgggctttg cegttccett ctccattatc getgtettet acttectget ggeccagagec 840
atctcggegt ccagtgacca ggagaagcac agcagccgga agatcatctt ctcctacgtg 900
gtggtcttce ttgtctgetg gectgececctac cacgtggcgg tgectgctgga catcttetcec 960
atcctgeact acatccettt cacctgecegg ctggagcacg ccctettcac ggeccctgeat 1020
gtcacacagt gectgteget ggtgecactge tgegteaace ctgtecteta cagetteate 1080
aatcgcaact acaggtacga gctgatgaag gecttcatet tcaagtacte ggccaaaaca 1140
gggctcacca agctcatcga tgcctccaga gtctcagaga cggagtactc tgccttggag 1200
cagagcacca aatgatctgc cctggagagg ctctgggacg ggtttacttg tttttgaaca 1260
gggtgatggg ccctatggtt ttctagageca aagcaaagta gettcgggte ttgatgettg 1320
agtagagtga agaggggagc acgtgccccc tgcatccatt cteotetttet cttgatgacg 1380
cagctgtecat ttggetgtge gtgctgacag ttttgcaaca ggcagagetg tgtcgcacag 1440
cagtgctgtg cgtcagagcc agctgaggac aggcttgcct ggacttctgt aagataggat 1500
tttectgtgtt tcctgaattt tttatatggt gatttgtatt taaattttaa gactttattt 1560
tctecactatt ggtgtacctt ataaatgtat ttgaaagtta aatatatttt aaatattgtt 1620
tgggaggcat agtgetgaca tatattcaga gtgttgtagt tttaaggtta gegtgactte 1680
agttttgact aaggatgaca ctaattgtta gctgttttga aattatatat atataaatat 1740
atataaatat ataaatatat gccagtcttg gctgaaatgt tttatttacc atagttttat 1800
atctgtgtgg tgttttgtac cggcacggga tatggaacga aaactgcttt gtaatgcagt 1860
ttgtgacatt aatagtattg taaagttaca ttttaaaata aacaaaaaac tgttctggac 1920
tgcaaatetyg cacacacaac gaacagttge atttcagaga gttetetcaa tttgtaagtt 1980
attttttttt aataaagatt tttgtttect 2010
<210> SEQ ID NO 12

<211> LENGTH: 7318

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 12

ctggctctta acggegttta tgtcctttge tgtctgaggg gectcagetc tgaccaatct 60
ggtcttcgtg tggtcattag catgggcttc gtgagacaga tacagctttt gctctggaag 120
aactggaccc tgcggaaaag gcaaaagatt cgctttgtgg tggaactcgt gtggccttta 180
tectttattte tggtcttgat ctggttaagg aatgccaacc cqctctacag ccatcatgaa 240
tgecatttee ccaacaagge gatgecctea gecaggaatge tgecegtgget ccaggggate 300
ttctgcaatg tgaacaatcc ctgttttcaa agccccacce caggagaatc tecctggaatt 360
gtgtcaaact ataacaactc catcttggca agggtatatc gagattttca agaactcctce 420
atgaatgcac cagagagcca gcaccttgge cgtatttgga cagagctaca catcttgtcc 480
caattcatgg acacccteccg gactcaccceg gagagaattg caggaagagg aatacgaata 540

agggatatct tgaaagatga agaaacactg acactattte tcattaaaaa categgectg 600
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tctgactcag tggtctacct tctgatcaac tctcaagtcc gtccagagca gttcgctcat 660
ggagtcccgg acctggeget gaaggacatc gectgeageg aggecctceet ggagegette 720
atcatcttca gccagagacg cggggcaaag acggtgcgct atgccctgtg ctececctetcec 780
cagggcaccce tacagtggat agaagacact ctgtatgcca acgtggactt cttcaagcetc 840
ttcegtgtge ttcccacact cctagacage cgttctcaag gtatcaatct gagatcttgg 900
ggaggaatat tatctgatat gtcaccaaga attcaagagt ttatccatcg gccgagtatg 960
caggacttge tgtgggtgac caggcccetc atgcagaatg gtggtccaga gacctttaca 1020
aagetgatgg geatcctgte tgaccteetyg tgtggetace cecgagggagg tggetetegyg 1080
gtgctctect tcaactggta tgaagacaat aactataagg cctttetggg gattgactece 1140
acaaggaagg atcctatcta ttcttatgac agaagaacaa catccttttg taatgcattg 1200
atccagagcce tggagtcaaa tcctttaacc aaaatcgctt ggagggcgge aaagcctttg 1260
ctgatgggaa aaatcctgta cactcctgat tcacctgcag cacgaaggat actgaagaat 1320
gccaactcaa cttttgaaga actggaacac gttaggaagt tggtcaaagc ctgggaagaa 1380
gtagggccce agatctggta cttctttgac aacagcacac agatgaacat gatcagagat 1440
accctgggga acccaacagt aaaagacttt ttgaataggc agcttggtga agaaggtatt 1500
actgctgaag ccatcctaaa cttcctctac aagggccctc gggaaagcca ggctgacgac 1560
atggccaact tcgactggag ggacatattt aacatcactg atcgcaccct cegectggte 1620
aatcaatace tggagtgett ggtccetggat aagtttgaaa getacaatga tgaaactcag 1680
ctcacccaac gtgccctete tctactggag gaaaacatgt tctgggecgg agtggtatte 1740
cctgacatgt atccctggac cagctctcta ccaccccacg tgaagtataa gatccgaatg 1800
gacatagacg tggtggagaa aaccaataag attaaagaca ggtattggga ttctggtccc 1860
agagctgate ccgtggaaga tttccggtac atctggggeg ggtttgecta tctgecaggac 1920
atggttgaac aggggatcac aaggagccag gtgeaggegg aggetecagt tggaatctac 1980
ctoccageaga tgecctacce ctgettegtg gacgattcott tcatgatcat cetgaaccge 2040
tgtttcccta tcttcatggt gectggcatgg atctactctg tctccatgac tgtgaagage 2100
atcgtcttgg agaaggagtt gcgactgaag gagaccttga aaaatcaggg tgtctccaat 2160
gcagtgattt ggtgtacctg gttcctggac agecttectcca tcatgtegat gagecatctte 2220
ctcoctgacga tattcatcat gecatggaaga atcctacatt acagegacce attcatccte 2280
ttecotgttet tgttggettt ctecactgec accatcatge tgtgetttet getcageace 2340
ttcttctecca aggccagtct ggcagcagec tgtagtggtg tcatctattt caccctctac 2400
ctgccacaca tcctgtgett cgectggcag gaccgcatga ccgectgaget gaagaagget 2460
gtgagcttac tgtctceggt ggecatttgga tttggecactg agtacctggt tegetttgaa 2520
gagcaaggcee tggggctgca gtggagcaac atcgggaaca gtccecacgga aggggacgaa 2580
ttcagettce tgoctgtecat gecagatgatg ctecttgatg ctgegtgeta tggettacte 2640
gcttggtace ttgatcaggt gtttccagga gactatggaa ccccacttcc ttggtacttt 2700
cttctacaag agtcgtattg gcttageggt gaagggtgtt caaccagaga agaaagagcc 2760
ctggaaaaga ccgagcccect aacagaggaa acggaggatc cagagcaccc agaaggaata 2820

cacgactect tetttgaacy tgagecateca gggtgggtte ctggggtatg cgtgaagaat 2880
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ctggtaaaga tttttgagcc ctgtggccgg ccagetgtgg accgtctgaa catcaccttce 2940
tacgagaacc agatcaccgc attcctggge cacaatggag ctgggaaaac caccaccttg 3000
tccatcctga cgggtetgtt gecaccaacce tctgggactg tgotegttgg gggaagggac 3060
attgaaacca gccoctggatge agtceggcag agecttggea tgtgtecaca gcacaacatce 3120
ctgttccacce acctcacggt ggctgagcac atgctgttct atgcccagect gaaaggaaag 3180
tcccaggagg aggcccagct ggagatggaa gccatgttgg aggacacagg cctccaccac 3240
aagcggaatg aagaggctca ggacctatca ggtggcatge agagaaaget gtcggttgece 3300
attgecttty tgggagatge caaggtggtyg attetggacg aacccaccte tggggtggac 3360
ccttactega gacgetcaat ctgggatctg cteetgaagt atcgetcagg cagaaccatce 3420
atcatgccca ctcaccacat ggacgaggcc gaccaccaag gggaccgcat tgccatcatt 3480
gcccagggaa ggctctactg ctcaggcacc ccactcttcc tgaagaactg ctttggcaca 3540
ggcttgtact taaccttggt gecgcaagatg aaaaacatcc agagccaaag gaaaggcagt 3600
gaggggacct gcagctgcetce gtctaagggt ttectccacca cgtgteccage ccacgtcgat 3660
gacctaactc cagaacaagt cctggatggg gatgtaaatg agectgatgga tgtagttctce 3720
caccatgttc cagaggcaaa gctggtggag tgcattggtc aagaacttat ctteccttett 3780
ccaaataaga acttcaagca cagagcatat gccagccttt tcagagagct ggaggagacg 3840
ctggctgace ttggtctcag cagttttgga atttcectgaca ctcecctgga agagattttt 3900
ctgaaggtea cggaggatte tgattcagga cetetgtttg cgggtggege tcageagaaa 3960
agagaaaacg tcaacccccg acacccctge ttgggtccca gagagaaggc tggacagaca 4020
ccccaggact ccaatgtetg ctccccaggg gecgecggotg ctcacccaga gggccagect 4080
ccceccagage cagagtgccce aggcccgcag ctcaacacgg ggacacagct ggtcctccag 4140
catgtgcagg cgctgetggt caagagattc caacacacca tccgcagcca caaggactte 4200
ctggegeaga tegtgetece ggetacettt gtgtttttgg ctetgatget ttetattgtt 4260
atcctteett ttggegaata ccccgetttg accettcace cctggatata tgggcageag 4320
tacaccttct tcagcatgga tgaaccaggc agtgagcagt tcacggtact tgcagacgtc 4380
ctcctgaata agccaggett tggcaaccgc tgcctgaagg aagggtgget tccggagtac 4440
ccetgtggea actcaacacc ctggaagact ccttetgtgt ccccaaacat cacccagetg 4500
ttccagaage agaaatggac acaggtcaac ccttcaccat cctgcaggtg cagcaccagg 4560
gagaagctca ccatgctgcc agagtgccce gagggtgcceg ggggcctccc gcccccccag 4620
agaacacagc gcagcacgga aattctacaa gacctgacgg acaggaacat ctccgacttc 4680
ttggtaaaaa cgtatcctgc tcttataaga agcagcttaa agagcaaatt ctgggtcaat 4740
gaacagaggt atggaggaat ttccattgga ggaaagctcc cagtcgtcce catcacgggg 4800
gaagcacttyg ttgggttttt aagegacett ggeeggatca tgaatgtgag cgggggecet 4860
atcactagag aggcctctaa agaaatacct gatttectta aacatctaga aactgaagac 4920
aacattaagg tgtggtttaa taacaaaggc tggcatgccc tggtcagett tctcaatgtg 4980
gcccacaacg ccatcttacg ggccagectg cctaaggaca ggagccccga ggagtatgga 5040
atcaccgtca ttagccaacc cctgaacctg accaaggage agctctcaga gattacagtg 5100

ctgaccactt cagtggatge tgtggttgec atetgegtga ttttetecat gtecttegte 5160
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ccagccagct ttgtccttta tttgatccag gagcgggtga acaaatccaa gcacctccag 5220
tttatcagtg gagtgagccc caccacctac tgggtgacca acttcectetg ggacatcatg 5280
aattattccg tgagtgetgg getggtggtg ggcatcttca tcgggtttca gaagaaagece 5340
tacacttcte cagaaaacct tcctgecctt gtggcactge tectgetgta tggatgggeg 5400
gtcattccca tgatgtaccc agcatccttc ctgtttgatg tccccagcac agcctatgtg 5460
gctttatctt gtgctaatct gttcatcgge atcaacagca gtgctattac cttcatcttg 5520
gaattatttg ataataaccg gacgctgetc aggttcaacg ccgtgetgag gaagetgete 5580
attgtettee cecacttety cetgggeegy ggecteattg accttgeact gagecagget 5640
gtgacagatg tctatgcccg gtttggtgag gagcactcoctg caaatcegtt ccactgggac 5700
ctgattggga agaacctgtt tgccatggtg gtggaagggg tggtgtactt cctcctgacc 5760
ctgctggtce agcgccactt cttectctec caatggattg ccgagcccac taaggagccc 5820
attgttgatg aagatgatga tgtggctgaa gaaagacaaa gaattattac tggtggaaat 5880
aaaactgaca tcttaaggct acatgaacta accaagattt atctgggcac ctccagccca 5940
gcagtggaca ggctgtgtgt cggagttcge cctggagagt getttggect cetgggagtg 6000
aatggtgccg gcaaaacaac cacattcaag atgctcactg gggacaccac agtgacctca 6060
ggggatgcca ccgtagcagg caagagtatt ttaaccaata tttctgaagt ccatcaaaat 6120
atgggctact gtcctcagtt tgatgcaatc gatgagectge tcacaggacg agaacatctt 6180
tacctttatg cecggetteg aggtgtacca gcagaagaaa tegaaaaggt tgcaaactgg 6240
agtattaaga gcctgggect gactgtetac gecgactgece tggetggcac gtacagtggg 6300
ggcaacaagc ggaaactctc cacagccatc gcactcattg gctgcccacc getggtgetg 6360
ctggatgagc ccaccacagg gatggacccc caggcacgcc gcatgctgtg gaacgtcatc 6420
gtgagcatca tcagaaaagg gagggctgtg gtcctcacat cccacagcat ggaagaatgt 6480
gaggcactgt gtacccegget ggecatcatyg gtaaagggeg ccetttegatg tatgggeace 6540
attcagcate tcaagtccaa atttggagat ggctatatcg tcacaatgaa gatcaaatcce 6600
ccgaaggacg acctgcttcc tgacctgaac cctgtggagc agttcttcca ggggaacttc 6660
ccaggcagtg tgcagaggga gaggcactac aacatgctcc agttccaggt ctcctcetcece 6720
tceocetggega ggatcttcca getccteete tcccacaagg acageeotget catcgaggag 6780
tactcagtca cacagaccac actggaccag gtgtttgtaa attttgctaa acagcagact 6840
gaaagtcatg acctccctct gcaccctcga gctgetggag ccagtcgaca agcccaggac 6900
tgatctttca caccgctcgt tcctgcagec agaaaggaac tctgggcagc tggaggcgca 6960
ggagcctgtg cccatatggt catccaaatg gactggccca gcgtaaatga ccccactgca 7020
gcagaaaaca aacacacgag gagcatgcag cgaattcaga aagaggtctt tcagaaggaa 7080
accgaaactyg acttgetcac ctggaacace tgatggtgaa accaaacaaa tacaaaatcce 7140
ttetecagac ccecagaacta gaaaccccegg gecatcccac tageagettt ggectecata 7200
ttgctctcat ttcaagcaga tctgcttttc tgcatgtttg tetgtgtgte tgocgttgtgt 7260
gtgattttca tggaaaaata aaatgcaaat gcactcatca caaaaaaaaa aaaaaaaa 7318
<210> SEQ ID NO 13

<211> LENGTH: 2663
<212> TYPE: DNA
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<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 13
ggcacgaggc tggtgtttag caactccgac cacctgcctg ctgaggggect agagccctca 60

gcccagacce tgtgeccecg gocecgggetcet catgegtgga atggtgetgt gecccttgece 120
agcaggccag gctcaccatg gtgccgcatg ccatcttgge acgggggagg gacgtgtgca 180
ggcggaatgg actcctcatc ctgtctgtge tgtctgtcat cgtgggetge ctectegget 240
tcttettgag gacceggege ctctcaccac aggaaattag ttacttccag ttcectggag 300
agctectgat gaggatgetyg aagatgatga tcectgecact ggtggtetec agettgatgt 360
ccggacttge ctccetggat geccaagacct ctagecegocet gggegtecte accgtggegt 420
actacctgtg gaccaccttc atggctgtca tcgtgggcat cttcatggtc tccatcatcc 480
acccaggcag cgcggcccag aaggagacca cggagcagag tgggaagccc atcatgagcet 540
cagccgatge cctgttggac ctcatccgga acatgttcce agccaaccta gtagaageca 600
cattcaaaca gtaccgcacc aagaccaccc cagttgtcaa gtcccccaag gtggcaccag 660
aggaggcccce tccteggegg atcctcatct acggggtcca ggaggagaat ggctcccatg 720
tgcagaactt cgccctggac ctgaccccge cgcccgaggt cgtttacaag tcagagccgg 780
gcaccagcga tggcatgaat gtgctgggca tcgtcttcoctt ctectgccacce atgggcatca 840
tgctgggecg catgggtgac agcggggecc ccctggtcag cttetgecag tgcctcaatg 900
agtcggtcat gaagategtyg geggtggetg tgtggtattt cecettegge attgtgttcece 960
tcattgeggg taagatcetg gagatggacg accccaggge cgteggeaag aagetggget 1020
tctactcagt caccgtggtg tgcgggetgg tgctccacgg gotctttatce ctgcocccctge 1080
tctacttctt catcaccaag aagaatccca tcgtcttcat ccgeggecatc ctgcaggetce 1140
tgctcatege gectggecace tccteccaget cageccacact geccatcace ttcaagtgec 1200
tgetggagaa caaccacate gaccggegea tegetegett cgtgetgece gtgggtgeca 1260
ccatcaacat ggacggcact gcogectctacg aggetgtgge cgecatcette atcgeccagg 1320
tcaacaacta cgagctggac tttggccaga tcatcaccat cagtatcaca gccactgcag 1380
ccagcattgg ggcagctggc atcccccagg ccggectcgt caccatggtc atcgtgcetca 1440
cctecegtggg actgeoccacce gatgacatca ccctcatcat tgecegttgac tgggetetgg 1500
accgtttecg caccatgatt aacgtgetgg gtgatgeget ggcagegggg atcatggecce 1560
atatatgtcg gaaggatttt gcccgggaca caggcaccga gaaactgetg ccctgcgaga 1620
ccaagccagt gagcctccag gagatcgtgg cagcccagca gaatggctgt gtgaagagtg 1680
tagccgagge ctccgagetc accctgggec ccacctgcoce ccaccacgtc cccgttcaag 1740
tggagcggga tgaggagctg cccgetgega gtctgaacca ctgcaccatc cagatcageg 1800
agctggagac caatgtetga gectgeggag ctgeagggge aggegaggec tcecaggggca 1860
gggtcctgag gcaggaactc gactctccaa cccteectgag cagccggecag gggcecaggat 1920
cacacattct tctcaccctt gagaggctgg aattaacccc gcttgacgga aaatgtatct 1980
cagagaaggg aaaggctgca tgggggagcc ccatccaggg agtgatgggc ccggcattge 2040
ctgaggececce getgtgacag tttecceggt gtgageccgg tgagggegge aggcaggggt 2100

tatcceggece cactttetgg atgacagact tgaggetetg agagetgaaa acacttgtec 2160
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aaggtctcac gttaaggtca agacactaac tcaaatcttt caagccccge ctctectett 2220
ggaggacagg gcagcctgca gctgtgtcca ggcccaggec ccaccccata acaggtggec 2280
tcagccacac agttctcccc aaggggagca gcccagggec aagccccgct gecttcccca 2340
ggccacagtg cgtccagtet ccetgtectge cacgtgteott ttgcaaaget cettggatgt 2400
ggagacagat gtctttacta gagctgaaag gcccccttga cacatccagg ccaacctccc 2460
atggaatagg taggcaagcc aggactccgg gaaggaggtg cagccaggat gctctggtgg 2520
agctgcegat ggggecctgg tgtcagaact ccccaaagge ctgtgegtec aagtggagtce 2580
aggtttteta ttectttetyg tgtttgcaaa ttcagtgtta actaaataaa ggtattttgt 2640
ttttcaaaaa aaaaaaaaaa aaa 2663
<210> SEQ ID NO 14

<211> LENGTH: 2993

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 14

gggcctgcag ttggcagaag ggtcccggge ccagagccag cggggccgtg ctgagacgge 60
gtacgtgcce tgcgtgagtg cgtggcggcg gcgcgtgcge taggggagtg ggcggtgagg 120
cctggtccac gtgcgtcect tccecgggace cccgcagcoctt ggcgeccage ggctacgtga 180
gcraaggcac ccggatgtcece gegeccctet ccgagtgaca agtcccggec tecggteecg 240
cagtgecege agecteggee ggegtccacg cattgecatyg gtgactgtgg geaactactg 300
cgaggccgaa gggcccgtgg gtccggectg gatgcaggat ggcctgagtc cetgettett 360
cttcacgcte gtgccctecga cgcggatgge tctagggact ctggecttgg tgctggetet 420
tccectgcaga cgecgggage ggcccgetgg tgctgatteg ctgtettggg gggceccggecce 480
tegeatctet ccctacgtge tgecagetget tctggccaca cttcaggegg cgetgecect 540
ggceggeetg getggeeggy tgggeactge ccggggggec ccactgecaa getatctact 600
tctggecctee gtgctggaga gtctggecgg cgectgtgge ctgtggetge ttgtcgtgga 660
gcggagccag gcacggcagc gtctggcaat gggcatctgg atcaagttca ggcacagcecc 720
tggtctcetg ctecctetgga ctgtggegtt tgcagetgag aacttggeccce tggtgtettg 780
gaacagccca cagtggtggt gggcaaggge agacttggge caacaggttce agtttagect 840
gtgggtgctg cggtatgtgg tctctggagg gctgtttgtc ctgggtctect gggeccetgg 900
acttcgtcce cagtcctata cattgcaggt tcatgaagag gaccaagatg tggaaaggag 960
ccaggttcgg tcagcagccc aacagtctac ctggcgagat tttggcagga agctccocgect 1020
cctgagtgge tacctgtgge ctcgagggag tccagetctg cagetggtgg tgctecatctg 1080
cctggggete atgggtttgg aacgggcact caatgtgttg gtgectatat tctataggaa 1140
cattgtgaac ttgctgacty agaaggcace ttggaactet ctggectgga ctgttaccag 1200
ttacgtectte ctcaagttee teccagggggg tggcactgge agtacagget tegtgageaa 1260
cctgcgecace ttcctgtgga tcecgggtgca gcagttcacg tctcggeggg tggagoctget 1320
catcttctce cacctgecacg agctctcact gcgetggcac ctggggegec gcacagggga 1380
ggtgctgegg atcgeggatc ggggcacatc cagtgtcaca gggetgetca getacctggt 1440

gttcaatgte atccccacge tggecgacat catcattgge atcatctact tcageatgtt 1500
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cttcaacgce tggtttggec tcattgtgtt cctgtgcatg agtctttacc tcaccctgac 1560
cattgtggtc actgagtgga gaaccaagtt tcgtegtget atgaacacac aggagaacgce 1620
tacccgggca cgagcagtgg actctetget aaacttcgag acggtgaagt attacaacge 1680
cgagagttac gaagtggaac gctatcgaga ggccatcatc aaatatcagg gtttggagtg 1740
gaagtcgagc gcttcactgg ttttactaaa tcagacccag aacctggtga ttgggoctcgg 1800
gctcctegee ggetccctge tttgecgcata ctttgtcact gagcagaagc tacaggttgg 1860
ggactatgtg ctectttggeca cctacattat ccagetgtac atgeccctca attggtttgg 1920
cacctactac aggatgatec agaccaactt cattgacatg gagaacatgt ttgacttget 1980
gaaagaggag acagaagtga aggaccttcc tggagcaggg cccetteget ttcagaaggg 2040
ccgtattgag tttgagaacg tgcacttcag ctatgccgat gggcgggaga ctctgcagga 2100
cgtgtcttte actgtgatgc ctggacagac acttgccctg gtgggcccat ctggggcagg 2160
gaagagcaca attttgcgec tgetgttteg cttetacgac atcagetetg getgeatcceg 2220
aatagatggg caggacattt cacaggtgac ccaggcctct cteceggtete acattggagt 2280
tgtgccccaa gacactgtce tctttaatga caccatcgec gacaatatce gttacggecg 2340
tgtcacagct gggaatgatg aggtggaggc tgctgctcag gctgcaggca tccatgatge 2400
cattatggct ttccctgaag ggtacaggac acaggtgggc gagcggggac tgaagctgag 2460
cggceggggag aagcagcegeg tcgecattge ccgecaccatce ctcaaggete cgggeatcat 2520
tetgetggat gaggeaacqgt cagegetgga tacatctaat gagagggeca tecaggette 2580
tctggccaaa gtotgtgeca accgcaccac catcgtagtg gcacacagge tcetcaactgt 2640
ggtcaatgct gaccagatcc tcgtcatcaa ggatggctgc atcgtggaga ggggacgaca 2700
cgaggctctg ttgtcccgag gtggggtgta tgctgacatg tggcagectge agcagggaca 2760
ggaagaaacc tctgaagaca ctaagcctca gaccatggaa cggtgacaaa agtttggcca 2820
cttecctete aaagactaac ccagaaggga ataagatgtg tetectttece ctggettatt 2880
tcatcctggt cttggggtat ggtgetaget atggtaaggg aaagggacct ttecgaaaaa 2940
catcttttgg ggaaataaaa atgtggactg tgaaaaaaaa aaaaaaaaaa aaa 2993
«210> SEQ ID NO 15

<211> LENGTH: 1733

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 15

gggcaatttg ttagttatcc gccgccacca agacgcggca cggcgcctgg accggagggg 60
ccecegegegg gegcgaactt tgggetcggg cgagtgggtg gtgetccgec cagcccgaga 120
cgggcegggeg cgcgggecaa tgggtgecge ctettggoeg cggggggece cgaccegtgg 180
gteceggeca ceagegecce agecccegagg ctcagaageg geaggeggag gegeggtecg 240
ggcgctatgg ccatgccegg cgggtcetcac gecggetgcec ctecgeccegge gegecttegg 300
tagggggege ccggggccca gctggecccgg ccatgetget ggagacacag gacgcgctgt 360
acgtggcget ggagctggtc atcgccgege tttecggtgge gggcaacgtg ctggtgtgeg 420
ccgeggtggg cacggcgaac actctgcaga cgcccaccaa ctacttectg gtgteccetgg 480

ctgeggeega cgtggeegty gggetetteg ccateecctt tgecatcace atcagectgg 540
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gcttctgcac tgacttctac ggctgectet tecctecgectg cttegtgetg gtgetcacge 600
agagctccat cttcagecett ctggecegtgg cagtcgacag atacctggec atctgtgtcec 660

cgctcaggta taaaagtttg gtcacgggga cccgagcaag aggggtcatt getgtcctcet 720
gggtccttge ctttggecatc ggattgacte cattcetggg gtggaacagt aaagacagtg 780
ccaccaacaa ctgcacagaa ccctgggatg gaaccacgaa tgaaagctgc tgccttgtga 840
agtgtctctt tgagaatgtg gtccccatga gctacatggt atatttcaat ttctttgggt 900
gtgttctgee cccactgett ataatgetgg tgatctacat taagatctte ctggtggect 960
gcaggcaget tcagegeact gagetgatgg accactcgag gaccacccete cagegggaga 1020
tccatgcage caagtcactg gecatgattg tggggatttt tgcectgtge tggttacctg 1080
tgcatgectgt taactgtgtc actcttttcc agccagctca gggtaaaaat aagcccaagt 1140
gggcaatgaa tatggccatt cttctgtcac atgccaattc agttgtcaat cccattgtct 1200
atgcttaccg gaaccgagac ttccgetaca cttttcacaa aattatctee aggtatette 1260
tctgccaage agatgtcaag agtgggaatg gtcaggctgg ggtacagect getcteggtg 1320
tgggcctatg atctaggete tecgectette caggagaaga tacaaatcca caagaaacaa 1380
agaggacacg gctggttttc attgtgaaag atagctacac ctcacaagga aatggactgc 1440
ctctettgag cacttccectg gagctaccac gtatctaget aatatgtatg tgtcagtagt 1500
aggctccaag gattgacaaa tatatttatg atctattcag ctgettttac tgtgtggatt 1560
atgecaacag cttgaatgga ttctaacaga ctettttgtt tttaaaagte tgecttgttt 1620
atggtggaaa attactgaaa ctattttact gtgaaacagt gtgaactatt ataatgcaaa 1680
tactttttaa cttagaggca atggaaaaat aaaagttgac tgtactaaaa atg 1733
<210> SEQ ID NO 16

<211> LENGTH: 3338

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 16

cccagcccgg ccccgecgce ccggotgege acgcgacgcce ccctccaggce cccgctcetg 60
cgcectattt ggtcattecgg ggggcaageg gcgggagggg aaacgtgcgce ggccgaaggg 120
gaagcggage cggcgccgge tgcgcagagg agccgetcocte gecgecgeca ceteggetgg 180
gagcccacga ggctgccgca tcctgcccte ggaacaatgg gactcggege gecgaggtget 240

tgggccgege tgctcctggg gacgctgcag gtgectageoge tgctggggge cgcccatgaa 300

agcgcagcca tggcggagac tctccaacat gtgeccttcoctg accatacaaa tgaaacttcc 360
aacagtactg tgaaaccacc aacttcagtt gcctcagact ccagtaatac aacggtcacc 420
accatgaaac ctacagcgge atctaataca acaacaccag ggatggtctc aacaaatatg 480
acttctacca ccttaaagte tacacccaaa acaacaagtg tttcacagaa cacatctcag 540
atatcaacat ccacaatgac cgtaacccac aatagttcag tgacatctgc tgcttcatca 600

gtaacaatca caacaactat gcattctgaa gcaaagaaag gatcaaaatt tgatactggg 660
agctttgttg gtggtattgt attaacgctg ggagttttat ctattcttta cattggatgce 720
aaaatgtatt actcaagaag aggcattcgg tatcgaacca tagatgaaca tgatgccatc 780

atttaaggaa atccatggac caaggatgga atacagattg atgetgecet atcaattaat 840
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tttggtttat taatagttta aaacaatatt ctctttttga aaatagtata aacaggccat 900
gcatataatg tacagtgtat tacgtaaata tgtaaagatt cttcaaggta acaagggttt 960
gggttttgaa ataaacatct ggatcttata gaccgttcat acaatggttt tagcaagttc 1020
atagtaagac aaacaagtcc tatctttttt tttttggetg gggtggggge attggtcaca 1080
tatgaccagt aattgaaaga cgtcatcact gaaagacaga atgccatctg ggcatacaaa 1140
taagaagttt gtcacagcac tcaggatttt gggtatcttt tgtagctcac ataaagaact 1200
tcagtgettt tcagagetgg atatatctta attactaatg ccacacagaa attatacaat 1260
caaactagat ctgaagcata atttaagaaa aacatcaaca ttttttgtge tttaaactgt 1320
agtagttggt ctagaaacaa aatactccaa gaaaaagaaa attttcaaat aaaacccaaa 1380
ataatagctt tgcttagccc tgttagggat ccattggagc attaaggagc acatattttt 1440
attaacttct tttgagcttt caatgttgat gtaatttttg ttctctgtgt aatttaggta 1500
aactgcagtg tttaacataa taatgtttta aagacttagt tgtcagtatt aaataatcct 1560
ggcattatag ggaaaaaacc tcctagaagt tagattattt gctactgtga gaatattgtc 1620
accactggaa gttactttag ttcatttaat tttaatttta tattttgtga atattttaag 1680
aactgtagag ctgctttcaa tatctagaaa tttttaattg agtgtaaaca cacctaactt 1740
taagaaaaag aaccgcttgt atgattttca aaagaacatt tagaattcta tagagtcaaa 1800
actatagcgt aatgctgtgt ttattaagec agggattgtg ggacttccece caggecaacta 1860
aacctgeaqgq atgaaaatge tatattttet tteatgeact gtegatatta ctcagatttg 1920
gggaaatgac atttttatac taaaacaaac accaaaatat tttagaataa attcttagaa 1980
agttttgaga ggaattttta gagaggacat ttcctccttc ctgatttgga tattccctca 2040
aatccctcct cttactccat gectgaaggag aagtactctc agatgcatta tgttaatgga 2100
gagaaaaagc acagtattgt agagacacca atattagcta atgtattttg gagtgttttce 2160
cattttacag tttatattec agcactcaaa actcagggte aagttttaac aaaagaggta 2220
tgtagtcaca gtaaatacta agatggcatt tctatctcag agggccaaag tgaatcacac 2280
cagtttctga aggtcctaaa aatagctcag atgtcctaat gaacatgcac ctacatttaa 2340
taggagtaca ataaaactgt tgtcagcttt tgttttacag agaacgctag atattaagaa 2400
ttttgaaatg gatcatttct acttgetgtg cattttaacc aataatctga tgaatataga 2460
aaaaaatgat ccaaaatatg gatatgattg gatgtatgta acacatacat ggagtatgga 2520
ggaaattttc tgaaaaatac atttagatta gtttagtttg aaggagaggt gggctgatgg 2580
ctgagttgta tgttactaac ttggccctga ctggttgtgc aaccattgeot tcatttettt 2640
gcaaaatgta gttaagatat actttattct aatgaaggcc ttttaaattt gtccactgca 2700
ttettggtat ttcactactt caagtcagtc agaacttcocgt agaccgacct gaagtttett 2760
tttgaatact tgtttettta geactttgaa gatagaaaaa ccacttttta agtactaagt 2820
catcatttge cttgaaagtt tcctectgecat tgggtttgaa gtagtttagt tatgtetttt 2880
tctoctgtatg taagtagtat aatttgttac tttcaaatac ccgtactttg aatgtaggtt 2940
tttttgttgt tgttatctat aaaaattgag ggaaatggtt atgcaaaaaa atattttgct 3000
ttggaccata tttcttaagc ataaaaaaat gctcagtttt gecttgeattce cttgagaatg 3060

tatttatetg aagatcaaaa caaacaatce agatgtataa gtactaggea gaagecaatt 3120
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ttaaaatttc cttgaataat ccatgaaagg aataattcaa atacagataa acagagttgg 3180
cagtatatta tagtgataat tttgtatttt caamaaaaaa aaagttaaac tcttectttte 3240
tttttattat aatgaccagec ttttggtatt tcattgttac caagttctat ttttagataa 3300
aattgttete cttctaaaaa aaaaaaaaaa aaaaaaaa 3338
<210> SEQ ID NO 17

<211> LENGTH: 1214

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 17

gtctacacce cctcctcaca cgcacttcac ctgggtcggg attctcaggt catgaacggt 60
cccagccacce tccgggcagg gcgggtgagg acggggacgg ggcgtgtcca actggectgtg 120
ggctcttgaa acccgagcat ggcacagcac ggggcgatgg gecgegtttcg ggccctgtge 180
ggcetggege tgetgtgege getcagectg ggtcagegece ccaccggggg tcececgggtge 240
ggccctggge gectcctget tgggacggga acggacgcge gectgectgecg ggttcacacg 300
acgcgctgct gccgcgatta ccecgggcgag gagtgetgtt ccgagtggga ctgcatgtgt 360
gtccagectg aattccactg cggagaccct tgctgcacga cctgccggca ccacccttgt 420
ccceccaggec agggggtaca gtcccagggg aaattcagtt ttggecttcca gtgtatcgac 480
tgtgecctegg ggaccttetce cgggggecac gaaggccact gcaaaccttg gacagactge 540
acccagtteg ggttteteac tgtgttecet gggaacaaga cccacaacge tgtgtgegte 600
ccagggtcce cgccggcaga gecgettggg tggetgaceg tegtcctect ggecgtggec 660
gcoctgegtee tectecctgac ctcggeccag cttggactge acatctggca getgaggagt 720
cagtgcatgt ggccccgaga gacccagcectg ctgctggagg tgccgccgtc gaccgaagac 780
gccagaagcet gecagttcce cgaggaagag cggggcegagce gatcggcaga ggagaagggg 840
cggetgggag acctgtgggt gtgagectgg cegtecteceg gggecaccga cegeagecaqg 900
ccecteccecca ggagetcece aggccgcagg ggctetgegt tetgetetgg gecgggecect 960
gctccecctgg cagcagaagt gggtgcagga aggtggcagt gaccagcgcc ctggaccatg 1020
cagttcggeg gccgeggetg ggccctgecag gagggagaga gagacacagt catggcccecc 1080
ttectceoett geotggecetg atggggtggg gtettaggac gggaggetgt gtecegtgggt 1140
gtgcagtgece cagcacggga cccggetgca ggggaccttce aataaacact tgtccagtga 1200
aaaaaaaaaa aaaa 1214
<210> SEQ ID NO 18

<211> LENGTH: 2322

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 18

agatccgecga gcccgtcage ctgcgecatg ggctgegacg geccgegtgtc ggggctgetce 60
cgcecgcaacc tgcagcccac gctcacctac tggagcegtet tecttcagectt cggcctgtge 120
atcgeccttee tggggcccac gctgectggac ctgegetgte agacgcacag ctcgetgecc 180

cagatctcet gggtettett ctegecagecag ctetgectee tgetgggcag cgeccteggg 240

ggegtettca aaaggacccet ggeccagtea ctatgggece tgttcaccte ctetetggee 300
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atctcecectgg tgtttgecegt catccecctte tgccgegacg tgaaggtget ggectcagtce 360
atggcgetgg cgggettgge catgggetge atcgacaccg tggccaacat gcagetggta 420
aggatgtacc agaaggactc ggccgtcttc ctccaggtgc tccatttectt cgtgggettt 480
ggtgctctge tgagecccect tattgcetgac cctttectgt ctgaggecaa ctgettgect 540
gccaatagca cggccaacac cacctcccga ggccacctgt tccatgtcte cagggtgetg 600
ggccagcacce acgtagatgc caagccttgg tccaaccaga cgttcccagg gcetgactcca 660
aaggacgggg cagggacccg agtgtcctat gccttetgga tcatggecet catcgatett 720
ccagtgecca tggetgtget gatgetgetg tccaaggage ggetgetgac ctgetgtece 780
cagaggaggc ccctgcttct gtetgetgat gagettgcet tggagacaca gectecctgag 840
aaggaagatg cctcctcact gcccccaaag tttcagtcac acctagggca tgaggacctg 900
ttcagctget gccaaaggaa gaacctcaga ggagcccctt atteccttett tgccatccac 960
atcacgggceg ccctggtact gttcatgacg gatgggttga cgggtgecta ttcegeoette 1020
gtgtacagct atgctgtgga gaagcccetg tcetgtgggac acaaggtgge tggctaccte 1080
cccagectet totggggett catcacactg ggceggetee tctecattece catatcctca 1140
agaatgaagc cggccaccat ggttttcatc aacgtggttg gcgtggtggt gacgttcctg 1200
gtgctgetta ttttctccta caacgtcegte ttcctgtteg tggggacgge aagecctggge 1260
ctgtttectca gecagcacctt cceccagecatg ctggectaca cggaggacte getgecagtac 1320
aaaggctgtyg caaccacagt getggtgaca ggggcaggag ttggegagat ggtgetgeag 1380
atgctggttg gttcgatatt ccaggetcag ggcagetata gtttectggt ctgtggegtg 1440
atctttggtt gtctggettt taccttctat atcttgctcc tgtttttcca caggatgcac 1500
cctggactce catcagttcc tacccaagac agatcaattg gaatggaaaa ctctgagtgce 1560
taccagaggt aaaactgggt gaagaaggca agagaagact ttcagcctect tgatcaccag 1620
cacgaccata ctgtttcaga aagetgggty gtggtggagg cgetetetca atggetatte 1680
aagtcttete cactaaaact tggttgggta gaggaaatta aattgagtece tggtacctgg 1740
tcaaaatcat tagaagttta cctggcttct caagttatct tcttccctgg ttcagactgt 1800
tggtaagagc tgtccagata cccagatggg aaggaaggag acagccgcgc gcttcactcce 1860
atttgtcacc tcatgcatgg accatactct gggtttgaga tcattcttca ttgaagtttg 1920
taaaaatagg ttgaaattgt aaagctccat gatcactget atatgtagat atatttcaat 1980
ttaagcaaaa caagctgcaa gttattccct ggcatgctca aaggatttte gtgettttca 2040
cttaatagtc caaagtctct taaattcctg ctgcagatat caatagctta tctatattct 2100
caaacaccaa aaggaaaagt tgaatcttgc tctctttggt atactaatgt agtggtatgce 2160
taagctgget cataccaact tagaaaagct gattgtaaaa ttttcatttt gacagetggt 2220
tattaaatge agecattatt aaaaatcaaa tcatacaaac ttataattaa atcaattaca 2280
tttaaaacaa aggtaataaa tattcaaagc atatcacttc ct 2322
<210> SEQ ID NO 19

<211> LENGTH: 5361

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 19
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ctgcaaaccc agcgcaacta cggtcccccg gtcagaccca ggatggggcc agaacggaca 60
ggggccgege cgctgeecget getgetggtg ttagegetca gtcaaggcat tttaaattgt 120
tgtttggcct acaatgttgg tctcccagaa gcaaaaatat tttccggtcc ttcaagtgaa 180
cagtttgggt atgcagtgca gcagtttata aatccaaaag gcaactggtt actggttggt 240
tcaccctgga gtggectttcc tgagaaccga atgggagatg tgtataaatg tecctgttgac 300
ctatccactg ccacatgtga aaaactaaat ttgcaaactt caacaagcat tccaaatgtt 360
actgagatga aaaccaacat gagcctcggce ttgatcctca ccaggaacat gggaactgga 420
ggttttetca catgtggtee tetgtgggea cageaatgtyg ggaatcagta ttacacaacy 480
ggtgtgtgtt ctgacatcag tcctgatttt cagctcectcag ccagettectc acctgcaact 540
cagccctgece cttccctcat agatgttgtg gttgtgtgtg atgaatcaaa tagtatttat 600
ccttgggatg cagtaaagaa ttttttggaa aaatttgtac aaggccttga tataggcccc 660
acaaagacac aggtggggtt aattcagtat gccaataatc caagagttgt gtttaacttg 720
aacacatata aaaccaaaga agaaatgatt gtagcaacat cccagacatc ccaatatggt 780
ggggacctca caaacacatt cggagcaatt caatatgcaa gaaaatatgc ctattcagca 840
gcttetggtg ggcgacgaag tgctacgaaa gtaatggtag ttgtaactga cggtgaatca 900
catgatggtt caatgttgaa agctgtgatt gatcaatgca accatgacaa tatactgagg 960
tttggcatag cagttcttgg gtacttaaac agaaacgccc ttgatactaa aaatttaata 1020
aaagaaataa aagcgatcege tagtatteca acagaaagat actttttcaa tgtgtetgat 1080
gaagcagcte tactagaaaa ggctgggaca ttaggagaac aaattttcag cattgaaggt 1140
actgttcaag gaggagacaa ctttcagatg gaaatgtcac aagtgggatt cagtgcagat 1200
tactcttcte aaaatgatat tctgatgectg ggtgcagtgg gagettttgg ctggagtggg 1260
accattgtce agaagacatc tcatggccat ttgatcttte ctaaacaage ctttgaccaa 1320
attetgeaqgy acagaaatca cagttcatat ttaggttact ctgtggetge aatttetact 1380
ggagaaagca ctcactttgt tgctggtget cctegggraa attataccgg ccagatagtg 1440
ctatatagtg tgaatgagaa tggcaatatc acggttattc aggctcaccg aggtgaccag 1500
attggctcct attttggtag tgtgctgtgt tcagttgatg tggataaaga caccattaca 1560
gacgtgctet tggtaggtgc accaatgtac atgagtgacc taaagaaaga ggaaggaaga 1620
gtctacctgt ttactatcaa aaagggcatt ttgggtcage accaatttcet tgaaggccce 1680
gagggcattg aaaacactcg atttggttca gcaattgcag ctctttcaga catcaacatg 1740
gatggcttta atgatgtgat tgttggttca ccactagaaa atcagaattc tggagctgta 1800
tacatttaca atggtcatca gggcactatc cgcacaaagt attcccagaa aatcttggga 1860
tcecgatggag cctttaggag ccatctecag tactttggga ggtccttgga tggetatgga 1920
gatttaaatg gggattccat caccgatgtg tetattggtg cetttggaca agtggttcaa 1980
ctotggtecac aaagtattge tgatgtaget atagaagcott cattcacacce agaaaaaatc 2040
actttggtca acaagaatgc tcagataatt ctcaaactct gcttcagtgc aaagttcaga 2100
cctactaagc aaaacaatca agtggccatt gtatataaca tcacacttga tgcagatgga 2160
ttttcatcca gagtaacctc cagggggtta tttaaagaaa acaatgaaag gtgcctgeag 2220

aagaatatqgqg tagtaaatca agcacagagt tgeecegage acatcattta tatacaggag 2280
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ccctetgatg ttgtcaactc tttggatttg cgtgtggaca tcagtctgga aaaccctgge 2340
actagccetg ccettgaage ctattetgag actgecaagg tcttcagtat tcctttecac 2400
aaagactgtg gtgaggatgg actttgcatt tctgatctag tcctagatgt ccgacaaata 2460
ccagctgete aagaacaacc ctttattgtc agcaaccaaa acaaaaggtt aacattttca 2520
gtaacactga aaaataaaag ggaaagtgca tacaacactg gaattgttgt tgatttttca 2580
gaaaacttgt tttttgcatc attctcccta ccggttgatg ggacagaagt aacatgccag 2640
gtggctgeat ctcagaagtc tgttgcctge gatgtagget accectgettt aaagagagaa 2700
caacaggtga cttttactat taactttgac ttcaatctte aaaaccttea gaatcaggeg 2760
tcetetcagtt tcecaagectt aagtgaaage caagaagaaa acaaggctga taatttggte 2820
aacctcaaaa ttcctctecct gtatgatgct gaaattcact taacaagatc taccaacata 2880
aatttttatg aaatctcttc ggatgggaat gttccttcaa tcgtgcacag ttttgaagat 2940
gttggtccaa aattcatctt ctcecctgaag gtaacaacag gaagtgttcc agtaagcatg 3000
gcaactgtaa tcatccacat ccctcagtat accaaagaaa agaacccact gatgtaccta 3060
actggggtge aaacagacaa ggctggtgac atcagttgta atgcagatat caatccactg 3120
aaaataggac aaacatcttc ttctgtatct ttcaaaagtg aaaatttcag gcacaccaaa 3180
gaattgaact gcagaactgc ttcctgtagt aatgttacct gctggttgaa agacgttcac 3240
atgaaaggag aatactttgt taatgtgact accagaattt ggaacgggac tttecgcatca 3300
tcaacgttee agacagtaca getaacggea getgcagaaa tcaacaccta taaccctgag 3360
atatatgtga ttgaagataa cactgttacg attccecctga tgataatgaa acctgatgag 3420
aaagccgaag taccaacagg agttataata ggaagtataa ttgctggaat ccttttgcetg 3480
ttagctctgg ttgcaatttt atggaagctc ggcttcttca aaagaaaata tgaaaagatg 3540
accaaaaatc cagatgagat tgatgagacc acagagctca gtagctgaac cagcagacct 3600
acctgeagty ggaaccggea geatcccage cagggtttge tgtttgegtg catggattte 3660
tttttaaatc ccatattttt tttatcatgt cgtaggtaaa ctaacctggt attttaagag 3720
aaaactgcag gtcagtttgg atgaagaaat tgtggggggt gggggaggtg cggggggcag 3780
gtagggaaat aatagggaaa atacctattt tatatgatgg gggaaaaaaa gtaatcttta 3840
aactggctgg cccagagttt acattctaat ttgcattgtg tcagaaacat gaaatgette 3900
caagcatgac aacttttaaa gaaaaatatg atactctcag attttaaggg ggaaaactgt 3960
tctctttaaa atatttgtet ttaaacageca actacagaag tggaagtget tgatatgtaa 4020
gtacttccac ttgtgtatat tttaatgaat attgatgtta acaagagggg aaaacaaaac 4080
acaggttttt tcaatttatg ctgctcatcc aaagttgcca cagatgatac ttccaagtga 4140
taattttatt tataaactag gtaaaatttg ttgttggttce cttttatacc acggetgece 4200
cttecacace ccatettget ctaatgatca aaacatgett gaataactga gettagagta 4260
tacctcctat atgtccattt aagttaggag agggggcgat atagagacta aggcacaaaa 4320
ttttgtttaa aactcagaat ataacattta tgtaaaatcc catctgctag aagcccatcce 4380
tgtgccagag gaaggaaaag gaggaaattt cctttctctt ttaggaggca caacagttct 4440
cttctaggat ttgtttgget gactggcagt aacctagtga atttttgaaa gatgagtaat 4500

ttetttggea acettectee teccttactyg aaccactete ccacctecty gtggtaccat 4560
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tattatagaa gccctctaca gecctgacttt ctctccageg gtccaaagtt atcccctect 4620
ttaccccteca tccaaagttc ccactcettc aggacageotg ctgtgeatta gatattaggg 4680
gggaaagtca tctgtttaat ttacacactt gcatgaatta ctgtatataa actccttaac 4740
ttcagggage tattttcatt tagtgctaaa caagtaagaa aaataagcta gagtgaattt 4800
ctaaatgttg gaatgttatg ggatgtaaac aatgtaaagt aaaacactct caggatttca 4860
ccagaagtta cagatgaggc actggaaacc accaccaaat tagcaggtgc accttctgtg 4920
gctgtettgt ttectgaagta ctttttettc cacaagagtg aatttgacct aggcaagttt 4980
gttcaaaaqq tagatcctga gatgatttgg tcagattggg ataaggecca geaatctgea 5040
ttttaacaag caccccagte actaggatge agatggacca cactttgaga aacaccacce 5100
atttctactt tttgcacctt attttctctg ttcctgagec cccacattcect ctaggagaaa 5160
cttagattaa aattcacaga cactacatat ctaaagcttt gacaagtcct tgacctctat 5220
aaacttcaga gtcctcatta taaaatggga agactgagct ggagttcage agtgatgett 5280
tttagtttta aaagtctatg atctgatctg gacttcctat aatacaaata cacaatccte 5340
caagaatttg acttggaaaa g 5361
<210> SEQ ID NO 20

<211> LENGTH: 1519

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 20

agcaggcgtt tgcgagagga gatacgagct ggacgectgg ccctteccte ccaccgggte 60
ctagtccacc gctccecggeg ccggectccce gectcoctecoceg ctatgtaccg accgecgagec 120
cgggcggctce ccgagggcag ggtccgggge tgcgeggtge ccagcaccgt getcctgetg 180
ctcegectace tggcettacct ggegetggge accggegtgt tctggacget ggagggccge 240
geggegeagg actccagecyg cagettecag cgegacaagt gggagetgtt geagaactte 300
acgtgtctgg accgecccgge gectggactcg ctgatccggg atgtcgtecca agcatacaaa 360
aacggagcca gcctcctcag caacaccacc agcatggggc gctgggagct cgtgggctcec 420
ttcttetttt ctgtgtccac catcaccacc attggectatg gcaacctgag ccccaacacg 480
atggctgcece gectettetg catcttettt gecettgtgg ggatcccact caacctegtg 540
gtgctcaacc gactggggca tctcatgcag cagggagtaa accactgggc cagcaggctg 600
gggggcacct ggcaggatcc tgacaaggcg cggtggctgg cgggctctgg cgccctectce 660
tcgggectee tgectcttect getgetgeca ccgetgetet tetecccacat ggagggetgg 720
agctacacag agggcttcta cttcgectte atcaccctca gcaccgtggg cttcggegac 780
tacgtgattg gaatgaaccc ctcceccagagg tacccactgt ggtacaagaa catggtgtce 840
ctgtggatcee tetttgggat ggeatggetg gecttgatca tcaaactcat cceteteccag 900
ctggagacgce cagggagggt atgttcctge tgccaccaca gctctaagga agacttcaag 960
tcccaaagct ggagacaggg acctgaccgg gagccagagt cccactcccc acagcaagga 1020
tgctatccag agggacccat gggaatcata cagcatctgg aaccttctge tcacgctgea 1080
ggctgtggeca aggacagcta gttatactce attetttggt cgtegtecete ggtagcaaga 1140

cccctgattt taagetttge acatgtecac ccaaactaaa gactacattt tcecatccace 1200
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ctagaggctg ggtgcagcta tatgattaat tctgcccaat agggtataca gagacatgtc 1260
ctgggtgaca tgggatgtga ctttcgggtg tcggggecage atgeccttet cccccactte 1320
cttactttag cgggetgcaa tgccgeccgat atgatggeotg ggagetctgg cagecatacg 1380
gcaccatgaa gtagecggcaa tgtttgageg gcacaattag ataggaagag tctggatcte 1440
tgatgatcac agagccatcc taacaaacgg aatatcaccg accctccttt atgtgagaga 1500
gaaataaaca tctatgaaa 1519
<210> SEQ ID NO 21

<211> LENGTH: 1832

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 21

aaggacagag gaggggccct tcctgtcage tggctgggag cagaggtgge tttgtcoctttt 60
cggaagaact ggttctgtgg aatttgtget tatttcccat caaggatcaa ggacctgetce 120
tggggctacc tcagggcccc acaggatgag gggctggttt tcagatgagt tttctgettg 180
cctgtcatct ggatagtgtc taaaaatttg caaactgcct tcttgtcagt gtcttgctca 240
ttcttcatga cactcctgat atgtctctca gtttcctcat ctgetgectc tccagacttce 300
tgccagaaca ttgcacgcga cagtttcagg cacagaactg actggcagca ggggctgctce 360
cacgagtggg aatttgctcc agcacttcac ggactgcaag cgaggcactt gectaactett 420
ggataacaag acctctgeca gaagaaccat ggcetttggaa ggeggagtte aggetgagga 480
gatgggtgcg gtcctcagtg agccccectgece tceccctgaaca taggaaaccce acctgggeag 540
ccatggaatg ggacaatggc acaggccagg ctctgggcoctt gccacccacc acctgtgtct 600
accgcgagaa cttcaagcaa ctgctgctge cacctgtgta ttcggcggtg ctggeggetg 660
gcetgecget gaacatctgt gtcattacce agatctgcac gtcecgecgg gecctgacce 720
gcacggeegt gtacaccceta aaccttgete tggetgacet getatatgee tgetecetge 780
ccetgcoctecat ctacaactat gcocccaaggtg atcactggec ctttggegac ttegectgece 840
gcoctggtecg cttecctette tatgccaacc tgcacggcag catcctctte ctcacctgeca 900
tcagcttecca gecgctacctg ggcatctgec accecgetgge cccctggcac aaacgtgggg 960
gcogecggge tgectggeta gtgtgtgtag cegtgtgget ggecegtgaca acccagtgec 1020
tgcccacage catctteget gecacaggeca tccagegtaa ccegeactgte tgctatgacce 1080
tcagcccgece tgeccctggece acccactata tgccctatgg catggetete actgtcatcg 1140
gcttcocotget gecctttget geoecctgeotgg cectgetactg totectggec tgccgoetgt 1200
gccgeccagga tggccecggeca gagcctgtgg cccaggageg gcgtggcaag geggecccgca 1260
tggeegtggt ggtggetget gectttgeca tcagettcocet gecttttcac atcaccaaga 1320
cagectacet ggeagtgege tegacgeegy gegtececeotg cactgtattg gaggectttyg 1380
cagcggccta caaaggcacg cggccgtttg ccagtgccaa cagcgtgectg gaccccatcce 1440
tcttectactt cacccagaag aagttccgcc ggcgaccaca tgagctccta cagaaactca 1500
cagccaaatg gcagaggcag ggtcgctgag tcctccaggt cctgggcage cttcatattt 1560
gcecattgtgt cecggggecacce aggageccca ccaaccccaa accatgcegga gaattagagt 1620

tcagetcage tgggeatgga gttaagatcee ctcacaggac ccagaagete accaaaaact 1680
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atttcttcag ccccttetet ggecccagacc ctgtgggcat ggagatggac agacctggge 1740
ctggetettg agaggtccca gtcagecatg gagagetggg gaaaccacat taaggtgetce 1800
acaaaaatac agtgtgacgt gtactgtcaa aa 1832
<210> SEQ ID NO 22

<211> LENGTH: 2811

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 22

acacgtccaa cgecageatyg cagegeccegg geccecegeet gtggetggte ctgeaggtga 60
tgggctegtg cgccgeccate agctccatgg acatggageg cccgggcgac ggcaaatgcc 120
agcccatcga gatcccgatg tgcaaggaca tcggctacaa catgactcgt atgcccaacc 180
tgatgggcca cgagaaccag cgcgaggcag ccatccagtt gcacgagttc gegccgetgg 240

tggagtacgg ctgccacggce caccteccget tettecetgtg ctegetgtac gegecgatgt 300

gcaccgagca ggtctctacc cccatccceg cctgeegggt catgtgegag caggeccegge 360
tcaagtgcte cccgattatg gagcagttca acttcaagtg gcccgactcc ctggactgec 420
ggaaactccc caacaagaac gaccccaact acctgtgcat ggaggcgccc aacaacggct 480

cggacgagcc cacccggggce tcgggectgt tccegecget gttccggecg cagcggeccce 540
acagcgcgca ggagcacccg ctgaaggacg ggggcocccgg gcgeggeggce tgcgacaacc 600
cgggcaagtt ccaccacgty gagaagageg cgtegtgege gecgetetge acgeccggeqg 660
tggacgtgta ctggagccgc gaggacaagc gcttcgcagt ggtcetggetg gecatctggg 720
cggtgectgtg cttcttectec agecgeccttca ccgtgetcac cttectcate gacccggecce 780
gcttececgeta cecccgagege cccatcatct tcctctecat gtgetactge gtctactecg 840
tgggctacct catccgeete ttcgecggeg ccgagagcat cgecctgegac cgggacagcg 900
gccageteta tgtcatecag gagggactgg agagcaccgg ctgcacgetg gtettectgg 960
tcoctetacta ctteggecatg gecagetege tgtggtgggt ggtectcacg cteacctggt 1020
tcctggcege cggcaagaag tggggccacg aggccatcga agccaacagc agctacttcce 1080
acctggcagce ctgggccatc ccggcggtga agaccatcct gatcctggtc atgegcaggg 1140
tggcggggga cgagctcacce ggggtetget acgtgggcag catggacgtc aacgcegcetca 1200
ccggettegt getcattece ctggectget acctggtcat cggcacgtece ttcatcctet 1260
cgggcttegt ggccctgttc cacatccgga gggtgatgaa gacgggecgge gagaacacqgg 1320
acaagctgga gaagctcatg gtgcgtatcg ggctcttotc tgtgctgtac accgtgecgg 1380
ccacctgtgt gatcgcctge tacttttacg aacgcctcaa catggattac tggaagatcc 1440
tggcggegea gcacaagtgce aaaatgaaca accagactaa aacgctggac tgcctgatgg 1500
ccegectecat cecegeegty gagatettcea tggtgaagat ctttatgetg ctggtggtag 1560
ggatcaccag cgggatgtgg atttggacct ccaagactct gcagtectgg cagcaggtgt 1620
gcagccgtag gttaaagaag aagagccgga gaaaaccggc cagcgtgatc accagcggtg 1680
ggatttacaa aaaagcccag catccccaga aaactcacca cgggaaatat gagatccctg 1740
cccagtegece cacctgegtg tgaacaggge tggagggaag ggcacagggg cgcccggage 1800

taagatgtgg tgettttett ggttgtgttt ttetttette ttettetttt tttttttttt 1860
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ataaaagcaa aagagaaata cataaaaaag tgtttaccct gaaattcagg atgctgtgat 1920
acactgaaag gaaaaatgta cttaaagggt tttgttttgt tttggttttc cagegaaggg 1980
aagctcctee agtgaagtag cctettgtgt aactaatttg tggtaaagta gttgattcag 2040
ccoctecagaag aaaacttttg tttagagecc tccgtaaata tacatetgtg tatttgagtt 2100
ggctttgecta cccatttaca aataagagga cagataactg ctttgcaaat tcaagagcct 2160
ccecetgggtt aacaaatgag ccatccccag ggcccacccce caggaaggcec acagtgetgg 2220
gcggecatcce tgcagaggaa agacaggacc cggggeccgce ctcacacccece agtggatttg 2280
gagttgetta aaatagacte tggectteac caatagtete tetgeaagac agaaacctece 2340
atcaaaccte acatttgtga actcaaacga tgtgcaatac atttttttet ctttccttga 2400
aaataaaaag agaaacaagt attttgctat atataaagac aacaaaagaa atctcctaac 2460
aaaagaacta agaggcccag ccctcagaaa cccttcagtg ctacattttg tggettttta 2520
atggaaacca agccaatgtt atagacgttt ggactgattt gtggaaagga ggggggaaga 2580
gggagaagga tcattcaaaa gttacccaaa gggcttattg actctttcta ttgttaaaca 2640
aatgatttce acaaacagat caggaagcac taggttggca gagacacttt gtctagtgta 2700
ttctettcac agtgccagga aagagtggtt tctgocgtgtg tatatttgta atatatgata 2760
tttttcatge tccactattt tattaaaaat aaaatatgtt ctttaaaaaa a 2811
<210> SEQ ID NO 23

<211> LENGTH: 2010

<212> TYPE: DNA

<213> ORGANISM: Homo saplens

<400> SEQUENCE: 23

ggcagcgact gcgccccgte ccggegecge gctegtccge agaggaggceg gcccggceccg 60
ggcagctgeg gctcgggatce cgtcgagggg aggccgaget tgccaagcetg gegeccageg 120
gggtcatggt geccggegee cgeggeggeg gegeactgge gegggetgec gggeggggece 180
tcectggettt getgetcgeg gtoctecgece cgetcegget gcaggeggag gagctgggtg 240
atggctgtgg acacctagtg acttatcagg atagtggcac aatgacatct aagaattatc 300
ccgggaccta ccccaatcac actgtttgeg aaaagacaat tacagtacca aaggggaaaa 360
gactgattect gaggttggga gatttggata tcgaatccca gacctgtget tetgactate 420
ttctcttcac cagctcttca gatcaatatg gtccatactg tggaagtatg actgttccca 480
aagaactctt gttgaacaca agtgaagtaa ccgtccgctt tgagagtgga tcccacattt 540
ctggcecgggg ttttttgetg acctatgecga gcagcgacca tccagattta ataacatgtt 600
tggaacgagc tagccattat ttgaagacag aatacagcaa attctgccca gectggttgta 660
gagacgtagc aggagacatt tctgggaata tggtagatgg atatagagat acctctttat 720
tgtgcaaage tgccatccat gcaggaataa ttgetgatga actaggtgge cagatcagtg 780
tgcttcageg caaagggatc agtcgatatg aagggattct ggccaatggt gttctttcega 840
gggatggttc cctgtcagac aagcgatttc tgtttacctc caatggttgc agcagatcct 900
tgagttttga acctgacggg caaatcagag cttcttcctc atggcagtcg gtcaatgaga 960
gtggagacca agttcactgg tctcctggec aagccegact tcaggaccaa ggcoccatcat 1020

gggctteggg cgacagtage aacaaccaca aaccacgaga gtggcetggag atcgatttgg 1080
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gggagaaaaa Jgaaaataaca ggaattagga ccacaggatc tacacagtcg aacttcaact 1140
tttatgttaa gagttttgtg atgaacttca aaaacaataa ttctaagtgg aagacctata 1200
aaggaattgt gaataatgaa gaaaaggtgt ttcagggtaa ctctaacttt cgggacccag 1260
tgcaaaacaa tttcatcect cccategtgg ccagatatgt gegggttgte ceccagacat 1320
ggcaccagag gatagccttg aaggtggagc tcattggttg ccagattaca caaggtaatg 1380
attcattggt gtggcgcaag acaagtcaaa gcaccagtgt ttcaactaag aaagaagatg 1440
agacaatcac aaggcccatc ccctcggaag aaacatccac aggaataaac attacaacgg 1500
tggetattee attggtgete cttgttgtece tggtgtttge tggaatgggg atetttgeag 1560
cctttagaaa gaagaagaag aaaggaagtc cgtatggatc agcagaggct cagaaaacag 1620
actgttggaa gcagattaaa tatccctttg ccagacatca gtcagctgag tttaccatca 1680
gctatgataa tgagaaggag atgacacaaa agttagatct catcacaagt gatatggcag 1740
gttaactccg ttgactgecca aaatagcatc cccaacgtge agccctcege atctatcage 1800
aggttgeece ggatggatct cagagatgag gatcggaaca ccatgttcett tcccacccta 1860
acaacaacaa agggcagtaa attaaagtac tctttgtaag gtacagttac cgattaatct 1920
agagataaaa tattttctta aaaatatatt tcattaaaca cctatgctgt ctctataaaa 1980
aanaaaaaaa aaaaaaaaaa aaaaaaaaaa 2010
<210> SEQ ID NO 24

<211> LENGTH: 2010

<212> TYPE: DNA

<213> ORGANISM: Homo saplens

<400> SEQUENCE: 24

ggcagcgact gcgccccgte ccggegecge gctegtccge agaggaggceg gcccggceccg 60
ggcagctgeg gctcgggatce cgtcgagggg aggccgaget tgccaagcetg gegeccageg 120
gggtcatggt geccggegee cgeggeggeg gegeactgge gegggetgec gggeggggece 180
tcectggettt getgetcgeg gtoctecgece cgetcegget gcaggeggag gagctgggtg 240
atggctgtgg acacctagtg acttatcagg atagtggcac aatgacatct aagaattatc 300
ccgggaccta ccccaatcac actgtttgeg aaaagacaat tacagtacca aaggggaaaa 360
gactgattect gaggttggga gatttggata tcgaatccca gacctgtget tetgactate 420
ttctcttcac cagctcttca gatcaatatg gtccatactg tggaagtatg actgttccca 480
aagaactctt gttgaacaca agtgaagtaa ccgtccgctt tgagagtgga tcccacattt 540
ctggcecgggg ttttttgetg acctatgecga gcagcgacca tccagattta ataacatgtt 600
tggaacgagc tagccattat ttgaagacag aatacagcaa attctgccca gectggttgta 660
gagacgtagc aggagacatt tctgggaata tggtagatgg atatagagat acctctttat 720
tgtgcaaage tgccatccat gcaggaataa ttgetgatga actaggtgge cagatcagtg 780
tgcttcageg caaagggatc agtcgatatg aagggattct ggccaatggt gttctttcega 840
gggatggttc cctgtcagac aagcgatttc tgtttacctc caatggttgc agcagatcct 900
tgagttttga acctgacggg caaatcagag cttcttcctc atggcagtcg gtcaatgaga 960
gtggagacca agttcactgg tctcctggec aagccegact tcaggaccaa ggcoccatcat 1020

gggctteggg cgacagtage aacaaccaca aaccacgaga gtggcetggag atcgatttgg 1080
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gggagaaaaa Jgaaaataaca ggaattagga ccacaggatc tacacagtcg aacttcaact 1140
tttatgttaa gagttttgtg atgaacttca aaaacaataa ttctaagtgg aagacctata 1200
aaggaattgt gaataatgaa gaaaaggtgt ttcagggtaa ctctaacttt cgggacccag 1260
tgcaaaacaa tttcatcect cccategtgg ccagatatgt gegggttgte ceccagacat 1320
ggcaccagag gatagccttg aaggtggagc tcattggttg ccagattaca caaggtaatg 1380
attcattggt gtggcgcaag acaagtcaaa gcaccagtgt ttcaactaag aaagaagatg 1440
agacaatcac aaggcccatc ccctcggaag aaacatccac aggaataaac attacaacgg 1500
tggetattee attggtgete cttgttgtece tggtgtttge tggaatgggg atetttgeag 1560
cctttagaaa gaagaagaag aaaggaagtc cgtatggatc agcagaggct cagaaaacag 1620
actgttggaa gcagattaaa tatccctttg ccagacatca gtcagctgag tttaccatca 1680
gctatgataa tgagaaggag atgacacaaa agttagatct catcacaagt gatatggcag 1740
gttaactccg ttgactgecca aaatagcatc cccaacgtge agccctcege atctatcage 1800
aggttgeece ggatggatct cagagatgag gatcggaaca ccatgttcett tcccacccta 1860
acaacaacaa agggcagtaa attaaagtac tctttgtaag gtacagttac cgattaatct 1920
agagataaaa tattttctta aaaatatatt tcattaaaca cctatgctgt ctctataaaa 1980
aanaaaaaaa aaaaaaaaaa aaaaaaaaaa 2010
<210> SEQ ID NO 25

<211> LENGTH: 1159

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 25

agtgccccag gagctatgac aagcaaagga acatacttgc ctggagatag cctttgcgat 60
atttaaatgt ccgtggatac agaaatctct gcaggcaagt tgctccagag catattgcag 120
gacaagccetg taacgaatag ttaaattcac ggcatetgga tteccetaatee ttttecgaaa 180
tggcaggtgt gagtgcctgt ataaaatatt ctatgtttac cttcaactte ttgttetgge 240
tatgtggtat cttgatccta gcattagcaa tatgggtacg agtaagcaat gactctcaag 300
caatttttgg ttctgaagat gtaggctcta gctcctacgt tgctgtggac atattgattg 360
ctgtaggtge catcatcatg attctggget tcectgggatg ctgeggtget ataaaagaaa 420
gtcgetgeat gettetgttg tttttcatag gettgettet gatcctgete ctgcaggtgg 480
cgacaggtat cctaggagct gttttcaaat ctaagtctga tcgcattgtg aatgaaactc 540
tctatgaaaa cacaaagctt ttgagcgcca caggggaaag tgaaaaacaa ttccaggaag 600
ccataattgt gtttcaagaa gagtttaaat gctgcggttt ggtcaatgga gctgctgatt 660
ggggaaataa ttttcaacac tatcctgaat tatgtgcctg tctagataag cagagaccat 720
gccaaageta taatggaaaa caagtttaca aagagacctg tatttettte ataaaagact 780
tcettggcaaa aaatttgatt atagttattg gaatatcatt tggactggea gttattgaga 840
tactgggttt ggtgttttct atggtcctgt attgccagat cgggaacaaa tgaatctgtg 900
gatgcatcaa cctatcgtca gtcaaacccc tttaaaatgt tgctttgget ttgtaaattt 960
aaatatgtaa gtgctatata agtcaggagc agctgtcttt ttaaaatgtc teggetaget 1020

agaccacaga tatcttetag acatattgaa cacatttaag atttgaggga tataagggaa 1080
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aatgatatga atgtgtattt ttactcaaaa taaaagtaac tgtttacgtt aaaaaaaaaa 1140
aaaaaaaaaa aaaaaaaaa 1159
<210> SEQ ID NO 26

<211> LENGTH: 1428

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 26

cttcaggtca gggagaatgt ataaatgtcc attgccatcg aggttctget atttttgaga 60
agctgaagea actccaagga cacagttcac agaaatttgg ttetcagece caaaatactg 120
attgaattgg agacaattac aaggactctc tggccaaaaa cccttgaaga ggccccgtga 180
aggaggcagt gaggagcttt tgattgctga cctgtgtcgt accaccccag aatgtgcact 240
gggggctgtg ccagatgcct gggggggacc ctcattccce ttgetttttt tggettectg 300
gctaacatce tgttattttt tcctggagga aaagtgatag atgacaacga ccacctttcece 360
caagagatct ggtttttcgg aggaatatta ggaagcggtg tcttgatgat cttccctgeg 420
ctggtgttct tgggcctgaa gaacaatgac tgctgtgggt gctgcggcaa cgagggctgt 480
gggaagcgat ttgcgatgtt cacctccacg atatttgctg tggttggatt cttgggagct 540
ggatactcgt ttatcatctc agccatttca atcaacaagg gtcctaaatg cctcatggec 600
aatagtacat ggggctaccc cttccacgac ggggattatc tcaatgatga ggeccttatgg 660
aacaagtgce gagagcctet caatgtggtt ccctggaate tgaccctett ctecatectg 720
ctggtcgtag gaggaatcca gatggttcte tgcgccatcc aggtggtcaa tggecteetg 780
gggaccctect gtggggactg ccagtgttgt ggctgetgtg ggggagatgg acccgtttaa 840
acctccgaga tgagctgectc agactctaca gcatgacgac tacaatttct tttcataaaa 900
cttettetet tettggaatt attaattcct atctgettee tagetgataa agettagaaa 960
aggcagttat tecettettte caaccagett tgetegagtt agaattttgt tattttcaaa 1020
taaaaaatag tttggccact taacaaattt gatttataaa tctttcaaat tagtteocttt 1080
ttagaattta ccaacaggtt caaagcatac ttttcatgat ttttttatta caaatgtaaa 1140
atgtataaag tcacatgtac tgccatacta cttctttgta tataaagatg tttatatctt 1200
tggaagtttt acataaatca aaggaagaaa gcacatttaa aatgagaaac taagaccaat 1260
ttetgttttt aagaggaaaa agaatgattg atgtatccta agtattgtta tttgttgtct 1320
ttttttgetg ccttgettga gttgettgtg actgatcttt tgaggetgte atcatggeta 1380
gggttctttt atgtatgtta aattaaaacc tgaattcaga ggtaacgt 1428
<210> SEQ ID NO 27

<211> LENGTH: 2454

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 27

ccaggaggca cgctggtttt ccggggcecge tccatcgocge cttectecctg cgectegett 60
ctceggteca gecgecatct tectttecege acaggggoccg ccgagcgggg ccatgcagcec 120
aacgctgett ctcagectee tgggagecgt ggggetggeg getgtcaatt ccatgecagt 180

ggataacagg aaccacaatyg aaggaatggt gactcgetge atcattgagg tcctetcaaa 240
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tgccttgtcg aagtccagcg ctccacccat cacccectgag tgccgccaag tcctgaagac 300
gagtagaaaa gacgtcaaag acaaagagac aactgaaaat gaaaacacaa agtttgaagt 360

aagattgtta agagacccag ctgatgcctc ggaagcccac gagtcctcca gcaggggaga 420
ggcaggagcce ccaggggagg aggacatcca aggcccaaca aaggcagaca cagagaaatg 480
ggcagaggga ggcgggcaca gccgagagcg agcggatgag ccccagtgga gcctctatcce 540
ctcecgacage caagtctctg aagaagtgaa gacacgccat tctgagaaga gccagagaga 600
ggatgaggag gaggaggagg gagagaacta tcaaaaaggg gagcgagggg aagatagcag 660
tgaagagaaa caccttgaag agccaggaga gacacaaaac gettttetca atgaaagaaa 720
gcaggcttca gctataaaaa aagaggagtt agtggccaga tcggaaacac atgctgccgg 780
gcattctcag gagaagacac atagccgaga gaagagtagc caggagagtg gagaggaggc 840
agggagccag gagaatcacc cccaggagtc taaaggccaa ccccgaagcoc aggaagaatc 900
tgaggaaggt gaggaagatg ccacctctga ggtggacaaa cgacgcacga ggcccagaca 960
ccaccacggg aggagcaggc ccgacaggtc ctctcaagga gggagtcttc cctctgagga 1020
aaagggacac ccccaggagg aatctgagga gtcaaacgtc agcatggcca gtttagggga 1080
aaagagggac caccattcaa cccactacag ggcttcagag gaagaacctg aatatggaga 1140
agaaataaag ggttatccag gcgtccaggce ccctgaggac ctggagtggg agcgctatag 1200
gggcagagga agtgaagaat acagggctcc aagacctcag agtgaggaga gttgggatga 1260
ggaggacaag agaaactacc ccagettaga gettgataag atggeacatg gatatggtga 1320
agaaagtgag gaagagaggg gccttgagcc gggaaaggga cgccatcaca gaggcagggg 1380
aggggagcca cgtgcctatt tcatgtctga caccagagaa gagaaaaggt tcttgggtga 1440
aggacaccac cgtgtccaag aaaaccagat ggacaaggca aggaggcatc cacaaggtgc 1500
gtggaaagag ctggacagaa attatctcaa ctacggtgag gaaggagccc cagggaagtg 1560
gcagcageag ggagacctge aggacactaa agaaaacagg gaggaagcta ggtttcaaga 1620
taaacaatat agctcccate acacagetga aaagaggaag agattagggg aactgttcaa 1680
cccatactac gaccctctcc agtggaagag cagccatttt gaaagaagag acaacatgaa 1740
tgacaatttt ctcgagggtg aggaggaaaa tgagctgacc ttgaacgaga agaatttctt 1800
cccagaatac aactatgact ggtgggagaa aaagccctte tctgaggatg tgaactgggg 1860
gtatgagaag agaaacctcg ccagggtccc caagctggac ctgaaaaggqc aatatgacag 1920
ggtggcccaa ctggaccage tccttcacta caggaagaag tcagetgagt ttccagactt 1980
ctatgattct gaggagccgg tgagcaccca ccaggaggca gaaaatgaaa aggacagggc 2040
tgaccagaca gtcctgacag aggacgagaa aaaagaactc gaaaacttgg ctgcaatgga 2100
tttggaacta cagaagatag ctgagaaatt cagccaaagg ggctgactgt cattggageg 2160
gtgggcacty ttaagaageca gecatcacat gatetgtttt tcaccactte actgaaagac 2220
accatttata tacccaaggg cagaaagtag aacttactat tcattaaatg tttgacacaa 2280
ttggaattgt ctttaatttc tgtcagaatg ctattgaaaa tgtgaattgc atgacttgta 2340
gcatattctt ttctgcaaaa tagacatatt aacatgctta tgacaatgac tgtgctactg 2400

tectttggaaa aatgtttgtc tcagttggaa ataataaaag attcacctga gace 2454

<210> SEQ ID NO 28
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<211> LENGTH: 1980
<212> TYPE: DNA
<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 28
cttecttgtgg tagggacctc tcctcagtat ttgaaactaa ccagcatctg acagatttceg 60
aatttgtaaa aaataccctc gaagattcag gaatgaagct tctgtgtgaa ggattaaaac 120

agcccaactg tgtattacag acattgaggt ggtaccggtg ccttatctet tetgettett 180
gtggggctct agcagctgtt cttagcacca gtcagtgget cactgaactg gaatttagtg 240
agacaaaact ggaagcttca getttgaaat tgctetatgg aggettaaaa gatccaaatt 300
gcaaattaca gaagctcaac ttgcagtttt ctttatctgt aaccgctgca aaacttccag 360
ttggaatggt tggaaattgt tctggtttct cgggatcatt ggtgcaatct cattttgget 420
actgtcagga cagttctttc aaatgtgatc tttgtaagct gctctggecect tccaccagag 480
ttgctgectge aaaggattgt gggagtccta agtcctteccet atcagaaggg ctgaactggg 540
caggaagact tgaggcagtg gaggaggttt tggggttggg ggtgcttgta cagcccggtg 600
acccagcatc tcaggqtggg gggcattgtg aaaactatgg gtcttttaga gacttggtgg 660
acttagaagt caaggcagaa ccaagcctga gaaaaggtgg tatggatctc cagagaccca 720
ccctacaagt tgtcctcctt tgcaaaatct tctccctcaa actatttcte tttattgeat 780
tgcctaatte tcectggtcag gttagtgtgg tgcaagtgac catcccagac ggtttegtga 840
acgtgactgt tggatctaat gtcactctca tetgecatcta caccaccact gtggectece 900
gagaacagct ttccatccag tggtctttct tccataagaa ggagatggag ccaatttett 960
ctccttggga ggaggggaag tggccagatg ttgaggctgt gaagggcact cttgatggac 1020
agcaggctga actccagatt tacttttctc aaggtggaca agctgtagcc atcgggcaat 1080
ttaaagatcg aattacaggg tccaacgatc caggtaatgc atctatcact atctcgeata 1140
tgcagecage agacagtgga atttacatet gegatgttaa caaccceccca gacttteteg 1200
gccaaaacca aggcatccte aacgtcagtg tgttagtgaa accttetaag cccctttgta 1260
gcgttcaagg aagaccagaa actggccaca ctatttccct ttcotgtcote tetgegettg 1320
gaacaccttc ccctgtgtac tactggcata aacttgaggg aagagacatc gtgccagtga 1380
aagaaaactt caacccaacc accgggattt tggtcattgg aaatctgaca aattttgaac 1440
aaggttatta ccagtgtact gccatcaaca gacttggcaa tagttcctge gaaatcgatc 1500
tcacttctte acatccagaa gttggaatca ttgttgggge cttgattggt agectggtag 1560
gtgccgecat catcatctct gttgtgtget tcgcaaggaa taaggcaaaa gcaaaggcaa 1620
aagaaagaaa ttctaagacc atcgcggaac ttgagccaat gacaaagata aacccaaggg 1680
gagaaagcga agcaatgcca agagaagacg ctacccaact agaagtaact ctaccatett 1740
ccattecatga gactggeccet gataccatce aagaaccaga ctatgageca aagectacte 1800
aggagcctge cccagagect goccccaggat cagagectat ggcagtgect gaccttgaca 1860
tcgagctgga goctggagcca gaaacgcagt cggaattgga gccagagcca gagccagagc 1920
cagagtcaga gcctggggtt gtagttgage ccttaagtga agatgaaaag ggagtggtta 1980
<210> SEQ ID NO 29

<211> LENGTH: 1242
<212> TYPE: DNA
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<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 29
atggtgttcg cattttggaa ggtctttctg atcctaaget geccttgcagg tcaggttagt 60

gtggtgcaag tgaccatccc agacggtttc gtgaacgtga ctgttggatc taatgtcact 120
ctcatctgca tctacaccac cactgtggcc tcccgagaac agctttccat ccagtggtct 180
ttcttccata agaaggagat ggagccaatt tcttctcctt gggaggaggg gaagtggcca 240
gatgttgagg ctgtgaaggg cactcttgat ggacagcagg ctgaactcca gatttacttt 300
tetcaaggtg gacaagetgt agecateggg caatttaaag atcgaattac agggtccaac 360
gatccaggta atgcatctat cactatctcg catatgcagc cagcagacag tggaatttac 420
atctgcgatg ttaacaaccc cccagacttt ctcggccaaa accaaggcat cctcaacgtc 480
agtgtgttag tgaaaccttc taagcccctt tgtagcecgttc aaggaagacc agaaactggce 540
cacactattt ccctttecetg tetectetgeg cttggaacac ctteccetgt gtactactgg 600
cataaacttg agggaagaga catcgtgcca gtgaaagaaa acttcaaccc aaccaccggg 660
attttggtca ttggaaatct gacaaatttt gaacaaggtt attaccagtg tactgccatc 720
aacagacttg gcaatagttc ctgcgaaatc gatctcactt cttcacatcc agaagttgga 780
atcattgttg gggccttgat tggtagcctg gtaggtgccg ccatcatcat ctectgttgtg 840
tgcttcgecaa ggaataaggc aaaagcaaag gcaaaagaaa gaaattctaa gaccategeg 900
gaacttgage caatgacaaa gataaaccca aggggagaaa gcgaagcaat gcecaagagaa 960
gacgctacce aactagaagt aactctacca tcettccatte atgagactgg ccctgatacce 1020
atccaagaac cagactatga gccaaagcct actcaggagc ctgccccaga gcctgcccca 1080
ggatcagagc ctatggcagt gcctgacctt gacatcgagc tggagctgga gccagaaacg 1140
cagtcggaat tggagccaga gccagagcca gagccagagt cagagectgg ggttgtagtt 1200
gageccttaa gtgaagatga aaagggagtg gttaaggeat ag 1242
<210> SEQ ID NO 30

<211> LENGTH: 1451

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 30

cggcccgece tggggaggcg cgcagcagag gctccgattc ggggcaggtg agaggctgac 60
tttctctegg tgcgtccagt ggagctctga gtttcgaatc ggtggeggeg gattccccge 120
gcgeccggeg tcggggette caggaggatg cggagcccca gcgceggcegtg getgetgggg 180
gccgecatee tgctagcage ctctctectee tgcagtggeca ccatccaagg aaccaataga 240
tcctectaaag gaagaagect tattggtaag gttgatggca catcccacgt cactggaaaa 300
ggagttacag ttgaaacagt cttttetgtg gatgagtttt ctgcatetgt cetcactgga 360
aaactgacca cggtcttect tccaattgte tacacaattg tgtttgtggt gggtttgeca 420
agtaacggca tggccctgtg ggtctttett ttccgaacta agaagaagca ccctgctgtg 480
atttacatgg ccaatctggc cttggctgac ctcctectectg tcatctggtt ccccttgaag 540
attgcctate acatacatgc caacaactgg atttatgggg aagetctttg taatgtgett 600

attggetttt tetatggeaa catgtactgt tecattetet tecatgacetg cetcagtgtg 660
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cagaggtatt gggtcatcgt gaaccccatg gggcactcca ggaagaaggc aaacattgcc 720
attggcatct ccctggcaat atggetgetg attetgetgg tcaccatcce tttgtatgte 780

gtgaagcaga ccatcttcat tcctgccctg aacatcacga cctgtcatga tgttttgect 840
gagcagctct tggtgggaga catgttcaat tacttectet ctectggecat tggggtettt 900
ctgttcccag ccecttcctcac agcctetgece tatgtgectga tgatcagaat getgcgatct 960
tctgccatgg atgaaaactc agagaagaaa aggaagaggg ccatcaaact cattgtcact 1020
gtcctggeca tgtacctgat ctgettcact cctagtaace tteotgettgt ggtgeattat 1080
tttetgatta agagecagqg ccagagecat gtetatgece tgtacattgt agecctetge 1140
ctotetacce ttaacagetg catcgacccco tttgtetatt actttgttte acatgatttce 1200
agggatcatg caaagaacgc tctccoctttgc cgaagtgtcc gcactgtaaa gcagatgcaa 1260
gtatccctca cctcaaagaa acactccagg aaatccagct cttactcttc aagttcaacc 1320
actgttaaga cctcctattg agttttccag gtcctcagat gggaattgeca cagtaggatg 1380
tggaacctgt ttaatgttat gaggacgtgt ctgttatttc ctaatcaaaa aggtctcacc 1440
acataccacc g 1451
<210> SEQ ID NO 31

<211> LENGTH: 5115

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 31

gaattccggg agegggeggy ctgcgaggeo geggggcatg cgggaggegg aggggtggga 60
ccgggtgget gegcccattc cacacccgcec gaaagcggac actgtcagct gaatcactcce 120
ccttttagga ggagggaggg ggaaaaggtg tctagctaat ttctgcttaa aaaagcacag 180
gagatcgegg gtcagetttg cagtcgetge cttetegege ctgaccatge accectgeat 240
cttectgetg ggcacaggeyg agegetttat ttetggaget gagggetaaa acttttttcea 300
cttttcttet cctcaacatc tgaatcatge catgtgccca gaggagetgg cttgcaaacc 360
tttcecgtggt ggectcagetc cttaactttg gggegetttg ctatgggaga cagcctcage 420
caggcccggt tcgcttceccg gacaggagge aagagcattt tatcaaggge ctgccagaat 480
accacgtggt gggtccagtc cgagtagatg ccagtgggeca ttttttgtca tatggettge 540
actatcccat cacgagcagc aggaggaaga gagatttgga tggctcagag gactgggtgt 600
actacagaat ttctcacgag gagaaggacc tgttttttaa cttgacggtc aatcaaggat 660
ttctttccaa tagctacatc atggagaaga gatatgggaa cctctcccat gttaagatga 720
tggcttcete tgccccecte tgccatctca gtggcacggt tctacagcag ggcaccagag 780
ttgggacgge agccctcagt gectgecatg gactgactgg atttttccaa ctaccacatg 840
gagacttttt cattgaacce gtgaagaage atccactggt tgagggaggg taccaccege 900
acatcgttta caggaggcag aaagttccag aaaccaagga gccaacctgt ggattaaagg 960
acagtgttaa catctcccag aagcaagagc tatggcggga gaagtgggag aggcacaact 1020
tgccaagcag aagcctctct cggegttecca tcagcaagga gagatgggtg gagacactgg 1080
tggtggcega cacaaagatg attgaatacc atgggagtga gaatgtggag tcctacatcce 1140

tcaccatcat gaacatggte actgggttgt tccataacce aageattgge aatgeaatte 1200
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acattgttgt ggttcggectc attctactcg aagaagaaga gcaaggactg aaaatagttc 1260
accatgcaga aaagacactg tctagettct gcaagtggca gaagagtatc aatcccaaga 1320
gtgacctcaa tcctgttcat cacgacgtgg ctgtccttet caccagaaag gacatctgtg 1380
ctggtttecaa tecgecccctge gagaccetgg gectgteteca cetttecagga atgtgtcage 1440
ctcaccgcag ttgtaacatc aatgaagatt cgggactccc tctggeotttc acaattgecc 1500
atgagctagg acacagcttc ggcatccagc atgatgggaa agaaaatgac tgtgagcctg 1560
tgggcagaca tccgtacate atgtceccgec agetccagta cgatcccact cegetgacat 1620
ggtccaagty cagegaggag tacatcacce gettettgga cegaggetgg gggttetgte 1680
ttgatgacat acctaaaaag aaaggcttga agtccaaggt cattgcccce ggagtgatcet 1740
atgatgttca ccaccagtgc cagctacaat atggacccaa tgctaccttc tgccaggaag 1800
tagaaaacgt ctgccagaca ctgtggtgct ccgtgaaggg cttttgtcge tctaagetgg 1860
acgctgetge agatggaact caatgtggtg agaagaagtg gtgtatggca ggcaagtgcea 1920
tcacagtggg gaagaaacca gagagcattc ctggaggctg gggccgetgg tcaccctggt 1980
cccactgttc caggacctgt ggggctggag tccagagcgc agagaggctc tgcaacaacc 2040
ccgagccaaa gtttggaggg aaatattgca ctggagaaag aaaacgctat cgcttgtgca 2100
acgtccacce ctgtcgctca gaggcaccaa catttcggca gatgcagtge agtgaatttg 2160
acactgttcce ctacaagaat gaactctacc actggtttcc catttttaac ccagecacatce 2220
cttgtgaget ctactgecga ccecatagatyg gecagtttte tgagaaaatg ctggatgetg 2280
tcattgatgg taccccttge tttgaaggeg gcaacagcag aaatgtctgt attaatggea 2340
tatgtaagat ggttggctgt gactatgaga tcgattccaa tgccaccgag gatcgctgeg 2400
gtgtgtgcct gggagatggc tcttcctgec agactgtgag aaagatgttt aagcagaagg 2460
aaggatctgg ttatgttgac attgggctca ttccaaaagg agcaagggac ataagagtga 2520
tggaaattga gggagetgga aacttectgg ccatcaggag tgaagatcet gaaaaatatt 2580
acctgaatgg agggtttatt atccagtgga acgggaacta taagetggca gggactgtet 2640
ttcagtatga caggaaagga gacctggaaa agctgatggc cacaggtccc accaatgagt 2700
ctgtgtggat ccagcttcta ttccaggtga ctaaccctgg catcaagtat gagtacacaa 2760
tccagaaaga tggccttgac aatgatgttg agcagatgta cttetggecag tacggccact 2820
ggacagagtg cagtgtgacc tgcgggacag gtatccgcoccg ccaaactgcc cattgcataa 2880
agaagggccg cgggatggtg aaagctacat tctgtgaccc agaaacacag cccaatggga 2940
gacagaagaa gtgccatgaa aaggcttgtc cacccaggtg gtgggcaggg gagtgggaag 3000
catgctcgge gacatgcggg ccccacgggg agaagaagcg aaccgtgctg tgcatccaga 3060
ccatggtcte tgacgagcag gctctecege ccacagactg ccagcacctg ctgaagcceca 3120
agacccetect ttectgeaac agagacatce tgtgecceote ggactggaca gtgggcaact 3180
ggagtgagtg ttctgtttee tgtggtggtg gagtgeggat tcgcagtgte acatgtgeca 3240
agaaccatga tgaaccttgc gatgtgacaa ggaaacccaa cagccgagct ctgtgtggec 3300
tccagcaatg cccttctage cggagagttc tgaaaccaaa caaaggcact atttccaatg 3360
gaaaaaaccce accaacacta aagcccgtcece ctccacctac atccaggcecce agaatgetga 3420

ccacacccac agggcectgag tctatgagea caagecactec agcaatcage agccectagte 3480
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ctaccacagc ctccaaagaa ggagacctgg gtgggaaaca gtggcaagat agctcaaccc 3540
aacctgagct gagctctege tatctcattt ccactggaag cacttcccag cccatcetcea 3600
cttcccaate cttgagcatt cagccaagtg aggaaaatgt ttccagttca gatactggtce 3660
ctacctegga gggaggectt gtagectacaa caacaagtgg ttetggettg tcatcttece 3720
gcaaccctat cacttggcct gtgactccat tttacaatac cttgaccaaa ggtccagaaa 3780
tggagattca cagtggctca ggggaagaaa gagaacagcc tgaggacaaa gatgaaagca 3840
atcctgtaat atggaccaag atcagagtac ctggaaatga cgctccagtg gaaagtacag 3900
aaatgecact tgeaccteca ctaacaccag atctcageag ggagtectgg tggecaccet 3960
tcagcacagt aatggaagga ctgctcccca gccaaaggcec cactacttcce gaaactggga 4020
cacccagagt tgaggggatg gttactgaaa agccagccaa cactctgctc cctctgggag 4080
gagaccacca gccagaaccc tcaggaaaga cggcaaaccg taaccacctg aaacttccaa 4140
acaacatgaa ccaaacaaaa agttctgaac cagtcctgac tgaggaggat gcaacaagtc 4200
tgattactga gggctttttg ctaaatgcct ccaattacaa gcagctcaca aacggccacg 4260
gctctgeaca ctggatcgte ggaaactgga gcgagtgcocte caccacatgt ggcectggggg 4320
cctactggaa aagggtggag tgcaccaccc agatggattc tgactgtgcg gccatccaga 4380
gacctgaccc tgcaaaaaga tgccacctcc gtccctgtge tggctggaaa gtgggaaact 4440
ggagcaagtg ctccagaaac tgcagtgggg gcttcaagat acgecgagatt cagtgegtgg 4500
acagecggga ccacceggaac ctgaggecat ttcactgeca gttectggee ggeattecte 4560
ccocecattgag catgagetgt aacceggage cctgtgagge gtggcaggtg gagecttgga 4620
gccagtgete caggtcctgt ggaggtggag ttcaggagag aggagtgttc tgtccaggag 4680
gcctctgtga ttggacaaaa agacccacat ccaccatgtc ttgcaatgag cacctgtget 4740
gtcactggge cactgggaac tgggacctgt gtteccactte ctgtggaggt ggetttcaga 4800
agaggattgt ccaatgtgtyg cectcagagy gcaataaaac tgaagaccaa gaccaatgte 4860
tatgtgatca caaacccaga cctccagaat tcaaaaaatg caaccagcag gcctgcaaga 4920
aaagtgccga tttactttgc actaaggaca aactgtcagc cagtttctgc cagacactga 4980
aagccatgaa gaaatgttct gtgcccaccg tgagggctga gtgctgette tegtgteccce 5040
agacacacat cacacacacc caaaggcaaa gaaggcaacg gttgctccaa aagtcaaaag 5100
aactctaagc ccaaa 5115
<210> SEQ ID NO 32

<211> LENGTH: 799

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 32

cactcccaaa gaactgggta ctcaacactg agcagatctg ttetttgage taaaaaccat 60
gtgctgtacce aagagtttgc tcctggetge tttgatgtca gtgctgctac tcecacctetg 120
cggcgaatca gaagcagcaa gcaactttga ctgctgtcoctt ggatacacag accgtattct 180
tcatcctaaa tttattgtgg gcttcacacg gcagctggecc aatgaaggct gtgacatcaa 240
tgctatcate tttcacacaa agaaaaagtt gtctgtgtge gcaaatccaa aacagacttg 300

ggtgaaatat attgtgegte tcctcagtaa aaaagtcaag aacatgtaaa aactgtgget 360
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tttctggaat ggaattggac atagcccaag aacagaaaga accttgctgg ggttggaggt 420
ttcacttgeca catcatggag ggtttagtge ttatctaatt tgtgecctcac tggacttgte 480
caattaatga agttgattca tattgcatca tagtttgctt tgtttaagca tcacattaaa 540
gttaaactgt attttatgtt atttatagct gtaggtttte tgtgtttage tatttaatac 600
taattttcca taagctattt tggtttagtg caaagtataa aattatattt gggggggaat 660
aagattatat ggactttctt gcaagcaaca agctattttt taaaaaaact atttaacatt 720
cttttgttta tattgttttg tctcctaaat tgttgtaatt gcattataaa ataagaaaaa 780
cattaataag acaaatatt 799
<210> SEQ ID NO 33

<211> LENGTH: 1901

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 33

gggcaggaag acggcgetge ccggaggage ggggcgggcg ggegcgeggg ggagegggyey 60
gcgggceggga gecaggcececg ggcegggggeg gg9ggcggcegyg ggccagaaga ggcggceggge 120
cgcgetecegg ceggtectgeg gegttggect tggetttgge tttggcggeg geggtggaga 180
agatgctgca gtccctggec ggcagctegt gegtgegocct ggtggagecgg caccgctegg 240
cctggtgett cggettecetg gtgetggget acttgetcocta cetggtette ggegecagtgg 300
tettetecte ggtggagetyg cectatgagyg acctgetgeg ccaggagetg cgcaagetga 360
agcgacgctt cttggaggag cacgagtgcc tgtctgagca gcagctggag cagttcetgg 420
gcocgggtget ggaggccagce aactacggcg tgtcggtget cagcaacgcc tcgggcaact 480
ggaactggga cttcacctcc gcgctcttcet tcgeccagcac cgtgectctee accacaggtt 540
atggccacac cgtgccettg tcagatggag gtaaggectt ctgcatcatc tactccgtca 600
ttggeattee cttcaccete ctgttectga cggetgtggt ccagegeate accgtgeacy 660
tcacccgcag gcceggtccete tacttccaca tcegetgggg ctteteccaag caggtggtgg 720
ccatcgtcca tgccgtgete cttgggtttg tcactgtgtce ctgecttectte ttcatccecgg 780
ccgetgtett ctcagtcctg gaggatgact ggaacttcct ggaatccttt tatttttgtt 840
ttatttcecet gagcaccatt ggcetggggg attatgtgec tggggaaggce tacaatcaaa 900
aattcagaga gctctataag attgggatca cgtgttacct gctacttggc cttattgcca 960
tgttggtagt tctggaaacc ttctgtgaac tccatgaget gaaaaaattc agaaaaatgt 1020
tctatgtgaa gaaggacaag gacgaggatc aggtgcacat catagagcat gaccaactgt 1080
ccttectecte gatcacagac caggcagctg gcatgaaaga ggaccagaag caaaatgagc 1140
cttttgtgge cacccagtca tctgeetgeg tggatggoee tgcaaaccat tgagegtagg 1200
atttgttgea ttatgetaga gecaccagggt cagggtgeaa ggaagagget taagtatgtt 1260
catttttate agaatgcaaa agcgaaaatt atgtcacttt aagaaatage tactgtttge 1320
aatgtcttat taaasaaacaa caaaaaaaga cacatggaac aaagaagctg tgaccccagc 1380
aggatgtcta atatgtgagg aaatgagatg tccacctaaa attcatatgt gacaaaatta 1440
tctegaccett acataggagg agaatacttg aagcagtatg ctgetgtggt tagaagcaga 1500

ttttatactt ttaactggaa actttggggt ttgcatttag atcatttage tgatggetaa 1560
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atagcaaaat ttatatttag aagcaaaaaa aaaaaqcata gagatgtgtt ttataaatag 1620
gtttatgtgt actggtttgc atgtacccac ccaaaatgat tatttttgga gaatctaagt 1680
caaactcact atttataatg cataggtaac cattaactat gtacatataa agtataaata 1740
tgtttatatt ctgtacatat ggtttaggtc accagatcct agtgtagttc tgaaactaag 1800
actatagata ttttgtttct tttgatttct ctttatacta aagaatccag agttgctaca 1860
ataaaataag gggaataata aacttgagag tgaataacca t 1901
<210> SEQ ID NO 34

<211> LENGTH: 492

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 34

aaagggactc cttgaaactg attgagagcc cagtggattt gccagcagtt tgagcttcta 60
ccgagtette ccccaccteca atceetgttg ctatggagac taccaatgga acggagacct 120
ggtatgagag cctgcatgcc gtgctgaagg ctctaaatgc cactcttcac agcaatttgce 180
tctgecggee agggecaggg ctggggecag acaaccagac tgaagagagg cgggccagec 240
tacctggccg tgatgacaac tcctacatgt acattctctt tgtcatgttt ctatttgetg 300
taactgtggg cagcctcatc ctgggataca cccgctcccg caaagtggac aagcdgtagtg 360
acccctatca tgtgtatatc aagaaccgtg tgtctatgat ctaacacgag agggctggga 420
cggtggaaga ccaagacace tggggattge gtcetggggec tecagaacte tgetgtggac 480
tgcatcaggt ct 492
<210> SEQ ID NO 35

<211> LENGTH: 14756

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 35

ctgggeggee gggcgcggyy agagggcgeg ggageggote gtgeggeagg taccatgegy 60
acgcgcgagc ccggcgaggc cccggcaggce ccgtcectge tcgggggege getgagacgg 120
cgggtgaget ccacgagagc gccgtcgeca cttecgggocca actttgegat tcccgacagt 180
taagcaatgg ggagacattt ggctttgetc ctgettetge tcectteotett ccaacatttt 240
ggagacagtg atggcagcca acgacttgaa cagactcctc tgcagtttac acacctcgag 300
tacaacgtca ccgtgcagga gaactctgca gctaagactt atgtggggca tcctgtcaag 360
atgggtgttt acattacaca tccagcgtgg gaagtaaggt acaaaattgt ttccggagac 420
agtgaaaacc tgttcaaagc tgaagagtac attctcggag acttttgctt tctaagaata 480
aggaccaaag gaggaaatac agctattctt aatagagaag tgaaggatca ctacacattg 540
atagtgaaag cacttgaaaa aaatactaat gtggaggcge gaacaaaggt cagggtgcag 600
gtgctggata caaatgactt gagaccgtta ttctcaccca cctcatacag cgtttcttta 660
cctgaaaaca cagctataag gaccagtatc gcaagagtca gcgccacgga tgcagacata 720
ggaaccaacg gggaatttta ctacagtttt aaagatcgaa cagatatgtt tgctattcac 780
ccaaccagtg gtgtgatagt gttaactggt agacttgatt acctagagac caagctctat 840

gagatggaaa tcctegetge ggaccgtgge atgaagttgt atgggageag tggeatcage 900
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agcatggcca agctaacggt gcacatcgaa caggccaatg aatgtgctcc ggtgataaca 960
gcagtgacat tgtcaccatc agaactggac agggacccag catatgcaat tgtgacagtg 1020
gatgactgcg atcagggtgc caatggtgac atagcatctt taagcatcgt ggcaggtgac 1080
cttectecage agtttagaac agtgaggtcc tttecaggga gtaaggagta taaagtcaaa 1140
gccatcggtg acattgattg ggacagtcat cctttecgget acaatctcac actacaggcet 1200
aaagataaag gaactccgcc ccagttctct tctgttaaag tcattcacgt gacttctcca 1260
cagttcaaag ccgggccagt caagtttgaa aaggatgttt acagagcaga aataagtgaa 1320
tttgeteete ccaacacace tgtggtcatyg gtaaaggeca tteetgetta tteccatttg 1380
aggtatgttt ttaasaaggac acctggaaaa gctaaattca gtttaaatta caacactggt 1440
ctcatttcta ttttagaacc agttaaaaga cagcaggcag cccattttga acttgaagta 1500
acaacaagtg acagaaaagc gtccaccaag gtcttggtga aagtcttagg tgcaaatagc 1560
aatcccecetg aatttaccca gacagegtac aaagetgett ttgatgagaa cgtgeccatt 1620
ggtactacta tcatgagcct gagtgccgta gaccctgatg agggtgagaa tgggtacgtg 1680
acatacagta tcgcaaattt aaatcatgtg ccgtttgcocga ttgaccattt cactggtgece 1740
gtgagtacgt cagaaaacct ggactacgaa ctgatgcctc gggtttatac tctgaggatt 1800
cgtgcatcag actggggctt gececgtaccge cgggaagtcg aagtccttge tacaattact 1860
ctcaataact tgaatgacaa cacacctttg tttgagaaaa taaattgtga agggacaatt 1920
cccagagate taggegtggg agagcaaata accactgttt ctgetattga tgcagatgaa 1980
cttcagttgg tacagtatca gattgaagcet ggaaatgaac tggatttgtt tagtttaaac 2040
cccaactcgg gggtattgtc attaaagcga tcgctaatgg atggcttagg tgcaaaggtg 2100
tctttccaca gtctgagaat cacagctaca gatggagaaa attttgccac accattatat 2160
atcaacataa cagtggctgc cagtcacaag ctggtaaact tgcagtgtga agagactggt 2220
gttgccaaaa tgetggecaga gaagetcctg caggcaaata aattacacaa ccagggagag 2280
gtggaggata ttttcttecga ttctcactet gtcaatgcote acataccgeca gtttagaage 2340
actcttccga ctggtattca ggtaaaggaa aaccagcctg tgggttccag tgtaattttc 2400
atgaactcca ctgaccttga cactggcttc aatggaaaac tggtctatgc tgtttctgga 2460
ggaaatgagg atagttgctt catgattgat atggaaacag gaatgctgaa aattttatct 2520
cctettgace gtgaaacaac agacaaatac accctgaata ttaccgtcta tgaccttggg 2580
ataccccaga aggctgegtg geogtctteta catgtegtgg ttgtecgatge caatgataat 2640
ccacccgagt ttttacagga gagctatttt gtggaagtga gtgaagacaa ggaggtacat 2700
agtgaaatca tccaggttga agccacagat aaagacctgg ggcccaacgg acacgtgacg 2760
tactcaatte ttacagacac agacacattt tcaattgaca gcgtgacggg tgttgttaac 2820
atcgeacgee ctetggateg agagetgeag catgageact cettaaagat tgaggecagg 2880
gaccaagcca gagaagagcec tcagetgttc tccactgteg ttgtgaaagt atcactagaa 2940
gatgttaatg acaacccacc tacatttatt ccacctaatt atcgtgtgaa agtccgagag 3000
gatcttccag aaggaaccgt catcatgtgg ttagaagccc acgatcctga tttaggtcag 3060
tctggtcagg tgagatacag ccttctggac cacggagaag gaaacttcga tgtggataaa 3120

ctecagtggag cagttaggat cgtccageag ttggactttg agaagaagea agtgtataat 3180
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ctcactgtga gggccaaaga caagggaaag ccagtttctc tgtcttctac ttgctatgtt 3240
gaagttgagg tggttgatgt gaatgagaac ctgcacccac ccgtgttttce cagetttgtg 3300
gaaaagggga cagtgaaaga agatgcacct gttggttcat tggtaatgac ggtgtcgget 3360
catgatgagg acgccggaag agatggggag atccgatact ccattagaga tggetctgge 3420
gttggtgttt tcaaaatagg tgaagagaca ggtgtcatag agacgtcaga tcgactggac 3480
cgtgaatcga cctcccatta ttggctaaca gtctttgcaa ccgatcaggg tgtcgtgect 3540
ctttcategt tcatagagat ctacatagag gttgaggatg tcaatgacaa tgcaccacag 3600
acatcagage ctgtttatta cccagaaate atggaaaatt ctectaaaga tgtatetgtg 3660
gtccagatcg aggcatttga tccagattcg agetctaatg acaagetcat gtacaaaatt 3720
acaagtggaa atccacaagg attcttttca atacatccta aaacaggtct catcacaact 3780
acgtcaagga agctagaccg agaacagcaa gatgaacaca tattagaggt tactgtgaca 3840
gacaatggta gtccccccaa atcaaccatt gcaagagtca ttgtgaaaat ccttgatgaa 3900
aatgacaaca aacctcagtt tctgcaaaag ttctacaaaa tcagactccce tgagcgggaa 3960
aagccagacc gagaaagaaa tgccagacgg gagccgctct atcgcgtcat agccaccgac 4020
aaggatgagg gccccaatgc agaaatctcc tacagcatcg aagacgggaa tgagcatggce 4080
aaatttttca tcgaaccgaa aactggagtg gtttcgtcca agaggttttc agcagctgga 4140
gaatatgata ttctttcaat taaggcagtt gacaatggtc gccctcaaaa gtcatcaacc 4200
accagactee atattgaatyg gatctcecaag cccaaacagt ccetggagece catttcattt 4260
gaagaatcat tttttacctt tactgtgatg gaaagtgacc ccgttgetca catgattgga 4320
gtaatatctg tggagcctcc tggcataccc ctttggtttg acatcactgg tggcaactac 4380
gacagtcact tcgatgtgga caagggaact ggaaccatca ttgttgccaa acctcttgat 4440
gcagaacaga agtcaaacta caacctcaca gtcgaggcta cagatggaac caccactatc 4500
ctcacteagqg tattcatcaa agtaatagac acaaatgace atcegtectea gttttetaca 4560
tcaaagtatg aagttgttat tcctgaagat acagcgccag aaacagaaat tttgcaaatc 4620
agtgctgtgg atcaggatga gaaaaacaaa ctaatctaca ctctgcagag cagtagagat 4680
ccactgagtc tcaagaaatt tcgtcttgat cctgcaaccg gctctctcta tacttctgag 4740
aaactggatc atgaagctgt ttcaccageca cacctcacgg tcatggtacg agatcaagat 4800
gtgcctgtaa aacgcaactt tgcaaggatt gtggtcaatg tcagcgacac gaatgaccac 4860
gcceegtggt tcaccgette ctcctacaaa gggegggttt atgaatcgge agecegttgge 4920
tcagttgtgt tgcaggtgac ggctctggac aaggacaaag ggaaaaatgc tgaagtgctg 4980
tactcgatcg agtcaggaaa tattggaaat attggaaatt cttttatgat tgatcctgtc 5040
ttgggctcta ttaaaactgc caaagaatta gatcgaagta accaagcgga gtatgattta 5100
atggtaaaag ctacagataa gggcagtcca ccaatgagtg aaataactte tgtgegtate 5160
tttgtcacaa ttgctgacaa cgecteteceg aagtttacat caaaagaata ttetgttgaa 5220
cttagtgaaa ctgtcagcat tgggagtttc gttgggatgg ttacagccca tagtcaatca 5280
tcagtggtgt atgaaataaa agatggaaat acaggtgatg cttttgatat taatccacat 5340
tctggaacta tcatcactca gaaagccetg gactttgaaa ctttgeccat ttacacattg 5400

ataatacaag gaactaacat ggcetggtttg tccactaata caacggttet agttcacttg 5460
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caggatgaga atgacaacgc gccagttttt atgcaggcag aatatacagg actcattagt 5520
gaatcagcct caattaacag cgtggtccta acagacagga atgtcccact ggtgattcga 5580
gcagctgatg ctgataaaga ctcaaatgct ttgcttgtat atcacattgt tgaaccatct 5640
gtacacacat attttgctat tgattctagc actggtgcta ttcatacagt actaagtetg 5700
gactatgaag aaacaagtat ttttcacttt accgtccaag tgcatgacat gggaacccca 5760
cgtttatttg ctgagtatgc agcgaatgta acagtacatg taattgacat taatgactgc 5820
ccecectgtgt ttgccaagec attatatgaa geatctettt tgttaccaac atacaaagga 5880
gtaaaagtca tcacagtaaa tgctacagat getgattcaa gtgeattete acagttgatt 5940
tactccatca ccgaaggcaa catcggggag aagttttcta tggactacaa gactggtget 6000
ctcactgtcce aaaacacaac tcagttaaga agccgctacg agctaaccgt tagagcttcc 6060
gatggcagat ttgccggect tacctctgtc aaaattaatg tgaaagaaag caaagaaagt 6120
cacctaaagt ttacccagga tgtctactct gcggtagtga aagagaattc caccgaggec 6180
gaaacattag ctgtcattac tgctattggg agtccaatca atgagccttt gttttatcac 6240
atcctcaacce cagatcgcag atttaaaata agccegeactt caggggttet gtcaaccact 6300
ggcacgccct tcgatcgtga gcagcaggag gcgtttgatg tggttgtaga agtgatagag 6360
gaacataagc cttctgcagt ggcccacgtt gtcgtgaagg tcattgtaga agaccaaaat 6420
gataatgcge cggtgtttgt caaccttcce tactacgceg ttgttaaagt ggacactgag 6480
gtgggecatyg tcattegeta tgtcactget gtagacagag acagtggeag aaacggggaa 6540
gtgcattact acctcaagga acatcatgaa cactttcaaa ttggaccctt gggtgaaatt 6600
tcactgaaaa agcaatttga gcttgacacc ttaaataaag aatatcttgt tacagtggtt 6660
gcaaaagatg gagggaaccc ggccttttca gcggaagtta tcgttccgat cactgtcatg 6720
aataaagcca tgectgtgtt tgaaaaacct ttctacagtg cagagattge agagagcatc 6780
caggtgeaca geectgtggt ccacgtgeag getaacagee cggaaggect gaaagtgtte 6840
tacagcatca cagacggaga ccctttcage cagttcacta ttaacttcaa tactggagtt 6900
atcaatgtca tagctcctct ggactttgag gcccacccgg catataagct gagcatacgce 6960
gcaactgact ccttgacggg cgctcatgct gaagtatttg tggacatcat agtagacgac 7020
atcaatgata accctccotgt gtttgetcag cagtettatg cggtgaccct gtetgaggea 7080
tctgtaattg gaacgtctgt tgttcaagtt agagccaccq attctgattc agaaccaaat 7140
agaggaatct cataccagat gtttgggaat cacagcaaga gtcatgatca ttttcatgta 7200
gacagcagca ctggcctcat ctcactactc agaaccctgg attacgagca gtcccggcag 7260
cacacgattt ttgtgagggc agttgatggt ggtatgccca cgctgagcag tgatgtgatt 7320
gtcacggtgg acgttaccga cctcaatggt aatccaccac tctttgaaca acagatttat 7380
gaagccagaa ttagegagea cgecccteat gggeattteg tgacctgtgt aaaagectat 7440
gatgcagaca gttcagacat agacaagttg cagtattcca ttetgtetgg caatgatcat 7500
aaacattttg tcattgacag tgcaacaggg attatcaccc tctcaaacct gcaccggcac 7560
gccctgaage cattttacag tcttaacctg tcagtgtctg atggagtttt tagaagttcc 7620
acccaggttc atgtaactgt aattggagge aatttgcaca gtcetgettt cettecagaac 7680

gaatatgaag tggaactage tgaaaacqgcet ccecctacata ccetggtgat ggaggtgaaa 7740
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actacggatg gggattctgg tatttatggt cacgttactt accatattgt aaatgacttt 7800
gccaaagaca gattttacat aaatgagaga ggacagatat ttactttgga aaaacttgat 7860
cgagaaaccce cggcggagaa agtgatctca gtcegtttaa tggectaagga tgctggagga 7920
aaagttgett tctgecaccgt gaatgtcatc cttacagatg acaatgacaa tgcaccacaa 7980
tttcgagcaa ccaaatacga agtgaatatc gggtccagtg ctgctaaagg gacttcagtc 8040
gtaaagtctg caagtgatgc cgatgagggc tccaatgccg acatcaccta tgccattgaa 8100
gcagactctg aaagtgtaaa agagaatttg gaaattaaca aactgtccgg cgtaatcact 8160
acaaaggaga gectcattgg cttggaaaat gaattettea ctttetttgt tagagetgtg 8220
gataatgggt ctccatcaaa agaatctgtt gttettgtet atgttaaaat ccettecaccg 8280
gaaatgcagc ttccaaaatt ttcagaacct ttctatacct ttacagtgtc agaggacgtg 8340
cctgttggaa cagagataga tctcatccga gcagaacata gtgggactgt tctttacagce 8400
ctggtcaaag ggaatactcc agaaagcaat agggatgagt cctttgtgat tgacagacag 8460
agcgggagac tgaagttgga gaagagtctt gatcatgaga caactaagtg gtatcagttt 8520
tccatactgg ccaggtgcac tcaagatgac catgagatgg tggcttctgt agatgttagt 8580
atccaagtga aagatgcaaa tgacaacagc ccggtctttg aatctagtcc atatgaggca 8640
ttcattgttg aaaacctgcc agggggaagt agagtaattc agatcagggc atctgatgect 8700
gactcaggaa ccaacggcca agttatgtat agcctggatc agtcacaaag tgtggaagtce 8760
attgaatect ttgccattaa catggaaaca ggetggatta caactttaaa ggaacttgac 8820
catgaaaaga gagacaatta ccagattaaa gtggttgcat cagatcatgg tgaaaagatc 8880
cagctatcct ccacagccat tgtggatgtt accgtcaccg atgtcaacga tagtccacca 8940
cgattcacgg ccgagatcta taaagggact gtgagtgagg atgaccccca aggtggggtg 9000
attgccatet taagtaccac ggatgctgat tctgaagaga tcaacagaca agttacatat 9060
ttcataacag gaggggatce tttaggacag tttgecegttg aaactataca gaatgaatgg 9120
aaggtatatg tgaagaaacc tctagacagg gaaaaaaggg acaattacct tcttactatce 9180
acggcaactg atggcacctt ctcatcaaaa gcgatagttg aagtgaaagt tctggatgca 9240
aatgacaaca gtccagtttg tgaaaagact ttatattcag acactattcc tgaagacgtc 9300
cttcectggaa aattgatcat gecagatctcet gctacagacg cagacatceg ctctaacget 9360
gaaattactt acacgttatt gggttcaggt gcagaaaaat tcaaactaaa tccagacaca 9420
ggtgaactga aaacgtcaac cccccttgat cgtgaggage aagetgttta tcatcttete 9480
gtcagggcca cagatggagg aggaagattc tgccaagcca gtattgtcgt cacgctagaa 9540
gatgtgaacg ataacgcccc cgaattctct gccgatcctt atgccatcac cgtgtttgaa 9600
aacacagagc cgggaacgct gctgacaaga gtgcaggcca cagatgccga cgcaggatta 9660
aatcggaaga ttttatacte actgattgac tetgetgatg ggeagttete cattaacgaa 9720
ttatctggaa ttattcagtt agaaaaacct ttggacagag aactccagge agtatacacc 9780
ctctetttga aagctgtgga tcaaggcttg ccaaggaggc tgactgccac tggcactgtg 9840
attgtatcag ttcttgacat aaatgacaac ccccctgtgt ttgagtaccg tgaatatggt 9900
gccaccgtgt ctgaggacat tcttgttgga actgaagttc ttcaagtgta tgcagcaagt 9960

cgggatatty aagcaaatge agaaatcacce tactcaataa taagtggaaa tgaacatggg 10020
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aaattcagca tagattctaa aacaggggcc gtatttatca ttgagaatct ggattatgag 10080
agctctcatg agtattacct aacagtagag gccactgatg gaggcacgec ttcactgage 10140
gacgttgeca ctgtgaacgt taatgtaaca gatatcaacg ataatacccc tgtgttcage 10200
caagacacct acacgacagt catcagtgaa gatgcegtte ttgagcagte tgtcatcacg 10260
gttatggccg atgatgccga tggaccttcc aacagccaca tccactactc aattatagat 10320
ggcaaccaag gaagctcgtt cacaattgac cccgtcaggg gagaagtcaa agtgaccaaa 10380
cttetecgace gagaaacgat ttcaggttac acgetcacgg ttcaagette tgataatgge 10440
agtecaceca gagtcaacac gacgaccgtyg aacategatg tgtecgatgt caatgacaac 10500
gcgecegtet tetoccagggg aaactacagt gtcattatce aggaaaataa gecagtggge 10560
ttcagcgtge tgcagctggt agtaacagat gaggattctt cccataacgg tccacccttce 10620
ttctttacta ttgtaactgg aaatgatgag aaggcttttg aagttaaccc gcaaggagtc 10680
ctcoccotgacat catctgecat caagaggaag gagaaagatc attacttact gecaggtgaag 10740
gtggcagata atggaaagcc tcagttgtca tctttgacat acattgacat tagggtaatt 10800
gaggagagca tctatccgec tgcgattttg cccctggaga ttttcatcac ctettcotgga 10860
gaagaatact caggtggcgt cattgggaag atccatgcca cagaccagga cgtgtatgat 10920
actctaacct acagtctcga ccctcagatg gacaacctgt tctetgtttc cagcacaggg 10980
ggcaagctga tagcacacaa aaagctagac atagggcaat accttctcaa tgtcagegta 11040
acagatggga agttcacgac ggtggcecgac atcacagtge atatcagaca agtcacacag 11100
gagatgttga accacaccat cgcgatcecge tttgccaacce tcacteccgga agaattcegtt 11160
ggtgactact ggcgcaactt ccagcgagct ttacggaaca tcctgggtgt gaggaggaac 11220
gacatacaga ttgttagttt gcagtcctct gaacctcacc cacatctgga cgtcttactt 11280
tttgtagaga aaccaggtag tgctcagatc tcaacaaaac aacttctgeca caagattaac 11340
tettecgtga ctgacattga ggaaatcatt ggagttagga tactgaatgt attecagaaa 11400
ctotgegegg gactggactg cccctggaag ttetgegatg aaaaggtgte tgtggatgaa 11460
agtgtgatgt caacacacag cacagccaga ctgagttttg tgactccccg ccaccacagg 11520
gcagcggtgt gtctctgcaa agagggaagg tgcccacctg tccaccatgg ctgtgaagat 11580
gatccgtgee ctgagggatc cgaatgtgtg tctgatccet gggaggagaa acacacctgt 11640
gtctgtceca geggecaggtt tggtcagtge ccagggagtt catctatgac actgactgga 11700
aacagctacg tgaaataccg tctgacggaa aatgaaaaca aattagagat gaaactgacc 11760
atgaggctca gaacatattc cacgcatgcg gttgtcatgt atgctcgagg aactgactat 11820
agcatcttgg agattcatca tggaaggctg cagtacaagt ttgactgtgg aagtggccct 11880
ggaattgtct ctgttcagag cattcaggtc aatgatgggc agtggcacge agtggccctg 11940
gaagtgaatyg gaaactatge tegettggtt ctagaccaag ttcatactge ategggeaca 12000
gccecaggga ctotgaaaac cctgaacctg gataactatg tgttttttgg tggccacate 12060
cgtcagcagg gaacaaggca tggaagaagt cctcaagttg gtaatggttt caggggttgt 12120
atggactcca tttatttgaa tgggcaggag ctccctttaa acagcaaacc cagaagctat 12180
gcacacatcg aagagtcggt ggatgtatct ccaggetget tcectgacgge cacggaagac 12240

tgcegcecagca acccttgeca gaatggagge gtttgeaate cqgteacctge tggaggttat 12300
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tactgcaaat gcagtgcctt gtacataggg acccactgtg agataagcgt caatccgtgt 12360
tceoteccaace catgecteta tgggggeacg tgtgttgteg acaacggagg ctttgtttge 12420
cagtgtagag gattatatac tggtcagagg tgtcagctta gtccatactg caaagatgaa 12480
ccoctgtaaga atggeggaac atgetttgac agtttggatg gegecgtttg tcagtgtgat 12540
tcgggtttta ggggagaaag gtgtcagagt gatatcgacg agtgctctgg aaacccttge 12600
ctgcacgggg ccctctgtga gaacacgcac ggctcctatc actgcaactg cagccacgag 12660
tacaggggac gtcactgega ggatgetgeg cccaaccagt atgtgtccac gecgtggaac 12720
attgggttgy cggaaggaat tggaatcegtt gtgtttgttg cagggatatt tttactggtg 12780
gtggtgtttg ttctetgecg taagatgatt agtcggaaaa agaagcatca ggctgaacct 12840
aaagacaagc acctgggacc cgctacggct ttcttgcaaa gaccgtattt tgattccaag 12900
ctaaataaga acatttactc agacatacca ccccaggtgc ctgtccggec tatttcctac 12960
accccgagta ttccaagtga ctcaagaaac aatctggacc gaaattcctt cgaaggatct 13020
gctatcccag agcatcccga attcagcact tttaaccccg agtetgtgeca cgggcaccga 13080
aaagcagtgg cggtctgcag cgtggcgecca aacctgecte ccccacccce ttcaaactce 13140
ccttctgaca gcgactccat ccagaagcct agctgggact ttgactatga cacaaaagtg 13200
gtggatcttg atccctgtct ttccaagaag cctctagagg aaaagccttc ccagccatac 13260
agtgccecggg aaagcctgtc tgaagtgcag tccctgaget ccttccagte cgaatcgtge 13320
gatgacaatg ggtatcactyg ggatacatca gattggatge caagegttece tetgecggac 13380
atacaagagt tccccaacta tgaggtgatt gatgagcaga cacccctgta ctcagcagat 13440
ccaaacgcca tcgatacgga ctattaccct ggaggctacg acatcgaaag tgattttcct 13500
ccacccccag aagacttccc cgcagctgat gagctaccac cgttaccgec cgaattcage 13560
aatcagtttg aatccatcca ccctcctaga gacatgectg cecgegggtag cttgggttet 13620
tcatcaagaa accggeagag gttcaacttg aatcagtatt tgececaattt ttateccete 13680
gatatgtctg aacctcaaac aaaaggcact ggtgagaata gtacttgtag agaaccccat 13740
gccccttace cgccagggta tcaaagacac ttcgaggcge ccgetgtcga gagcatgeccc 13800
atgtctgtgt acgcctccac cgectcctge tctgacgtgt cagecctgetg cgaagtggag 13860
tcecgaggtea tgatgagtga ctatgagagc ggggacgacg gccacttcga agaggtgacg 13920
atccegecce tggattccca gcagcacacg gaagtctgac tctcaactce ccccaaagtg 13980
cctgacttta gtgaacctag aggtgatgtg agtaatccge getgttettt gecagecagtge 14040
ttccaagett tttttggtga gccgaatggg catggetgeg ctggatcctg cgoctctgga 14100
cgtgctagce atttccagtg tcccaactac tgtcatcgtg aggttttcat cggectgtgec 14160
atttcccaac gtcttttggg atttacatct gtctgtgtta aaataatcaa acgaaaaatc 14220
agtecetgtgt tgtcageatyg attcatgtat ttatatagat ttgattattt taatttteet 14280
gtoctottttt tttgtaaatt ttatgtacag atttgatttt tcatagtttt aactagattt 14340
ccaagatatt ttgtgcattt gtttcaactg aattttggtg gtgtcagtgc cattatctag 14400
caccctgatt tttttttttt tactataacc agggtttcat tctgtctttt tccactgaag 14460
tgtgacattt tgttagtaca tttcagtgta gtcattcatt tctagctgta cataggatga 14520

aggagagate agatacatga acatgtetta catgggttge tgtatttaga attataaaca 14580
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tttttcatta ttggaaagtg taacggggac cttctgcata cctgtttaga accaamacca 14640
ccatgacaca gtttttatag tgtctgtata tttgtgatge aatggtettg taaaggtttt 14700
taatgaaaac taccattagc cagtctttct tactgacaat aaattattaa taaaat 14756
<210> SEQ ID NO 36

<211> LENGTH: 1583

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 36

gtggtgtttg ctttetecac cagaagggea cactttecate taatttgggg tatcactgag 60
ctgaagacaa agagaagggg gagaaaacct agcagaccac catgtgctat gggaagtgtg 120
cacgatgcat cggacattct ctggtgggge tcgccctcocct gtgcatcgeg getaatattt 180
tgctttactt tcccaatggg gaaacaaagt atgcctccga aaaccacctc agccgctteg 240
tgtggttett ttectggecatc gtaggaggtg gecctgetgat getectgeca geatttgtet 300
tcattgggct ggaacaggat gactgectgtg gectgectgtgg ccatgaaaac tgtggcaaac 360
gatgtgcgat getttettet gtattggetg ctetcattgg aattgcagga tctggetact 420
gtgtcattgt ggcagccctt ggcttagcag aaggaccact atgtcttgat tccctcggec 480
agtggaacta cacctttgcc agcaccgagg gccagtacct tctggatacc tccacatggt 540
ccgagtgcac tgaacccaag cacattgtgg aatggaatgt atctctgttt tetatcetet 600
tggetettgyg tggaattgaa ttecatettgt gtettattca agtaataaat ggagtgettg 660
gaggcatatg tggcttttgc tgctctcacc aacagcaata tgactgctaa aagaaccaac 720
ccaggacaga gccacaatct tcctcotattt cattgtaatt tatatatttc acttgtattc 780
atttgtaaaa ctttgtatta gtgtaacata ctccccacag tctactttta caaacgcctg 840
taaagactgg catcttcaca ggatgtcagt gtttaaattt agtaaacttc ttttttgttt 900
gtttatttgt ttttgttttt ttttaaggaa tgaggaaaca aaccacccte tgggggtagt 960
ttacagactg agtgacagta ctcagtatat ctgagataaa ctctataatg ttttggataa 1020
aaataacatt ccaatcacta ttgtatatat gtgcatgtat tttttaaatt aaagatgtct 1080
agttgctttt tataagacca agaaggagaa aatccgacaa cctggaaaga tttttgtttt 1140
cactgcttgt atgatgtttc ccattcatac acctataaat ctctaacaag aggeccctttg 1200
aactgccttg tgttectgtga gaaacaaata tttacttaga gtggaaggac tgattgagaa 1260
tgttccaatc caaatgaatg catcacaact tacaatgctg ctcattgttg tgagtactat 1320
gagattcaaa tttttctaac atatggaaag ccttttgtcc tccaaagatg agtactaggg 1380
atcatgtgtt taaasaaaaga aaggctacga tgactgggca agaagaaaga tgggaaactg 1440
aataaagcag ttgatcagca tcattggaac atggggacga gtgacggcag gaggaccacg 1500
aggaaatace ctcaaaacta acttgtttac aacaaaataa agtattcact acgaaaaaaa 1560
aaaaaaaaaa aaaaaaaaaa aaa 1583
<210> SEQ ID NO 37

<211> LENGTH: 7586

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 37
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gttctttgtg acacatcaca cagaattgga gtgctgtcct tctggagagt ggtggagaac 60
caagatacag ttcagaacca aaggaataga gaagggcttt gatttctttt tggctttaga 120
ttggggattt gggaggctta gcaggaaaga tgtccactga aaatgtggaa gggaagccca 180
gtaaccttgg ggagagagga agagcccgga gctccacttt cctcagggtt gteccagccaa 240
tgtttaacca cagtattttc acttctgcag tctectectge tgcagaacgc atccgattca 300
tcttgggaga ggaggatgac agcccagctc cccctcaget cttcacggaa ctggatgage 360
tgctggecegt ggatgggcag gagatggagt ggaaggaaac agccaggtgg atcaagtttg 420
aagaaaaagt ggaacagggt ggggaaagat ggagcaagec ccatgtggec acattgtece 480
ttcatagttt atttgagctg aggacatgta tggagaaagg atccatcatg cttgatcggg 540
aggcttcttc tctcccacag ttggtggaga tgattgttga ccatcagatt gagacaggcec 600
tattgaaacc tgaacttaag gataaggtga cctatacttt gctccggaag caccggcatc 660
aaaccaagaa atccaacctt cggtcecectgg ctgacattgg gaagacagtce tccagtgcaa 720
gtaggatgtt taccaaccct gataatggta gcccagccat gacccatagg aatctgactt 780
cctccagtct gaatgacatt tctgataaac cggagaagga ccagctgaag aataagttca 840
tgaaaaaatt gccacgtgat gcagaagctt ccaacgtgct tgttggggag gttgactttt 900
tggatactcc tttcattgcc tttgttaggc tacagcagge tgtcatgectg ggtgccctga 960
ctgaagttce tgtgcccaca aggttettgt tcattetett aggtcctaag gggaaageca 1020
agtectacca cgagattgge agagecattyg ccaccetgat gtetgatgag gtgttecatg 1080
acattgctta taaagcaaaa gacaggcacg acctgattge tggtattgat gagttcctag 1140
atgaagtcat cgtccttcca cctggggaat gggatccagc aattaggata gagcctccta 1200
agagtcttcc atcctctgac aaaagaaaga atatgtactc aggtggagag aatgttcaga 1260
tgaatgggga tacqccccat gatggaggtc acggaggagg aggacatggg gattgtgaag 1320
aattgecageg aactggacgg ttetgtggtyg gactaattaa agacataaag aggaaagege 1380
cattttttge cagtgatttt tatgatgctt taaatattca agetettteg gecaattetet 1440
tcatttatct ggcaactgta actaatgcta tcacttttgg aggactgctt ggggatgcca 1500
ctgacaacat gcagggcgtg ttggagagtt tcctgggcac tgctgtctect ggagecatct 1560
tttgectttt tgctggtcaa ccactcacta ttectgagcag caccggacct gtectagttt 1620
ttgagaggct tctatttaat ttcagcaagg acaataattt tgactatttg gagtttcgec 1680
tttggattgg cctgtggtece gecttectat gtctcatttt ggtagecact gatgecaget 1740
tocttggttca atacttcaca cgtttcacgg aggagggctt ttcctctoctg attagcettca 1800
tctttatcta tgatgctttc aagaagatga tcaagcttge agattactac cccatcaact 1860
ccaacttcaa agtgggctac aacactctcet tttcctgtac ctgtgtgeca ccetgacccag 1920
ctaatatete aatatctaat gacaccacac tggeccecaga gtatttgeca actatgtett 1980
ctactgacat gtaccataat actacctttg actgggcatt tttgtcgaag aaggagtgtt 2040
caaaatacgg aggaaacctt gtcgggaaca actgtaattt tgttcctgat atcacactca 2100
tgtcttttat cctcttecttg ggaacctaca cctettccat ggctctgaaa aaattcaaaa 2160
ctagtcectta ttttccaacc acagcaagaa aactgatcag tgattttgec attatcttgt 2220

ccatteteat cttttgtgta atagatgece tagtaggegt ggacaccceca aaactaattg 2280
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tgccaagtga gttcaagcca acaagtccaa accgaggttg gttcgttcca cegtttggag 2340
aaaacccetg gtgggtgtge cttgetgetg ctatceecgge tttgttggte actatactga 2400
ttttcatgga ccaacaaatt acagctgtga ttgtaaacag gaaagaacat aaactcaaga 2460
aaggagcagg gtatcacttg gatctctttt gggtggccat cctecatggtt atatgetece 2520
tecatggctect tccgtggtat gtagcotgecta cggtcatcte cattgectcac atcgacagtt 2580
tgaagatgga gacagagact tctgcacctg gagaacaacc aaagtttcta ggagtgaggg 2640
aacaaagagt cactggaacc cttgtgttta ttctgactgg tectgtcagte tttatggetce 2700
ccatettgaa gtttataccee atgectgtac tetatggtgt gttectgtat atgggagtag 2760
catcccttaa tggtgtgecag ttcatggatc gtoctgaaget gettetgatg cetetgaage 2820
atcagcctga cttcatctac ctgcgtcatg ttcctectgeg cagagtccac ctgttcactt 2880
tcctgcaggt gttgtgtetg gecctgettt ggatcctcaa gtcaacggtg getgctatca 2940
tttttccagt aatgatcttg geacttgtag ctgtcagaaa aggcatggac tacctcottet 3000
cccagcatga cctcagette ctggatgatg tcattccaga aaaggacaag aaaaagaagg 3060
aggatgagaa gaaaaagaaa aagaagaagg gaagtctgga cagtgacaat gatgattctg 3120
actgcccata ctcagaaaaa gttccaagta ttaaaattcc aatggacatc atggaacagc 3180
aacctttcct aagcgatagc aaaccttctg acagagaaag atcaccaaca ttccttgaac 3240
gccacacatce atgctgataa aattcettte cttcagtcac teggtatgec aagtectect 3300
agaactccag taaaagttge ctcaaattag actagaactt gaacctgaag acaatgatta 3360
tttetggagg agcaagggaa cagaaactac attgtaacct gtttgtcttt cttaaaactg 3420
acatttgttg ttaatgtcat ttgtttttgt ttggectgttt gtttattttt taacttttat 3480
ttegtctcag tttttggtca caggccaaat aatacagcge tctctetget tetcotottge 3540
atagatacaa tcaagacaat agtgcaccgt tccttaaaaa cagcatctga ggaatcccce 3600
ttttgttett aaacttteag atgtgtectt tgataaccaa attetgteac tcaagacaca 3660
gacacccaca gaccctgtec tttgeccteta ttaagcagag gatggaagta ttaaggattt 3720
tgtaacacct tttatgaaaa tgttgaagga acttaaaact ttagctttgg agctgtgett 3780
actggcttgt ctttgtctgg tagaacaaac cttgacctcc agacagagtc ccttctcact 3840
tatagagcte tccaggactg gaaaaagtge tgctatttta acttgetett gettgtaaat 3900
cctaatctta gagttatcaa aagaagaaaa aactgaaggt actttactcc ctatagagaa 3960
accattgeca tcattgtage aagtgctgga atgtcccttt tttectatge aactttttta 4020
taacccttta atgaacttat ctgtggagta cattgaagaa tatttttctt cctagatttt 4080
gttgtttaaa ttatggggcc taacctgcca cttatttttt gtcaattttt aaaacttttt 4140
tttaattact gtaaagaaaa tgaatttttt cctgcagcag gaaacatagt tttcagtagt 4200
tetacetett atttgtaget gecaggettt ctgtaaaaat tgtattgtat ataatgtgat 4260
ttttacacat acatacacac acaaatacac aatctctagg gtaagccaga aggcaagatce 4320
agattaaaaa caccatgttt ctaagcatcc atttttccct ttctttaaaa gaaacttaac 4380
tgttctatga aggagattga gggagaagag acaaactcct atgtcatgag aataaccgat 4440
gttctgataa tagtagcatc taggtacaga tgctggttgt attaccacgt caatgteccta 4500

tgcagtattg ttagacattt tetcattttg aaatatttgt gtgtttgtgt atgtgetetg 4560
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tgccatgget ggtgtatata tgtgcaatgt tagaaggcaa aagagtgatg gtaggcagag 4620
ggcaaagtca ttgaatctct tatgccagtt ttcataaaac ccaaaccaca tatgaaaaaa 4680
tccattaagqg gtccaagaag tctgtccata tgaaaatgag ggtaaatata gtttatttcc 4740
caggtatcag tcattataat tgatataata gctctaacat gcaatataaa attcatagga 4800
gtattaatag cccatttaca catctataaa atgtaatggg attgcagagc tgcagagtac 4860
agtgtaacag tactctcatg caattttttt caggatgcaa aggcaattat tctttgtaag 4920
cgggacattt agatatattt gtgtacatat tatatgtatg tatatttcaa agtaccacac 4980
tgaaaattag acatttatta accaaattta acgtggtatt taaaggtaat atttttaata 5040
tgatacatta catattgtga atgtatacta aaaaaacatt ttaaatgtta aaattataat 5100
ttcagattca tataaccaca actgtgatat atcctaacta taaccagttg ttgaggggta 5160
tactagaagc agaatgaaac cacatttttt ggtttgataa tatgcactta ttgactccca 5220
ctcattgtta tgttaattaa gttattattc tgtctecttg taattttgat tacaaaaatt 5280
ttattatcct gagttagetg ttacttttac agtacctgat actcctaaaa cttttaactt 5340
atacaaatta gtcaataatg accccaattt tttcattaaa ataatagtgg tgaattatat 5400
gttattgtgt taaaacctca cttgccaaat tctggcttca catttgtatt tagggctatc 5460
cttaaaatga tgagtctata ttatctagct ttctattacc ctaatataaa ctggtataag 5520
aagactttcce ttttttettt atgcatggaa gcatcaataa attgtttaaa aaccatgtat 5580
agtaaattca gettaacceg tgatcettett aagttaaagg tacttttgtt ttataaaage 5640
tctagataaa actttetttt ctgatcatga atcaagtatc tgtggtttca tgcccctete 5700
tatacctttc aaagaactcc tgaagcaact taactcatca tttcagcctc tgagtagagg 5760
taaaacctat gtgtacttct gtttatgatc catattgata tttatgacat gaacacagaa 5820
tagtacctta catttgctaa acagacagtt aatatcaaat cctttcaata ttectgggaac 5880
ccagggaagt ttttaaaaat gtcattactt tcaaaggaac agaagtagtt aaccaaacta 5940
acaagcaaaa cctgaggttt acctagtgac accaaattat cggtatttta actgaattta 6000
cccattgact aagaatgaac cggatttggt ggtggttttg tttctatgca aactggacac 6060
aaattacaac agtaaatttt tttataagtg cttctccctt ctccatgatg tgacttccgg 6120
agataaagga ttcaaaagat aaagacaaag tacgctcaga gttgttaacc agaaagtcct 6180
ggctgtggtt gcagaaacac tgttggaaga aaagagatga ctaagtcaag tgtctgectt 6240
atcaaaagag caaaaatgcc tctggttttg tgtttgggag aaaaatatct tggacgcact 6300
gttttccttg ataaaagtca tcttctctac tgtgtgaaat gaatacttgg aattctaatt 6360
gttttgtgtg ccaggggcag taatgtccct gcctcttcoctc ccaatcaagg ttgaggagtg 6420
gggctgggga gaggacttaa ctgacttaag aagtaggaaa acaaaaacct ctcteccteag 6480
ccettecacet ccaagagagyg aggaaaaaca gttgtetget gtetgtaatt cagtttgegt 6540
gtattttatg ctcatgcacc aacccataca gagtaaatct tttatcaact atatactggt 6600
gtttaataga gaatgattgt cttccgagtt ttttggttcc ttttttaact gtgttaaagt 6660
acttgaaatg tattgactgc tgactatatt ttaaaaacaa aatgaaataa tttgagttgt 6720
attacagagg ttgacattgt tcagggatgg gacaaagcct tcttcaatce tttteatact 6780

acttaatgat tttggtgcag gaacctgaga ttttetgatt tatatttecat gatatttcac 6840
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atttgctctt cacagcatga gcatgaagcc cagtggcacc aaatggctgg gtacaatcaa 6900
gtgatatttt gtagcacctc actatctgaa aggccatgag ttttcagatg atttcattga 6960
gcttcattge agectgaaat tttaaaaaag ttgtgtaata cgccaaccag tcaagttgtg 7020
ttttggccag agatttagat atgtccaatt tcctggetca tttecattgtg ctetatgggt 7080
acgtataaaa agcaagaatt ctgtttccta ggcaaacatt gcaactcagg gctaaagtca 7140
tccagtgaaa cttttagagc cagaagtaac tttgtcccag tcctacaatg tgaaaagagt 7200
gaatagttge ctectttttag ccattttcat ggetggtaca tattcgtacg cattactttt 7260
cagaatcaat acgcacttte agatattett atttttatte tettaagtet ttattaactt 7320
tggagagaga aatgatgcat ctttttattt taaatgaagt agatcaacat ggtggaacaa 7380
aatgataaag aacagaaaac atttcaatat attactaata actttttcca atataaatcc 7440
taaaattcct ataacatagt attttacagt tttatgaagc tttctattgt gacttttatg 7500
gaattaagag atgaagaaga tgagatattt tagcatttat atttttcaaa attatatgta 7560
tacttaaaaa taaagtaact ttatge 7586
<210> SEQ ID NO 38

<211> LENGTH: 1958

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 38

cggcacagee tcacacctga acgetgtecet ceccgecagacyg agaccggeqgyg gceactgcaaa 60
gctgggacte gtctttgaag gaaaaaaaat agcgagtaag aaatccagca ccattcttca 120
ctgacccatc ccgctgcacce tecttgtttcee caagtttttg aaagectggca actctgacct 180
cggtgtccaa aaatcgacag ccactgagac cggctttgag aagccgaaga tttggcagtt 240
tccagactga gcaggacaag gtgaaagcag gttggaggceg ggtccaggac atctgaggge 300
tgaccetggg ggctegtgag getgecaceg ctgetgecge tacagaccca gecttgeact 360
ccaaggctgce gcaccgccag ccactatcat gtccactcec ggggtcaatt cgteccgecte 420
cttgagccece gaccggcectga acagcccagt gaccatcccg gecggtgatgt tcatcttegg 480
ggtggtgggce aacctggtgg ccatcgtggt gctgtgcaag tcgecgcaagg agcagaagga 540
gacgacctte tacacgetgg tatgtggget ggectgtcacce gacctgttgg geactttgtt 600
ggtgagcccg gtgaccatcg ccacgtacat gaagggccaa tggcccgggg gccagccget 660
gtgcgagtac agcaccttca ttctgctctt cttcagecctg tccggectca gecatcatctg 720
cgccatgagt gtcgagcget acctggccat caaccatgcc tatttctaca gccactacgt 780
ggacaagcga ttggcgggcc tcacgctctt tgcagtctat gecgtccaacg tgctecttttg 840
cgegetgece aacatgggte tceggtagete geggetgcag tacccagaca cetggtgett 900
catcgactgg accaccaacyg tgacggcegea cgcegectac tectacatgt acgegggett 960
cagcteette ctecatteteg ccaccgtect ctgeaacgtg cttgtgtgeg gegegetget 1020
ccgecatgcac cgccagttca tgcgccgcac ctecgoctgggce accgagcagc accacgcggce 1080
cgcggecgece teggttgect cccggggeca cccegetgee teccccagect tgccgegect 1140
cagcgacttt cggcgececgec ggagetteeg ccgeatcgeg ggegecgaga tcecagatggt 1200

catcttacte attgecacet ceetggtggt geteatetge tecatecege tegtggtgeg 1260



US 2004/0219579 Al Nov. 4, 2004
94

-continued

agtattcgtc aaccagttat atcagccaag tttggagcga gaagtcagta aaaatccaga 1320
tttgcaggee atccgaattg cttetgtgaa ccccatccta gaccceotgga tatatatcct 1380
cctgagaaag acagtgctca gtaaagcaat agagaagatc aaatgcctcet tcetgecgeat 1440
tggcgggtce cgcagggagce gctccggaca gcactgctca gacagtcaaa ggacatcttce 1500
tgccatgtca ggccactctc getccttecat ctceccgggag ctgaaggaga tcagcagtac 1560
atctcagacc ctcctgeccag acctctcact gccagacctc agtgaaaatg gecttggagg 1620
caggaatttg cttccaggtg tgcctggecat gggectggec caggaagaca ccacctcact 1680
gaggactttyg cgaatatcag agacctcaga ctetteacag ggteaggact cagagagtgt 1740
cttactggtg gatgaggetg gtgggagegg cagggetggg cctgccccta aggggagetce 1800
cctgcaagtc acatttccca gtgaaacact gaacttatca gaaaaatgta tataataggce 1860
aaggaaagaa atacagtact gtttctggac ccttataaaa tcctgtgcaa tagacacata 1920
catgtcacat ttagctgtge tcagaaggge tatcatca 1958
<210> SEQ ID NO 39

<211> LENGTH: 1740

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 39

cagtatccet cctgacaaaa ctaacaaaaa tcctgttage caaataatca gccacattca 60
tatttacegt caaagttttt atcctcattt tacagecagtg gagagegatt geccegggte 120
ccacgttagg aagagagaga actgggattt gcacccaggc aatctgggga cagagctgtg 180
atcacaactc catgagtcag ggccgagcca gccccttcac caccagccgg ccgcgoccccg 240
ggaaggaagt ttgtggcgga ggaggttcgt acgggaggag ggggaggcgc ccacgcatct 300
ggggctgact cgctctttcg caaaacgtct gggaggagtc cctggggceca caaaactgec 360
tecttectga ggecagaagyg agagaagacg tgcagggace ccegegeacag gagcetgecect 420
cgcgacatgg gtcacccgec gectgetgecg ctgetgetge tgctccacac ctgegtecca 480
gcoctettggg gectgecggtg catgcagtgt aagaccaacg gggattgccg tgtggaagag 540
tgcgeccctgg gacaggacct ctgcaggacc acgatcgtge gettgtggga agaaggagaa 600
gagctggage tggtggagaa aagctgtacc cactcagaga agaccaacag gaccctgagce 660
tatcggactg gcttgaagat caccagcctt accgaggttg tgtgtgggtt agacttgtgce 720
aaccagggca actctggccg ggctgtcacc tattcccgaa geccgttacct cgaatgcatt 780
tcctgtgget catcagacat gagctgtgag aggggeccggce accagagcct gecagtgccge 840
agccctgaag aacagtgcct ggatgtggtg acccactgga tccaggaagg tgaagaaggg 900
cgtccaaagg atgaccgeca ccteegtgge tgtggetace ttocecggetg cecgggetec 960
aatggtttee acaacaacga caccttecac ttectgaaat getgeaacac caccaaatge 1020
aacgagggcce caatcctgga gettgaaaat ctgecgcaga atggecgeca gtgttacage 1080
tgcaagggga acagcaccca tggatgctcc tctgaagaga ctttcctcat tgactgccga 1140
ggccccatga atcaatgtct ggtagccacc ggcactcacg aaccgaaaaa ccaaagctat 1200
atggtaagag gctgtgcaac cgectcaatg tgccaacatg cccacctggg tgacgeoette 1260

agcatgaace acattgatgt ctectgetgt actaaaagtg getgtaacca cecagacetg 1320
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gatgtccagt accgcagtgg ggctgctcct cagcctggec ctgcccatct cagectcacc 1380
atcaccctge taatgactgc cagactgtgg ggaggcactc tcctectggac ctaaacctga 1440
aatcccecete tetgeccotgg ctggatcegg gggaccccoctt tgeccttece teggetccca 1500
gccctacaga cttgetgtgt gacctcagge cagtgtgocg acctetetgg gectcagttt 1560
tcccagctat gaaaacagct atctcacaaa gttgtgtgaa gcagaagaga aaagctggag 1620
gaaggccgtg ggcaatggga gagctcttgt tattattaat attgttgeccg ctgttgtgtt 1680
gttgttatta attaatattc atattattta ttttatactt acataaagat tttgtaccag 1740
<210> SEQ ID NO 40

<211> LENGTH: 3088

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 40

ttgcttgagt catcttetga agectttaaaa acaattgatg aattggcctt caagatagac 60
ctaaatagca catcacatgt gaatattaca actcggaact tggctctcag cgtatcatcc 120
ctgttaccag ggacaaatgc aatttcaaat tttagcattg gtcttccaag caataatgaa 180
tcgtatttce agatggattt tgagagtgga caagtggatc cactggcatc tgtaattttg 240
cctccaaact tacttgagaa tttaagtcca gaagattctg tattagttag aagagcacag 300
tttactttet tcaacaaaac tggacttttc caggatgtag gaccccaaag aaaaacttta 360
gtgagttatg tgatggegtyg cagtattgga aacattacta tccagaatet gaaggatcct 420
gttcaaataa aaatcaaaca tacaagaact caggaagtgc atcatcccat ctgtgccttce 480
tgggatctga acaaaaacaa aagttttgga ggatggaaca cgtcaggatg tgttgcacac 540
agagattcag atgcaagtga gacagtctgc ctgtgtaacc acttcacaca ctttggagtt 600
ctgatggacce ttccaagaag tgcctcacag ttagatgcaa gaaacactaa agtcctcact 660
ttecatcaget atattgggtg tggaatatet getatttttt cageageaac tetcctgaca 720
tatgttgctt ttgagaaatt gcgaagggat tatccctcca aaatcttgat gaacctgage 780
acagccctge tgttcctgaa tctcctette ctecctagatg gectggatcac ctecttcaat 840
gtggatggac tttgcattgc tgttgcagtc ctgttgcatt tcttccttet ggcaaccttt 900
acctggatgg ggctagaagc aattcacatg tacattgctc tagttaaagt atttaacact 960
tacattcgcc gatacattct aaaattctge atcattgget ggggtttgec tgccttagtg 1020
gtgtcagttg ttctagecgag cagaaacaac aatgaagtct atggaaaaga aagttatggg 1080
aaagaaaaag gtgatgaatt ctgttggatt caagatccag tcatatttta tgtgacctgt 1140
gctgggtatt ttggagtcat gttttttctg aacattgcca tgttcattgt ggtaatggtg 1200
cagatctgtg ggaggaatgg caagagaagc aaccggaccc tgagagaaga agtgttaagg 1260
aacctgegea gtgtggttag cttgacettt ctgttgggea tgacatgggg ttttgeatte 1320
tttgcctggg gacccttaaa tatccectte atgtacctet tetecatett caattcatta 1380
caaggcttat ttatattcat cttccactgt gctatgaagg agaatgttca gaaacagtgg 1440
cggcggecate tctgetgtgg tagatttcgg ttagcagata actcagattg gagtaagaca 1500
gctaccaata tcatcaagaa aagttctgat aatctaggaa aatctttgte ttcaagetcce 1560

attggtteca actcaaccta tettacatce aaatctaaat ccagetcetac cacctattte 1620
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aaaaggaata gccacacaga taatgtctcc tatgagcatt ccttcaacaa aagtggatca 1680
ctcagacagt gcttccatgg acaagtcctt gtcaaaactg gecccatgetg atggagatca 1740
aacatcaatc atccctgtec atcaggtcat tgataaggtc aagggttatt gcaatgctca 1800
ttcagacaac ttctataaaa atattatcat gtcagacacc ttcagccaca gcacaaagtt 1860
ttaatgtctt taagaaaaag aaatcaatct gcagaaatgt gaagatttgc aagcagtgta 1920
aactgcaact agtgatgtaa atgtgctatt acctaggtaa ctgcatatat ataaggaatg 1980
tattttgtta agaaggcttt tgtgaaattc agaatttttc tttttaatat atttcttcca 2040
tggaagagtt gtcatcacta aaacttcagt actgagagta acatgactca gtagecacag 2100
aagctatgat ttgtaaaata tataattgaa tcagagtaat cataatgcag gggagacatt 2160
caaattagag acaagggaga agcaatgctg aggaagaccc tagatagagc tcattttact 2220
ccacctaatc gttatatctg gatataccca ttttctgcat cttcectttctc aacaataaac 2280
tgtecettget ttggagactt taagacattt cctaaagcac aaataaaage ctegtattte 2340
cccattgaga gttttgttcce aaggaatatg aagtgagaca tatgggtgag tcataataat 2400
caaaataatt tatgaagagc tgggtctgca atagctagtc taaaaactac ttgtgtgtca 2460
gtcctoctggt tatagtatat aagagcctga ggaggtctgg caagatagat ggtgtattat 2520
ttatggatca ggctgctgca tacaaacctt gcatactatt atgcagctta cctaactctce 2580
agactattct gagtaatgct tgettgctaa tgaatgtata ggagaccaca ttgtaattgt 2640
tettagatga tggagtecat geagtttett agaaatceggt cteagtgeat getgtgettt 2700
ttcacatttg ctectgggtta toctgggaagt atcaggttet gggaggcaac agcattaagt 2760
gataagaaaa ggagacattc tggcaaagcc aatctgctta aaggcaaagt ccagaacctg 2820
gaacctagag gcctttctct ctgcacgaaa aacaggtagt ttgcagtctg agatatggga 2880
gagcttttag gctacacagc aacccaaggg acctctcacce ttttgetgag cttcaatcag 2940
gaagctattt gectggetece agcagatgat gagataatga ggtagtgggt tttttattac 3000
tgttccattt tgcaacatce tgcaacacca tcctgggaga caagagecatt acccagettg 3060
gctttcacgg gggagggttg tattcagt 3088
«210> SEQ ID NO 41

<211> LENGTH: 3868

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 41

atgaacctct gaaaactgcc ggcatctgag gtttcctcca aggccctctg aagtgcagcec 60
cataatgaag gtcttggcgg caggagttgt gcccctgcoctg ttggttctge actggaaaca 120
tggggcgggg agccccctec ccatcaccceco tgtcaacgec acctgtgeca tacgecacce 180
atgtcacaac aacctcatga accagatcag gageccaactyg gecacagcetca atggeagtge 240
caatgcccte tttattctct attacacage ccagggggag ccgttcccca acaacctgga 300
caagctatgt ggccccaacg tgacggactt cccgcccttc cacgccaacg gcacggagaa 360
ggccaagctg gtggagetgt accgcatagt cgtgtacctt ggcacctcce tgggcaacat 420
cacccgggac cagaagatcc tcaaccccag tgccctcage ctccacagca agctcaacgce 480

caccgecgac atcctgegag gectecttag caacgtgetyg tgecegectgt geageaagta 540
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ccacgtggge catgtggacg tgacctacgg ccctgacacc tcgggtaagg atgtctteca 600
gaagaagaag ctgggctgtc aactcctggg gaagtataag cagatcatcg cegtgttgge 660
ccaggccttce tagcaggagg tcttgaagtg tgctgtgaac cgagggatct caggagttgg 720
gtccagatgt gggggcctgt ccaagggtgg ctggggccca gggcatcgct aaacccaaat 780
gggggctgct ggcagacccc gagggtgect ggccagtcca ctccactctg ggectgggetg 840
tgatgaagct gagcagagtg gaaacttcca tagggaggga gctagaagaa ggtgcccctt 900
cctetgggag attgtggact ggggagegtg ggetggactt ctgcectctac ttgteccettt 960
ggocccttge teactttgty cagtgaacaa actacacaag tcatctacaa gagecctgac 1020
cacagggtga gacagcaggg cccaggggag tggaccagcc cccagcaaat tatcaccatc 1080
tgtgcctttg ctgccceotta ggttgggact taggtgggec agaggggcta ggatcccaaa 1140
ggactccttg tcccctagaa gtttgatgag tggaagatag agaggggcct ctgggatgga 1200
aggctgtett cttttgagga tgatcagaga acttgggcat aggaacaatc tggcagaagt 1260
ttccagaagg aggtcacttg gecattcagge tcttggggag gcagagaage caccttcagg 1320
cctgggaagg aagacactgg gaggaggaga ggcctggaaa getttggtag gttettegtt 1380
ctcottocceccg tgatcttecce tgcagectgg gatggeccagg gtoctgatgge tggacctgcea 1440
gcaggggttt gtggaggtgg gtagggcagg ggcaggttgc taagtcaggt gcagaggttc 1500
tgagggaccce aggctcttcc tctgggtaaa ggtetgtaag aaggggetgg ggtagetcag 1560
agtagecaget cacatctgag gecctgggag gtettgtgag gteacacaga ggtacttgag 1620
ggggactgga ggccgtctct ggtccccagg gcaagggaac agcagaactt agggtcaggg 1680
tctcagggaa ccctgagetc caagcogtgect gtgegtctga cectggcatga tttcotattta 1740
ttatgatatc ctatttatat taacttattg gtgctttcag tggccaagtt aattcccctt 1800
tccetggtee ctactcaaca aaatatgatg atggctcceg acacaagege cagggecagg 1860
gcettageaqgy gectggtety gaagtegaca atgttacaag tggaataage ttacgggtga 1920
agctcagaga agggtcggat ctgagagaat ggggaggcct gagtgggagt ggggggectt 1980
gctccaccce catcccctac tgtgacttge tttagegtgt cagggtccag getgcagggg 2040
ctgggccaat ttgtggagag gccgggtgec tttetgtctt gettccaggg ggetggttca 2100
cactgttett gggcgccecca geattgtgtt gtgaggegeca ctgttcctgg cagatattgt 2160
gccecectgga gcagtgggca agacagtcct tgtggeccac cctgtecttg tttetgtgte 2220
cccatgetge ctetgaaata geogeccctgga acaaccctge cccotgecacce agcatgetce 2280
gacacagcag ggaagctcct cctgtggccc ggacacccat agacggtgcg gggggcctgg 2340
ctgggccaga ccccaggaag gtggggtaga ctggggggat cagctgccca ttgctcccaa 2400
gaggaggaga gggaggctgc agacgcctgg gactcagacc aggaagctgt gggccctect 2460
gcetecacece catcecacte ccacccatgt ctgggetece aggeagggaa cecgatetet 2520
teetttgtge tggggecagg cgagtggaga aacgccctec agtetgagag caggggaggg 2580
aaggaggcag cagagttggg gcagctgctc agagcagtgt tctggcttot tctcaaaccce 2640
tgagcgggct gccggcctcc aagttcctcc gacaagatga tggtactaat tatggtactt 2700

ttcactcact ttgcaccttt ccectgteget ctetaageoac tttacctgga tggegegtgg 2760

gcagtgtgea ggeaggtect gaggecetggy gttggggtgg agggtgegge ceggagttgt 2820
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ccatctgtce atcccaacag caagacgagg atgtggctgt tgagatgtgg gccacactca 2880
ccettgteca ggatgcaggg actgecettet cctteetget tcatceogget tagettgggg 2940
ctggetgeat tcccccagga tgggettcega gaaagacaaa cttgtetgga aaccagagtt 3000
gctgatteca cececgggggge ceggetgact cgeecatcac ctecatcetece tgtggacttg 3060
ggagctctgt gccaggccca ccttgeggec ctggcotctga gtcgectctec cacccagect 3120
ggacttggce ccatgggacc catcctcagt gctccctcca gatccegtec ggcagettgg 3180
cgtccaceet geacagcatc actgaatcac agagcctttg cgtgaaacag ctctgecagg 3240
ccegggagety ggtttetett cecetttttat ctgetggtgt ggaccacace tgggectgge 3300
cggaggaaga gagagtttac caagagagat gtctceggge ccttatttat tatttaaaca 3360
tttttttaaa aagcactgct agtttacttg tctectecctec ccatcgtccc catcgtccte 3420
cttgtccectg acttggggca cttccaccct gacccagcca gtccagetect gecttgecgg 3480
cteteccagag tagacatagt gtgtggggtt ggagetctgg cacccgggga ggtagcattt 3540
ccoctgecagat ggtacagatg ttcctgecctt agagtcatet ctagttccce acctcaatcce 3600
cggcatccag ccttcagtee cgcccacgtg ctagetcocgt gggeccaccg tgcggectta 3660
gaggtttcce tccttccottt ccactgaaaa gcacatggcc ttgggtgaca aattcoctcett 3720
tgatgaatgt accctgtggg gatgtttcat actgacagat tatttttatt tattcaatgt 3780
catatttaaa atatttattt tttataccaa atgaatcact ttttttttta agaaaaaaaa 3840
gagaaatgaa taaagaatct actctteg 3868
<210> SEQ ID NO 42

<211> LENGTH: 3145

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 42

ccccaggtee ggacaggecyg agatgacgec gagececctg ttgetgetee tgetgecgee 60
gctgctgetg ggggecttce caccggecge cgccgeccga ggccccccaa agatggcgga 120
caaggtggtc ccacggcagg tggcccggct gggccgcact gtgcggetge agtgcccagt 180
ggagggggac ccgccgecgce tgaccatgtg gaccaaggat ggccgcacca tccacagcgg 240
ctggagccege ttececgegtge tgccgecaggg gectgaaggtg aagcaggtgg agegggagga 300
tgccggegtg tacgtgtgca aggccaccaa cggettcgge agccttageg tcaactacac 360
cctegtcegtg ctggatgaca ttagcccagg gaaggagagc ctggggcccg acagctcctce 420
tgggggtcaa gaggaccccg ccagccagca gtgggcacga ccgegcttca cacagccctce 480
caagatgagg cgccgggtga tcgcacggcc cgtgggtage tccgtgegge tcaagtgegt 540
ggccageggg caccctegge ccgacatcac gtggatgaag gacgaccagg ccttgacgceg 600
cccagaggee getgagecca ggaagaagaa gtggacactg agectgaaga acctgeggece 660
ggaggacagc ggcaaataca cctgccgegt gtcgaaccgc gcgggegeca tcaacgccac 720
ctacaaggtg gatgtgatcc agcggacccg ttccaagccc gtgctcacag gcacgcacce 780
cgtgaacacg acggtggact tcggggggac cacgtccttc cagtgcaagg tgcgcagcga 840
cgtgaagceg gtgatccagt ggctgaageg cgtggagtac ggcgccgagg gecgccacaa 900

ctecaccate gatgtgggeg gecagaagtt tgtggtgetg cccacgggtg acgtgtggte 960
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gcggeccgac ggctcctacc tcaataagct gctcatcacc cgtgcccgec aggacgatge 1020
gggcatgtac atctgccttg gogecaacac catgggetac agettccogea gegecttect 1080
caccgtgctg ccagacccaa aaccgcaagg gccacctgtg gecctcctegt ceteggecac 1140
tagcctgeeg tggeccegtgg tcatcggecat cccageegge getgtettea tectgggeac 1200
cctgctcotg tggetttgecc aggcccagaa gaagccgtgc acccccgege ctgeccocotec 1260
cctgecctggg caccgccege cggggacggce ccgcgaccgc agcggagaca aggaccttce 1320
ctegttggee gecctcageg ctggecctgg tgtggggetg tgtgaggage atgggtetece 1380
ggcagecece cagecacttac tgggeccagy cecagttget ggecctaagt tgtaccccaa 1440
actctacaca gacatccaca cacacacaca cacacactct cacacacact cacacgtgga 1500
gggcaaggtc caccagcaca tccactatca gtgctagacg gcaccgtatc tgcagtggge 1560
acgggggggc cggccagaca ggcagactgg gaggatggag gacggagctg cagacgaagg 1620
caggggaccce atggcgagga ggaatggcca gcaccccagg cagtctgtgt gtgaggcata 1680
gcccctggac acacacacac agacacacac actacctgga tgcatgtatg cacacacatg 1740
cgcgcacacg tgctccctga aggcacacgt acgcacacac gcacatgcac agatatgccg 1800
cctgggcaca cagataagct gcccaaatgc acgcacacgc acagagacat gccagaacat 1860
acaaggacat gctgcctgaa catacacacg cacacccatg cgcagatgtg ctgcctggac 1920
acacacacac acacggatat gctgtectgga cgcacacacg tgcagatatg gtatccggac 1980
acacacgtge acagatatge tgcctggaca cacagataat getgecttga cacacacatg 2040
cacggatatt gcocctggacac acacacacac acgegtgcac agatatgetg tetggacagg 2100
cacacacatg cagatatgct gcctggacac acacttccag acacacgtgc acaggcgcag 2160
atatgctgcc tggacacacg cagatatgct gtctagtcac acacacacgc agacatgctg 2220
tccggacaca cacacgcatg cacagatatg ctgtccggac acacacacgc acgcagatat 2280
gcetgectgga cacacacaca gataatgetg ccetceaacact cacacacgtg cagatattge 2340
ctggacacac acatgtgcac agatatgctg tctggacatg cacacacgtg cagatatget 2400
gtccggatac acacgcacgc acacatgcag atatgctgcc tgggcacaca cttccggaca 2460
cacatgcaca cacaggtgca gatatgctgc ctggacacac gcagactgac gtgettttgg 2520
gagggtgtgce cgtgaagect gecagtacgtg tgcecgtgagg ctcatagttg atgagggact 2580
ttccetgete caccgtcact cccccaacte tgcccgecte tgteccegec tcagteocccg 2640
cctecatece cgectetgte ceoctggectt ggeggetatt tttgecacct gecttgggtg 2700
cccaggagtce ccctactget gtgggetggg gttgggggca cagcagcccc aagcctgaga 2760
ggctggagce catggctagt ggctcatccc cactgcattc tccccctgac acagagaagg 2820
ggccttggta tttatattta agaaatgaag ataatattaa taatgatgga aggaagactg 2880
ggttgecagqgg actgtggtet ctectgggge cegggacceg cetggtettt cagecatget 2940
gatgaccaca ccccgtccag gcoccagacacce accccccacc ccactgtegt ggtggccceca 3000
gatctctgta attttatgta gagtttgagc tgaageccccg tatatttaat ttattttgtt 3060
aaacatgaaa gtgcatcctt tccctccaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 3120

aaaaaaaaaa aaaaaaaaaa aaaaa 3145

<210> SEQ ID NO 43
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<211> LENGTH: 3273
<212> TYPE: DNA
<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 43
tgaaaggcgg ttgtggtgca aaggaaaacc cacaggccaa ggaatgggaa gaccaaggtt 60

gacacttgtt tgtcacgtgt caataatcat ctctgcccgg gacctcagca tgaacaacct 120
cacagagctt cagcctggcc tcttccacca cctgecgette ttggaggage tgcgtctcetce 180
tgggaaccat ctctcacaca tcccaggaca agcattctet ggtctctaca gectgaaaat 240
cctgatgetg cagaacaate agetgggagg aatccecgea gaggcegetgt gggagetgece 300
gagcctgcag tcgcetgegee tagatgccaa ccetcatctec ctggtecccgg agaggagett 360
tgaggggectg tcctccctcce geccacctetg gectggacgac aatgcactca cggagatccce 420
tgtcagggcce ctcaacaacc tcccectgeccct gcaggecatg accctggeccc tcaaccgecat 480
cagccacate cccgactacg cgttccagaa tctcaccage cttgtggtge tgcatttgea 540
taacaaccgc atccagcatc tggggaccca cagcttcgag gggctgcaca atctggagac 600
actagacctg aattataaca agctgcagga gttccctgtg gccatccgga ccctgggcag 660
actgcaggaa ctggggttcc ataacaacaa catcaaggcc atcccagaaa aggccttcat 720
ggggaaccct ctgctacaga cgatacactt ttatgataac ccaatccagt ttgtgggaag 780
atcggcatte cagtacctge ctaaactcca cacactatcet ctgaatggtg ccatggacat 840
ccaggagttt ccagatctca aaggeaccac cagectggag atcetgacee tgacccegege 900
aggcatccgg ctgctcccat cggggatgtg ccaacagctg cccaggetcc gagtecctgga 960
actgtctcac aatcaaattg aggagctgcc cagcctgcac aggtgtcaga aattggagga 1020
aatcggccte caacacaacc gcatctggga aattggagct gacaccttca gccagctgag 1080
ctcectgeaa gecctggate ttagetggaa cgeocatccgg tccatccacce ccgaggectt 1140
ctecaccetg cactecetgyg tcaagetgga cetgacagac aaccagetga ccacactgece 1200
cctggetgga cttggggget tgatgcatct gaagetcaaa gggaaccttg ctetctecca 1260
ggccttoctce aaggacagtt tcccaaaact gaggatccoctg gaggtgcecctt atgectacca 1320
gtgctgtcce tatgggatgt gtgccagett cttcaaggecc tctgggcagt gggaggctga 1380
agaccttcac cttgatgatg aggagtcttc aaaaaggccc ctgggcoctee ttgecagaca 1440
agcagagaac cactatgacc aggacctgga tgagctccag ctggagatqgg aggactcaaa 1500
gccacaccce agtgtccagt gtagccctac tccaggecce ttcaagecct gtgagtacct 1560
ctttgaaagc tggggcatcc gcctggccgt gtgggecatc gtgttgetot cegtgotcetg 1620
caatggactg gtgctgctga ccgtgttcge tggegggocct gtccccctge ccceggtcaa 1680
gtttgtggta ggtgcgattg caggcgccaa caccttgact ggcattteect gtggecttet 1740
agoctecagte gatgeccetga cetttggtea gttetetgag tacggagece getgggagac 1800
ggggctagge tgccgggeca ctggettect ggcagtactt gggteggagg categgtget 1860
gctgctcact ctggccgcag tgcagtgcag cgtctecgte tcoctgtgtecc gggectatgg 1920
gaagtcccce tccctgggeca gegttcgage aggggtccta ggectgcctgg cactggcagg 1980
gctggeegee gegetgecee tggectcagt gggagaatac ggggectcce cactetgect 2040

gcecctacgeg ccacctgagyg gtcagecage agecctggge tteacegtgg cectggtgat 2100
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gatgaactcc ttctgtttcc tggtcgtgge cggtgectac atcaaactgt actgtgacct 2160
gcogegggge gactttgagg cogtgtggga ctgegecatg gtgaggcacg tggectgget 2220
catcttegea gacgggetcee tctactgtcc cgtggectte ctecagetttg cetecatget 2280
gggectette cetgtcacge cecgaggeegt caagtetgte ctgetggtgg tgectgecect 2340
gcctgoctge ctcaacccac tgctgtacct gectcttcaac ccccacttecc gggatgacct 2400
tcggeggett cggcccecgeg caggggactc agggccccta gectatgetg cggccgggga 2460
gctggagaag agctcctgtg attctaccca ggecectggta gecttetetg atgtggatet 2520
cattetggaa gettetgaag ctgggeggee cectgggetyg gagacctatg getteccete 2580
agtgaccete atctectgte agcagecagg ggoececagg ctggagggca gecattgtgt 2640
agagccagag gggaaccact ttgggaaccc ccaaccctcc atggatggag aactgctgct 2700
gagggcagag ggatctacgc cagcaggtgg aggcttgtca gggggtggeg getttcagec 2760
cteotggettg gectttgett cacacgtgta aatatcccote ccecattette tetteceete 2820
tcottecottt cotcotetece coteggtgaa tgatggetge ttctaaaaca aatacaacca 2880
aaactcagca gtgtgatcta tagcaggatg gcccagtcece tggetccact gatcacctet 2940
ctcctgtgac catcaccaac gggtgcctct tggcctgget ttcccttgge cttectcage 3000
ttcaccttga tactgggcct cttccttgtc atgtctgaag ctgtggacca gagacctgga 3060
cttttgtetg cttaagggaa atgagggaag taaagacagt gaaggggtgg agggttgatc 3120
agggcacagt ggacagggag acctcacaga gaaaggcctg gaaggtgatt tecegtgtga 3180
ctcatggata ggatacaaaa tgtgttccat gtaccattaa tcttgacata tgccatgecat 3240
aaagacttcc tattaaaata agctttggaa gag 3273
<210> SEQ ID NO 44

<211> LENGTH: 2192

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 44

agtctggcce tggacaaccc cagcaaagcc gccctcagcc agcccagaag cactgggect 60
tggccacagce aacacccact gagcacgctg ggagctgagt atggcgtccc tggtcteget 120
ggagctgggg ctgcttetgg ctgtgetggt ggtgacggeg acggegtcce cgectgetgg 180
tctgctgage ctgctcacct ctggccaggg cgctctggat caagaggctc tgggcggect 240
gttaaatacg ctggcggacc gtgtgcactg caccaacggg ccgtgtggaa agtgcctgtc 300
tgtggaggac gccctgggcc tgggcgagec tgaggggtca gggctgcccce cgggcccggt 360
cctggaggec aggtacgtcg cccgecctcag tgccgecgece gtcctgtace tcagcaaccce 420
cgagggcacce tgtgaggaca ctcgggetgg cctetgggec tetcatgcag accacctect 480
ggccetgete gagagcceca aggecctgac cccegggectyg agetggetge tgcagaggat 540
gcaggcccgg gctgecggec agacccccaa gacggectge gtagatatcc ctecagetget 600
ggaggaggcyg gtgggggcgg gggctccggg cagtgctgge ggcgtectgg ctgccctget 660
ggaccatgtc aggagcgggt cttgcttcca cgeccttgocecg agccctcagt acttcegtgga 720

ctttgtgttec cagcagcaca gcagcgaggt ccctatgacg ctggeccgage tgtcageett 780

gatgcagege ctgggggtgy geagggagge ccacagtgac cacagtcate ggcacagggg 840



US 2004/0219579 Al Nov. 4, 2004
102

-continued

agccagcagce cgggaccctg tgcccctcat cagctccage aacagctcca gtgtgtggga 900
cacggtatge ctgagtgcca gggacgtgat ggectgcatat ggactgtcgg aacaggetgg 960
ggtgaccccg gaggcctggg cccaactgag ccctgecctg ctccaacage agctgagtgg 1020
agcctgcace tcccagteca ggecccecegt ccaggaccag ctcagccagt cagagaggta 1080
totgtacgge tccctggecca cgotgeotcat ctgectectge geggtetttg gecteotget 1140
gctgacctge actggctgca ggggggtcge ccactacatc ctgcagacct tcctgagect 1200
ggcagtgggt gcactcactg gggacgctgt cctgcatctg acgeccaagg tgctgggget 1260
gcatacacac agcegaagagyg gcectcagcecce acagceecace tggegectee tggetatget 1320
ggcegggete tacgecttet teoctgtttga gaacctette aatctectge tgcccaggga 1380
cccggaggac ctggaggacg ggccctgcgg ccacagcagc catagccacg ggggccacag 1440
ccacggtgtg tccctgcage tggcacccag cgagctccgg cagcccaagc ccccccacga 1500
gggctcecege gecagacctgg tggcggagga gagcecccggag ctgetgaacce ctgagceccag 1560
gagactgagc ccagagttga ggctactgcc ctatatgatc actetgggeg acgccgtgea 1620
caacttecgee gacgggetgg cegtgggege cgecttegeg tcecctectgga agaccggget 1680
ggccacctcg ctggcocgtgt tctgccacga gttgccacac gagectggggg acttcgeccge 1740
cttgctgcac gcggggetgt ccgtgegecca agcactgctg ctgaacctgg cectcegeget 1800
cacggcctte getggtetet acgtggcact cgeggttgga gtcagocgagg agagcgagge 1860
ctggateety geagtggeca ceggectgtt cetetacgta geactetgeg acatgetece 1920
ggcgatgttg aaagtacggg acccgeggec ctggetecocte ttectgetge acaacgtggg 1980
cctgctggge ggotggaccg tcctgetget getgtccotg tacgaggatg acatcacctt 2040
ctgataccct gccctagtcce cccacctttg acttaagatc ccacacctca caaacctaca 2100
gcccagaaac cagaagcccce tatagaggec ccagteccaa ctccagtaaa gacactettg 2160
tecettggaaa aaaaaaaaaa aaaaaaaaaa aa 2192
<210> SEQ ID NO 45

<211> LENGTH: 3014

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 45

aagctcggge tccggcacgt agttgggaaa cttgcgggtc ctagaagtcg cctecccegec 60
ttgccggecg ceccttgcage cccgageccga gcagcaaagt gagacattgt gegcctgeca 120
gatccgeccgg cecgcggaccg gggctgecte ggaaacacag aggggtctte tctcgeecetg 180
catataatta gcctgcacac aaagggagca gctgaatgga ggttgtcact ctctggaaaa 240
ggatttctga ccgagcegett ccaatggaca ttctccagte tectetggaaa gatteteget 300
aatggattte ctgctgeteg gtetetgtet atactggetyg ctgaggagge cetegggggt 360
ggtcttgtgt ctgctggggg cctgctttca gatgetgcec geccgeccccca gegggtgecce 420
gcagctgtge cggtgcgagg ggcggctgct gtactgcgag gcgctcaacc tcaccgaggce 480
gccecacaac ctgtccggec tgctgggett gtcecctgocge tacaacagec tctcggaget 540
gcgegecgge cagttcacgg ggttaatgea gectcacgtgg ctectatctgg atcacaatca 600

catctgetee gtgcaggggyg acgectttca gaaactgege cgagttaagg aactcacget 660
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gagttccaac cagatcaccc aactgcccaa caccaccttc cggcccatge ccaacctgcg 720
cagcgtggac ctctcegtaca acaagetgea ggegetcecgeg cccgacctet tecacggget 780
gcggaagctc accacgctgce atatgcggge caacgccatc cagtttgtgc ccgtgcgeat 840
cttccaggac tgccgcagece tcaagtttct cgacatcgga tacaatcagc tcaagagtct 900
ggcgcgcaac tctttcgecg gettgtttaa gctcaccgag ctgcacctcg agcacaacga 960
cttggtcaag gtgaacttcg cccacttccc gcgecctcatc tccetgecact cgctectgect 1020
gcggaggaac aaggtggcca ttgtggtcag ctcgetggac tgggtttgga acctggagaa 1080
aatggacttyg tegggcaacy agatcgagta catggagece catgtgtteg agaccegtgee 1140
gcacctgeag tcectgcage tggactccaa cegectcace tacatcgage ceccggatect 1200
caactcttgg aagtccctga caagcatcac cctggeccggg aacctgtggg attgcgggeg 1260
caacgtgtgt gccctagect cgtggetcaa caacttccag gggcgctacg atggcaactt 1320
gcagtgecgece agcccggagt acgcacaggg cgaggacgtce ctggacgcecg tgtacgeett 1380
ccacctgtge gaggatgggg ccgagcccac cagcggccac ctgctctcgg ccgtcaccaa 1440
ccgcagtgat ctggggccce ctgccagcte ggccaccacg ctcgcggacg gcggggaggg 1500
gcagcacgac ggcacattcg agcctgccac cgtggctctt ccaggcggeg agcacgccga 1560
gaacgccgtg cagatccaca aggtggtcac gggcaccatg gccctcatct tcteccttect 1620
catcgtggte ctggtgetet acgtgtcetg gaagtgtttc ccageccagec tcaggeaget 1680
cagacagtge tttgtcacge agegcaggaa gcaaaagcag aaacagacca tgcatcagat 1740
ggctgccatg totgeccagg aatactacgt tgattacaaa ccgaaccaca ttgagggage 1800
cctggtgace atcaacgagt atggctcgtg tacctgccac cagcagcccg cgagggaatg 1860
cgaggtgtga ttgtcccagt ggctctcaac ccatgcgcta ccaaatacgc ctgggcagcec 1920
gggacgggce ggcgggcacc aggctggggt ctecettgtet gtgetctgat atgetcettg 1980
actgaaactt taaggggatc tctcccagag acttgacatt ttagetttat tgtgtettaa 2040
aaacaaaagc gaattaaaac acaacaaaaa accccacccec acaaccttca ggacagtcta 2100
tcttaaattt catatgagaa ctccttcctc cctttgaaga tctgtccata ttcaggaatc 2160
tgagagtgta aaaaagttct gtcaacagat tcagtcccca gtccteccttce tctgagcaga 2220
cctetecatce gecagcatata tctgetagat cttctaagag ctgaaatgga gacttctgga 2280
agaagqtggg aaagaaatcc atctcggett aattaaccat ttatcgecatc atattactcce 2340
catcttaaaa gtgcacgegt tgtttttetg aaccctcaca caaaggctac tactgtggte 2400
ccatatctgt cggcccatga gaaacagtgt tcttggacct cacagccaag cagcactgaa 2460
ctgcagcaaa atccagcaac acattcagca gcgagcagcc tgctgagctc cactggttta 2520
tccggggeca ccaaccccaa agaactggga tgaaagcaga tgtgagagag gaaaaggatce 2580
tgtttttgtt ttatttteta ccaggeccag ctetttgtgy ggggaataaa aaagaagaaa 2640
aatcgagete caagetggtg ccoctgecaag cttectecocee teeocttecta gtccaageac 2700
tccaccgtect gtgcagactg cataacagca atttctggaa acaggctgaa gaatctggge 2760
cagtccagag gcagtggatt cctggtttat gtgtggtggg gtttttagga attttatttt 2820
tcaccttaat tctttcaaca actgccaget gtttgaageca catctgtaat aaacagette 2880

tgtttgtaaa atgagactga agttatccete tccagagaaa tteetgaate ttetetgtag 2940
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ttcaatgcct tcactgacag tttggctcaa aaagtatgag tgtggtaaat attaaagaat 3000
gttaatacaa gtgt 3014
<210> SEQ ID NO 46

<211> LENGTH: 1128

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 46

atggcgaacg cgagcgagcce gggtggcage ggeggeggeg aggceggecge cetgggecte 60
aagctggeca cgetcagect getgetgtge gtgagectag cgggcaacgt getgttegeg 120
ctgctgatceg tgcgggageg cagcectgcac cgcgececccgt actacctget getcgacctg 180
tgcctggecg acgggctgcg cgcgctcgeco tgcctecccgg ccgtcatget ggoggcgegg 240
cgtgcggegg cecgeggeggg ggcgecgecg ggcgegetgg getgcaaget getcgectte 300
ctggeecgege tettetgett ccacgecgee ttecetgetge tgggegtggg cgtcaccege 360
tacctggcca tcgcgcacca ccgcttctat gcagagegec tggeccggetg gecgtgegec 420
gccatgectgg tgtgegecge ctgggegetg gecgetggceg cggecttecce gecagtgetg 480
gacggcggtg gcgacgacga ggacgcgccg tgcgccctgg agcagcggoc cgacggcgcec 540
ccecggegege tgggettect getgetgetg gecgtggtgg tgggegecac gcacctegte 600
tacctccegee tgetcettett catccacgac cgecgecaaga tgeoggceccge gegectggtg 660
cecegecgtea gecacgacty gaccttecac ggeccgggeg ccacceggeca ggeggeeged 720
aactggacgg cgggcttcgg ccgecgggece acgccgcecceg cgcttgtggg catccggecce 780
gcagggccgg gccgcggege gcgeccgecte ctcegtgetgg aagaattcaa gacggagaag 840
aggctgtgca agatgttcta cgccgtcacg ctgctcettee tgectecctectg ggggecctac 900
gtcgtggeca gctacctgeg ggteetggtg cggeceggeg cegtccccca ggcectaccetg 960
acggectecy tgtggetgac cttegegeag gecggeatca accecegtegt gtgettecte 1020
ttcaacaggg agctgaggga ctgcttcagg gecccagttec cctgetgeca gagecccegg 1080
accacccagg cgacccatcc ctgcgacctg aaaggcattg gtttatga 1128
«210> SEQ ID NO 47

<211> LENGTH: 1736

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 47

gagggagggg cgggggctgg aggcagcagc gcccccgcac tccccgegte tcgcacactt 60
gcaccggteg ctcgecgegeca gccecggegte geccccacgece gegetcgete cteccteect 120
ccteeegete cgtggetece gtgetectgg cgaggetcag gegeggageg cgcggacggg 180
cgcaccgaca gacggccecyg gggacgecte ggctegegee tecegggeqgyg getatgttga 240
ttgcccecgee ggggecggee cgegggatca gcacagceccg gcccgeggec ceggceggeca 300
atcgggacta tgaaccggaa agcgcggegce tgcctgggec acctcectttet cagcctggge 360
atggtctacc tccggatcgg tggcttectee tcagtggtag ctectgggege aagcatcatce 420
tgtaacaaga tcccaggect ggetcccaga cagegggcega tectgccagag ccggeccgac 480

gcecatcateg tcataggaga aggctcacaa atgggectgg acgagtgtca gtttecagtte 540
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cgcaatggcc gctggaactg ctctgcactg ggagagcgca ccgtcttcgg gaaggagcetce 600
aaagtgggga gccgggaggce tgcegttcacce tacgccatca ttgecgecgg cgtggeccac 660
gccatcacag ctgcctgtac ccagggcaac ctgagcgact gtggctgcga caaagagaag 720
caaggccagt accaccggga cgagggctgg aagtggggtg gctgctectge cgacatcege 780
tacggcatcg gcttcgccaa ggtetttgtg gatgceccggg agatcaagca gaatgcccgg 840
actctcatga acttgcacaa caacgaggca ggccgaaaga tcctggagga gaacatgaag 900
ctggaatgta agtgccacgg cgtgtcaggce tcgtgcacca ccaagacgtg ctggaccaca 960
ctgecacagt ttegggaget gggetacgtg ctcaaggaca agtacaacga ggecgttceac 1020
gtggagcctg tgcgtgccag ccgcaacaag cggcccacct tcctgaagat caagaagcca 1080
ctgtcgtace gcaagcccat ggacacggac ctggtgtaca tcgagaagtc gcccaactac 1140
tgcgaggagg acccggtgac cggcagtgtg ggcacccagg geccgcgcectg caacaagacg 1200
gctceocccagg ccageggetg tgacctcatg tgetgtggge gtggectacaa cacccaccag 1260
tacgcccegeg tgtggcagtg caactgtaag ttccactggt getgctatgt caagtgcaac 1320
acgtgcagcg agcgcacgga gatgtacacg tgcaagtgag cccecgtgtgc acaccaccct 1380
cccgetgcaa gtcagattgc tgggaggact ggaccgtttc caagctgegg getccotgge 1440
aggatgctga gcttgtcttt tctgectgagg agggtacttt tcectgggttt cetgecaggea 1500
tcegtggggg aaaaaaaatc tctcagagec ctcaactatt ctgtteocaca cccaatgetg 1560
ctecaccete ceccagacac ageccaggte cctecgegge tggagegaag cettetgeag 1620
caggaactct ggaccccetgg geoctcatcac agcaatattt aacaatttat tetgataaaa 1680
ataatattaa tttatttaat taaaaagaat tcttccacaa aaaaaaaaaa aaaaaa 1736
<210> SEQ ID NO 48

<211> LENGTH: 3195

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 48

acagcatgga gtggggttac ctgttggaag tgacctcgct gectggccgec ttggegetge 60
tgcagcgete tagcggcgcect gcggeccgect cggeccaagga gectggcatgc caagagatca 120
ccgtgecget gtgtaaggge atcggetaca actacaccta catgecccaat cagttcaacc 180
acgacacgca agacgaggcg ggcctggagg tgcaccagtt ctggccgectg gtggagatcc 240
agtgctcgcce cgatctcaag ttcttcctgt gcagcatgta cacgcccatc tgcctagagg 300
actacaagaa gccgctgccg ccctgecget cggtgtgcga gecgcgccaag gccggctgcg 360
cgcegetcat gecgccagtac ggcttegect ggcccgaccg catgecgetge gaccggetge 420
ccgagcaagg caaccctgac acgctgtgca tggactacaa ccgcaccgac ctaaccaccg 480
cegegeecag ceegecgege cgectgecge cgeegecgee cggegageag cegectteqqg 540
gcagcggcca cggccgceccg ccgggggeca ggcecccgca ccgeggaggce ggcaggggcg 600
gtggcggcgg ggacgcggcg gegcccccag ctcgcggcgg cggcggtgge gggaaggcge 660
ggceccecctgg cggcggegeg gctcecctgeg agceccgggtg ccagtgecge gegectatgg 720
tgagcgtgte cagcgagege cacccgetct acaaccgegt caagacaggce cagatcgeta 780

actgegeget gecctgecac aaccectttt tcagecagga cgagegegece ttcaccgtet 840
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tctggategg cctgtggtceg gtgectectget tecgtgtccac cttegeccacce gtctccacct 900
tccttatega catggagege ttcaagtacc cggageggec cattatctte cteteggect 960
gctacctett cgtgtcggtg ggctacctag tgegectggt ggecgggecac gagaaggtgg 1020
cgtgeagegg tggegegeeyg ggegeggggg gegetggggyg cgegggegge geggeggegg 1080
gcgcgggege ggcgggcgcg ggcgcgggcg gccecgggcgg gcgeggcgag tacgaggage 1140
tgggcgcggt ggagcagcac gtgcgctacg agaccaccdg ccccgcegetg tgcaccgtgg 1200
tettettget ggtctactte tteggeatgg ccagetccat ctggtgggtg atettgtege 1260
tcacatggtt cetggeggee ggtatgaagt ggggcaacga agecategee ggetactege 1320
agtactteca cctggecgeg tggettgtge ccagegtcaa gtecategeg gtgetggege 1380
tcagctcggt ggacggcgac ccggtggcgg gcatctgcta cgtgggcaac cagagcctgg 1440
acaacctgcg cggcttcegtg ctggecgecege tggtcatcta cctettcatc ggcaccatgt 1500
teceotgetgge cggettegtg tecetgttec gecatcegeote ggtcatcaag caacaggacg 1560
gccccaccaa gacgcacaag ctggagaagc tgatgatceg cctgggectg ttcaccgtge 1620
tctacaccgt gcccgecgeg gtggtggteg cctgectett ctacgagecag cacaaccgec 1680
cgcgctggga ggccacgcac aactgcccgt gcctgcecggga cctgcagccc gaccaggcac 1740
gcaggcccga ctacgccgtc ttcatgectca agtacttcat gtgcctagtg gtgggcatca 1800
cctegggegt gtgggtetgg tceggcaaga cgcotggagte ctggegetee ctgtgeacce 1860
getgetgetyg ggecageaag ggegecgeqgg tgggeggggg cgegggegee acggecgeqg 1920
9999tggegg cgggecgggy ggeggeggeg gegggggace cggeggegge ggggggeegg 1980
gcggeggegg gggctcccte tacagcgacg tcagcactgg cctgacgtgg cggtcgggca 2040
cggcgagcte cgtgtcttat ccaaagcaga tgccattgtc ccaggtctga gecggagggga 2100
gggggcgcce aggaggggtyg gggagggyggy cgaggagacc caagtgcage gaagggacac 2160
ttgatggget gaggttecca ceectteaca gtgttgattg ctattageat gataatgaac 2220
tcttaatggt atccattage tgggacttaa atgactcact tagaacaaag tacctggeat 2280
tgaagcctce cagacccagc cccttttect ccattgatgt gecggggaget cctcccgeca 2340
cgcgttaatt tctgttgget gaggagggtg gactctgcgg cgtttccaga acccgagatt 2400
tggagcccte ceotggetgea cttggetggg tttgcagtca gatacacaga tttcacctgg 2460
gagaacctct ttttctccct cgactcttce tacqtaaact cccacccctg acttaccetg 2520
gaggaggggt gaccgccacc tgatgggatt gcacggtttg ggtattctta atgaccagge 2580
aaatgcctta agtaaacaaa caagaaatgt cttaattata caccccacgt aaatacgggt 2640
ttcttacatt agaggatgta tttatataat tatttgttaa attgtaaaaa aaaaaagtgt 2700
aaaatatgta tatatccaaa gatatagtgt gtacattttt ttgtaaaaag tttagaggct 2760
tacccctgta agaacagata taagtattet attttgtcaa taaaatgact tttgataaat 2820
gatttaacca ttgccctete ccccgectet tetgagetgt cacctttaaa gtgettgeta 2880
aggacgcatg gggaaaatgg acattttctg gcttgtcatt ctgtacactg accttaggca 2940
tggagaaaat tacttgttaa actctagttc ttaagttgtt agccaagtaa atatcattgt 3000
tgaactgaaa tcaaaattga gtttttgcac cttccccaaa gacggtgttt ttcatgggag 3060

ctoettttetg atecatggat aacaactete actttagtgg atgtaaatgg aacttetgea 3120
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aggcagtaat tccccttagg ccttgttatt tatcctgcat ggtatcacta aaggtttcaa 3180
aaccctgaaa aaaaa 3195
<210> SEQ ID NO 49

<211> LENGTH: 1380

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 49

ccgggtegga gecccccegga getgegegeg ggettgeage gectcgeceg cgctgtecte 60
ceggtgtece getteteege gecccageeg ceggetgeca getttteggg gecccgagte 120
gcacccagcg aagagagcgg gcccgggaca agctcgaact ccggccegect cgecccttecce 180
cggcteccget cectetgece ccteggggte gecgegeccac gatgcectgcag ggceccctgget 240
cgctgetget getcecttecte gectegecact gectgectggg ctecggecgege gggetcttec 300
tectttggeca geccgactte tcctacaage gcagcaattg caagcccatc cetgecaacce 360
tgcagctgtg ccacggcatc gaataccaga acatgcggct gcccaacctg ctgggccacg 420
agaccatgaa ggaggtgctg gagcaggccg gcgcttggat cccgctggtc atgaagcagt 480

gccacccgga caccaagaag ttcctgtget cgectecttoge cccegtetge ctecgatgacce 540

tagacgagac catccagcca tgccactcge tctgcogtgca ggtgaaggac cgctgcgecce 600
cggtcatgte cgecttegge tteeccetgge ccgacatget tgagtgegac cgttteocecce 660
aggacaacga cctttgeate cecectegeta gecagegacca cetectgeca gecaccgagqg 720

aagctccaaa ggtatgtgaa gcctgcaaaa ataaaaatga tgatgacaac gacataatgg 780
aaacgctttg taaaaatgat tttgcactga aaataaaagt gaaggagata acctacatca 840
accgagatac caaaatcatc ctggagacca agagcaagac catttacaag ctgaacggtg 900
tgtccgaaag ggacctgaag aaatcggtge tgtggctcaa agacagettg cagtgcacct 960
gtgaggagat gaacgacatc aacgcgecct atctggtcat gggacagaaa cagggtgggg 1020
agctggtgat caccteggtg aageggtgge agaaggggca gagagagttce aagcgcatct 1080
cccgcagcat ccgcaagctg cagtgctagt cccggecatcc tgatggetcc gacaggectg 1140
ctccagagca cggctgacca tttctgctcc gggatctcag ctcccgttec ccaagcacac 1200
tecctagetge tccagtcetca gectgggeag ctteccccotg cettttgeac gtttgeatee 1260
ccagcattte ctgagttata aggccacagg agtggatage tgttttcacc taaaggaaaa 1320
gcccaccega atcttgtaga aatattcaaa ctaataaaat catgaatatt tttatgaagt 1380
<210> SEQ ID NO 50

<211> LENGTH: 2573

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 50

gaggagggac ctacaaagac tggaaactat tcttagctcc gtcactgact ccaagttcat 60
ccocetetgte tttcagtttg gttgagatat aggctactct tcccaactca gtecttgaaga 120
gtatcaccaa ctgcctcatg tgtggtgacc ttcactgtcg tatgccagtg actcatctgg 180
agtaatctca acaacgagtt accaatactt gctcttgatt gataaacaga atggggtttt 240

ggatcttage aattctcaca attectcatgt attecacage agcaaagttt agtaaacaat 300
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catggggcct ggaaaatgag gctttaattg taagatgtcc tagacaagga aaacctagtt 360
acaccgtgga ttggtattac tcacaaacaa acaaaagtat tcccactcag gaaagaaatc 420
gtgtgtttgce ctcaggccaa cttctgaagt ttctaccagc tgcagttgcect gattctggta 480
tttatacctg tattgtcaga agtcccacat tcaataggac tggatatgcg aatgtcacca 540
tatataaaaa acaatcagat tgcaatgttc cagattattt gatgtattca acagtatctg 600
gatcagaaaa aaattccaaa atttattgtc ctaccattga cctctacaac tggacagcac 660
ctettgagtg gtttaagaat tgtcaggctc ttcaaggatc aaggtacagg gcgcacaagt 720
catttttggt cattgataat gtgatgactg aggacgcagg tgattacace tgtaaattta 780
tacacaatga aaatggagcc aattatagtg tgacggcgac caggtccttc acggtcaagg 840
atgagcaagg cttttctctg tttccagtaa tcggagcccc tgcacaaaat gaaataaagg 900
aagtggaaat tggaaaaaac gcaaacctaa cttgctctgc ttgttttgga aaaggcactc 960
agttcttgge tgccgtecetg tggcagetta atggaacaaa aattacagac tttggtgaac 1020
caagaattca acaagaggaa gggcaaaatc aaagtttcag caatgggcetg gettgtctag 1080
acatggtttt aagaatagct gacgtgaagg aagaggattt attgctgcag tacgactgtc 1140
tggccctgaa tttgcatgge ttgagaaggc acaccgtaag actaagtagg aaaaatccaa 1200
gtaaggagtg tttctgagac tttgatcacc tgaactttct ctagcaagtg taagcagaat 1260
ggagtgtggt tccaagagat ccatcaagac aatgggaatg gcctgtgeca taaaatgtge 1320
ttetettett cgggatgttyg tttgetgtet gatetttgta gactgttect gtttgetggg 1380
agcttectetg ctgcttaaat tgttegtect cececactee ctectategt tggtttgtet 1440
agaacactca gctgcttectt tggtcatcct tgttttctaa ctttatgaac tccctotgtg 1500
tcactgtatg tgaaaggaaa tgcaccaaca accgtaaact gaacgtgttc ttttgtgetc 1560
ttttataact tgcattacat gttgtaagca tggtccgttc tatacctttt tetggtcata 1620
atgaacacte attttgttag cgagggtggt aaagtgaaca aaaaggggaa gtatcaaact 1680
actgccattt cagtgagaaa atcctaggtg ctactttata ataagacatt tgttaggcca 1740
ttocttgecatt gatataaaga aatacctgag actgggtgat ttatatgaaa agaggtttaa 1800
ttggctcaca gttctgcagg ctgtatggga agcatggcgg catctgettc tggggacacc 1860
tcaggagett tactcatggc agaaggcaaa gcaaaggcag gcacttcaca cagtaaaagce 1920
aggagcgaga gagaggtgcc acactgaaac agccagatct catgagaagt cactcactat 1980
tgcaaggaca gcatcaaaga gatggtgcta aaccattcat gatgaactca cccccatgat 2040
ccaatcacct cccaccaggc tccacctcga atactgggga ttaccattca gcatgagatt 2100
tgggcaggaa cacagaccca aaccatacca cacacattat cattgttaaa ctttgtaaag 2160
tatttaaggt acatggaaca cacgggaagt ctggtagctce agcccattte tttattgeat 2220
ctgttattea ccatgtaatt caggtaccac gtattecagg gagectttet tggeccteag 2280
tttgcagtat acacactttc caagtactct tgtagcatcc tgtttgtate atagecactgg 2340
tcacattgce ttacctaaat ctgtttgaca gtctgctcaa cacgactgca agctccatga 2400
gggcagggac atcatctctt ccatctttgg gtccttagtg caatacctgg cagctagcca 2460
gtgctcaget aaatatttgt tgactgaata aatgaatgca caaccaaaaa aaaaaaaaaa 2520

aaaaaaaaaa aaaaaaaaaa aataaaaaaa aaaaaaaaaa aaaaaaaaaa aaa 2573



US 2004/0219579 Al

109

Nov. 4, 2004

-continued
«210> SEQ ID NO 51
<211> LENGTH: 803
<212> TYPE: DNA
<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 51
ccggcacgag aggagttgtg agtttccaag ccccagectca ctectgaccac ttetectgect 60
gccecagcatce atgaagggec ttgcagectge cctecttgte ctecgtetgeca ccatggeect 120
ctgctecetgt gcacaagttg gtaccaacaa agagctctge tgcctcegtet ataccteetg 180
gcagattceca caaaagttca tagttgacta ttctgaaace ageccccagt gecccaagece 240
aggtgtcatc ctcctaacca agagaggccg gcagatctgt gctgacccca ataagaagtg 300
ggtccagaaa tacatcagcg acctgaagct gaatgcctga ggggcctgga agctgcgagg 360
gccecagtgaa cttggtggge ccaggaggga acaggagcct gagccagggce aatggccctg 420
ccaccctgga ggccacctcet tctaagagte ccatctgcocta tgcccagceca cattaactaa 480
ctttaatett agtttatgca tcatatttca ttttgaaatt gatttctatt gttgagetge 540
attatgaaat tagtattttc tctgacatct catgacattg tctttatcat cctttccecct 600
ttccecttcaa ctecttecgtac attcaatgca tggatcaatc agtgtgatta getttctcag 660
cagacattgt gccatatgta tcaaatgaca aatctttatt gaatggtttt gctcagcacc 720
accttttaat atattggcag tacttattat ataaaaggta aaccagcatt ctcactgtga 780
aaaaaaaaaa aaaaaaaaaa aaa 803
<210> SEQ ID NO 52
<211> LENGTH: 5855
<212> TYPE: DNA
<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 52
cacgcagtee cggececgage cgacgecttg caggagggtt caaatcegeg cgggggaget 60
gcgacgcgca agggetgegg agccgeggge cggegagege gtcocgeccacca tgaagcaget 120
gcoctgtacce tgttgaaact tcatggccac agccccaggc cctgctggca ttgccatggg 180
cagcgtggge agcctgttgg aacggcagga cttctcccet gaagagctge gggcggcact 240
tgccgggtet cggggetecc geccagectga tgggetccte cggaaggget tgggccageg 300
tgagttccte agctacctgc acctccccaa gaaggacagc aagagcacca agaacaccaa 360
gcgggcccct cggaacgagc ctgccgacta tgccaccctc tactaccggg aacattctceg 420
cgcgggtgac ttcagcaaga cctcgetgec agaacggggt cgctttgaca agtgccgeat 480
tcgecccctca gtgttcaage ctacggcggg caacgggaaa ggcttcctat ccatgcaaag 540
cctggegtee cacaaaggec agaagetgtg gegecagcaat ggcagcctge acacgetgge 600
ctgecaceeg cecectgagee cegggeceeg ggecagecag gecegggeac agetgetgea 660
cgccectcage ctagatgagg gocggccctga gcccegagcec agcctgtecg actectecag 720
tgggggtagt tttggtcgca gtcctggtac tggeccctage ceccttcaget cectecocttgg 780
ccaccttaac cacctcgggg gctccctgga ccgggectct caaggaccca aggaggctgg 840
gcrcaccaget gtgctgaget gectgeccga gecaccacce ccctacgagt tetecetgete 900
ctetgecgag gaaatgggag cegtgetgec cgagacctgt gaggagetca agaggggect 960
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tggcgatgag gacggctcca accccttcac gcaggtgctg gaggagcgcec agcggctgtg 1020
gctggetgag ctgaagegec tgtatgtgga geggetgcac gaggtgaccce agaaggctga 1080
gcgcagcgag cgcaacctcc agctgcaget gtttatgget cagcaggagc agcggcgect 1140
gcgcaaggag ctgcgggctc agcagggcct ggcteceggag cctegggece ceggcaccect 1200
cccagaggct gaccccagtg cacgaccaga ggaggaagcc cgatgggagg tgtgccagaa 1260
gacagcagag attagcctct tgaagcagca gctgcgtgaa gcccaggcgg aactggccca 1320
gaagctggcg gagatcttca gtctgaagac acaacttcgg ggcagccggg cacaagecca 1380
ggctcaggac gcagagetgg teeggetgeg cgaggetgtyg cgeagectge aggageagge 1440
ccetecgggag gaagccccag gcagctgtga gactgatgac tgcaagagca ggggectget 1500
aggggaggca ggaggcagcg aggccagaga cagtgctgag cagctgceggg ctgagctget 1560
gcaggagcga cttcggggec aggagcaggce gctgcgecttt gagcaggagce ggcggacttg 1620
gcaggaggag aaggagcgceg tgctgegeta ccagegggag atccagggag ggtacatgga 1680
catgtaccgc cgcaaccagg cactggagca ggaactgcgg gcactgcggg agccccccac 1740
accctggagt ccccggetcg agtcctccaa gatctgagge cagcagagcg agctgacagce 1800
agcaacactg tcagaaggtg ccctgagacg gccggctcag ccttcccttg cactggttgg 1860
ggtggaacct gcagaggcca gcccggggct ggggaggcgce aaggagagga gggatccagt 1920
ggggcegtgg getgggtagg gtgccttgge aggagecagg acaaggccct cetggcagag 1980
gagcacctag gecagggecca gecctgette ctggagtgga tgtggeccag agaaggagge 2040
tgggggatca ccagccccaa ggtcccgaag ggcaggtcag agggagagag gctggagacc 2100
tgggctggag ccttcctecca gggaaggagg ctggggtggg aacactggcec tcccccagaa 2160
taaaaccatg ttttctacca gaggctcaga atacgctgag cctgtgacca gaggatgatg 2220
gatggtcggg attgaggetg ttgacctggg cagtagetce tcccatggec agtggtcagt 2280
gggagggtgt gecctgegee tgtetgeatyg gecactggge atgtgtgttg ggageagagg 2340
agtcctacte cttgectecag ccoccacacgg ttecttaget geegtgtggg ctgaaattece 2400
ttteotttage accagtggag ttttcagaag gaacaacacc agggaatgcc aaaaaaacaa 2460
agggcaagtc aaccaaggca ttttgagaac atgaaatgtc ttcttggtgg gaaggctggg 2520
ccccaggagt atccacagge tcaggccatg cccctecceg cacccaccte ctgtetgect 2580
ccoctecctee ataggagtgg ggggccccta gaagtgetet gectcattee ctgttcogtag 2640
gaaggtgcag gagaggaggt gggcaagctt atgggtttct tggtaaagag cctttaccac 2700
agcaaggaat gggaacattt ccccatcagc aacggggctc tagggcatta ttaagtaggg 2760
gtgaaatatg attgatttgc attctggaaa gctctcccag gaggaagcat tccccacccce 2820
accttgeete tgtcetgege tgggetccag gacggtcagt ccteccagat ccctgeotete 2880
agctaagget ggtccectaaa acccacacct geetttggte tetcagagge ctggettgee 2940
ctotgggect ttgctecccee getgggtgeco cggectggaa cacaggttet gtetggetgt 3000
gtgagtggcg tctctccoett ccoctttgaggg aagctcaget ttocttacgeg ctcatcgttg 3060
gacgggctge catgcattgc gtgcttactg ggcgeccaggt getgtgetgg geccttgtga 3120
gtgtgggggce acaggctgaa ttagatgagc tcctgecgeca gggggcoccetg cacactgatg 3180

tcagetcace agtetettee ctgacaggge agetcaggga acttetgaga agttatetge 3240
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agagagcccc ccctcactce ctttggetac cctggecgtg cctggcagec cectcaggecce 3300
cacaggtggg tcctggttgt gaagtggagt tagtgcacat ggatgtcagg ggacgggtgt 3360
gaggcatgag ctgggggggc cccctttttc agggcagaga atgaggegtg tgcactgtet 3420
gctgtgggga tggtgtgttt atggccatgt aagtggcagg tgtgtgtaaa gatgtgettg 3480
tgggtggtgg gtgtgtctga gggggtgtgt ttgggagcocct ggcctccaaa agccagtgtce 3540
tgggttggag acagtgcagg ccccttecttg gecceccaccet ctaccccatt cettectgte 3600
agccccagte tgtettggea ctggeocagge ttgggtggag cctgtgtecce agacagatcce 3660
cctaggecta tetgagacee atgecaggece acacctgage tectgtetge ctgaggaggg 3720
aaagggggag tggccaggtce aggcaggcca gtcgtcetaca cacccccttg gtacccatte 3780
ccatttcaca aactcctcca aaccccaaac cccaaacgga aatctctggg acaatggctc 3840
ctccagaggg cccctcagag ccaggtgetg gccagatgec ttgatcacag cctccatgge 3900
caggggcctg tcaagccagg ggcccacata cctggtgcca gggeccacct cggtatacca 3960
gctcggcaga acagttcccce acccagcgat tagggagctg ggctggccag tacagccagt 4020
ggggagtggg tgggaggcac caaaacttgg cagctgtgcc agaaaccaaa gccaggccca 4080
gatgtagggg gagggcacga gagctgaacc tgagcctggg gcgtctcgga getggatccce 4140
cgtcagctca tccaggetgg acaaaccagt tcctgggtcc cccagccgge tgggtggetce 4200
tggggccaac cgaccacagg tgtcactgat cacaggtgtce accgtagtgg ctaccaccte 4260
agggeagece ctecctecag ctggegggge cteagettee cagetgecet ggettageet 4320
tcectgecage cectecccaa caggettggt cegggecagee tgcotetgegg aaggtggeag 4380
cctcecoctggtg ctgggectecce tgectetggg gecctccagte cttcactcag tgtcatccct 4440
tccagcaget ccctgggect cttggtccat cccttcagge ttctgacaca ctagtggect 4500
cgagtcactg atagtggtgc ctcctcctta ccttggeaag ccettgtage cetetgagece 4560
cteatectge aggcagagec cctcagtget ctgagaaace tgecctgaac tcaccgecte 4620
ccoctgectgg geacteecte ctecetgege ccacagecce catgecaate tecgtcaget 4680
ctttctgtge tgoctgtaatt gttggtttge ctgtctecoctt tgagectgtgg gecattgecgg 4740
ggtagggtgg tgtcttcacc acagctccag aaggcactgg tgggatgtgg agtcaggagc 4800
aaccagagac cccccaatac tagaatgggt ttgagettgg ggtggggtgg atggggaaga 4860
cttactctga atgttegtte accatccgtg ggcaccaggt ctgtgccaag cacagggact 4920
ccaggggcag ctgccattceg ttccagtgat gtatttgggg ccttetcagg tgaggaagec 4980
aaggtggcca aggccctcgg tcccoctgece tgataggget tacctgtggg tgggggaggg 5040
agaccacaca tgtcagaggt agtgaaggcc gctccaaata gtgactgggg ccaggcaggce 5100
ggaaaagaga acagaagaga atccagaagt gttcagacag aactagggac aacagagggg 5160
ccetecatggt ggeatgggte agcagageat ggageaggea gaggaagect atcetgtgggg 5220
ctgggtacat ttctetgaga ctcacggaat gtaagtgttg aggtttetge aaagagggeg 5280
caggccctge agtgacggtt cagatattga taacccatcc ccocttggcag gtgggggett 5340
aggcatccat attggattca gaaaagaaaa agaatgatgc ttcttgcaac aaaaacaaaa 5400
gtgattatgt cacgagagga gaggctggag ggccatggga gttcccaget ggcotcactca 5460

tecegtecagyg aggtgggtet catggtttea ttttgetttg ggettactta gagttttgge 5520
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aaatgcagag ttatgtaacg aacccaacaa tgaagataca gttctgtcac ccccccagca 5580
tteotecctgtg geocctetagt ccacccceeg ccccacccoca geccctggea accactgate 5640
tgctttcaca ataaccgtat ggggtttttt ctetttcctt ttttgtgage ggtatttaat 5700
tcocotttgete taatatgtaa tattagaaca tattacaaag tagcaagaaa aatacgacat 5760
tggtgtaaaa ataatctaca cctcatggaa agaatgaaga gccagaaata gattctattc 5820
tgtagaaaat cttacacaat aaaggacttc aaaat 5855
<210> SEQ ID NO 53

<211> LENGTH: 2022

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 53

atgcctggec agaagttctt cctagaggtt ctatgctgtc ctagcaagaa ttggcgatcg 60
agcgecgegg agcgegtece tcecctegeca atceggetee ggegecggeg cecgecegeg 120
ttttccegge gecctgecget ccgeccgetee gacccggeoac gcagtcccgg cccgagccga 180
cgccttgecag gagggttcaa atccgecgecgg gggagetgeg acgcgcaagg getgcggage 240
cgcgggecgg cgagcgegte gccaccatgg gcagetgtgt cttccatcte caccaaggat 300
tggtccgaaa gcaattcctc tccgtgttca gagattccag tgctgcctge taatcttggg 360
gactggagag ggatttggtg gggaacatgg caggaggccc caggccctge tggcattgec 420
atgggcageg tgggcagect gttggaacgg caggacttet cecetgaaga getgegggeg 480
gcacttgceg ggtctecgggg ctececcgecag cetgatggge tcctcecggaa gggettggge 540
cagcgtgagt tcctcagcta cctgcacctc cccaagaagg acagcaagag caccaagaac 600
accaagcggg cccctcggaa cgagcctgec gactatgcca ccctctacta ccgggaacat 660
tctegegegg gtgacttcag caagaccteg ctgecagaac ggggtegett tgacaagtge 720
cgeattegee cectcagtgtt caagectacg gegggeaacy ggaaaggett ccetatccatg 780
caaagcctgg cgtcccacaa aggccagaag ctgtggcgca gcaatggcag cctgcacacg 840
ctggcctgee acccgcccct gagccccggg cccegggcca gccaggcccg ggcacagctg 900
ctgcacgccce tcagcctaga tgagggcgge cctgagcccg agcccagcect gtccgactcece 960
tcecagtgggg gtagttttgg tcgecagtect ggtactggec ctageececett cagetcctece 1020
cttggccacc ttaaccacct cgggggctcc ctggaccggg cctctcaagg acccaaggag 1080
gctgggecac cagctgtget gagetgecctg cccgagecac caccccccta cgagttetee 1140
tgctcctetg ccgaggaaat gggagccgtg ctgcccgaga cctgtgagga goctcaagagg 1200
ggcecttggeg atgaggacgg ctccaacccce ttcacgcagg tgctggagga gcecgccagcegg 1260
ctgtggetgg ctgagctgaa gegectgtat gtggagegge tgcacgaggt gacccagaag 1320
gctgagegea gegagcegeaa cctecagetg cagetgttta tggetcagea ggageagegqg 1380
cgectgegea aggagetgcg ggctcagcag ggcctggcote cggagectcg ggceccccegge 1440
accctecccag aggctgaccce cagtgcacga ccagaggagg aagcccgatg ggaggtgtge 1500
cagaagacag cagagattag cctcttgaag cagcagctgc gtgaagccca ggcggaactg 1560
gceccagaage tggcggagat cttcagtetg aagacacaac ttcggggcag ccegggcacaa 1620

geccaggete aggacgeaga getggtecgg ctgegegagg ctgtgegeag cetgeaggag 1680
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caggccccte gggaggaagc cccaggcadc tgtgagactg atgactgcaa gagcaggggce 1740
ctgetagggg aggcaggagg cagcgaggcc agagacagtg ctgagcaget gegggctgag 1800
ctgctgcagg agcgacttcg gggccaggag caggcgctgc gectttgagca ggagcggegg 1860
acttggcagg aggagaagga gcgcgtgctg cgctaccagc gggagatcca gggagggtac 1920
atggacatgt accgccgcaa ccaggcactg gagcaggaac tgcgggcact gcgggagecc 1980
cccacaccct ggagtccccg gcectcgagtce tccaagatct ga 2022
<210> SEQ ID NO 54

<211> LENGTH: 3805

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 54

ggctcggete ctagagetge cacggccatg gccagagccc gcccgccgec gcecgecgtceg 60
ccgecgecgg ggettetgec getgetcect cegetgetge tgetgeceget getgetgetg 120
cccgecgget geccgggeget ggaagagacc ctcatggaca caaaatgggt aacatctgag 180
ttggcgtgga catctcatcc agaaagtggg tgggaagagg tgagtggcta cgatgaggcc 240
atgaatccca tccgcacata ccaggtgtgt aatgtgcgcg agtcaagcca gaacaactgg 300
cttcgecacgg ggttcatctg gcggcgggat gtgcageggg tctacgtgga getcaagttce 360
actgtgegtg actgcaacag catccccaac atcccegget cctgcaagga gaccttcaac 420
ctettetact acgaggetga cagegatgtg gectcageet cetecccett ctggatggag 480
aacccctacg tgaaagtgga caccattgca cccgatgaga gcttctegeg getggatgec 540
ggccgtgtca acaccaaggt gcgcagcttt gggccacttt ccaaggctgg cttcectacctg 600
gcectteccagg accagggege ctgcatgtceg ctcatctceg tgcgegectt ctacaagaag 660
tgtgcatcca ccaccgcagg cttcgeacte ttceccgaga ccctcactgg ggcggagecce 720
acctegetgg teattgetee tggecacetge atcectaacyg cegtggaggt gteggtgeca 780
ctcaagctct actgcaacgg cgatggggag tggatggtgc ctgtgggtgc ctgcacctgt 840
gccaccggec atgagccagc tgccaaggag tcccagtgcec gecccctgtecce ccctgggage 900
tacaaggcga agcagggaga ggggccctgc ctcccatgtc cccccaacag ccgtaccacc 960
tccecagecg ccageatetg cacctgecac aataacttet accgtgecaga cteggactet 1020
gcggacagtg cctgtaccac cgtgccatct ccacceccgag gtgtgatcte caatgtgaat 1080
gaaacctcac tgatcctcga gtggagtgag cccegggacce tgggtggecg ggatgaccte 1140
ctgtacaatg tcatctgcaa gaagtgccat ggggctggag gggcctcagc ctgctcacge 1200
tgtgatgaca acgtggagtt tgtgcctecgg cagectgggec tgacggagcg ccgggtccac 1260
atcagccatce tgectggecca cacgegetac acctttgagg tgcaggeggt caacggtgte 1320
tegggcaaga gecctetgee gectegttat geggecgtga atatcaccac aaaccagget 1380
gcccegtetg aagtgcccac actacgectg cacagcaget caggcagcag cctcacccta 1440
tcctgggecac ccccagagcg gcccaacgga gtcatcctgg actacgagat gaagtacttt 1500
gagaagagcg agggcatcgc ctccacagtg accagccaga tgaactccgt gcagctggac 1560
gggcttegge ctgacgeeceg ctatgtggte caggtecgtg ccecgecacagt agetggetat 1620

gggcagtaca gecgeccetge cgagtttgag accacaagtyg agagaggete tggggeccag 1680
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cagctccagg agcagcttcce cctcatcgtg ggctcegeta cagetggget tgtettegtg 1740
gtggctgteg tggtcatege tatcgtetge ctcaggaage agecgacacgg cteotgatteg 1800
gagtacacqgg agaagctgca gcagtacatt gctcctggaa tgaaggttta tattgaccct 1860
tttacctacg aggaccctaa tgaggetgtt cgggagtttg ccaaggagat cgacgtgtcec 1920
tgcgtcaaga tcgaggaggt gatcggagct ggggaatttg gggaagtgtg ccgtggtcga 1980
ctgaaacagc ctggccgeccg agaggtgttt gtggccatca agacgctgaa ggtgggctac 2040
accgagagge agcggcggga cttcctaage gaggcctcca tcatgggtca gtttgatcac 2100
cccaatataa tecggetega gggegtggte accaaaagte ggecagttat gatcctcact 2160
gagttcatgg aaaactgcgc cctggactcec tteetecgge tcaacgatgg geagttcacg 2220
gtcatccage tggtgggcat gttgcgggge attgctgccg gcatgaagta cctgtccgag 2280
atgaactatg tgcaccgcga cctggetget cgcaacatcc ttgtcaacag caacctggtc 2340
tgcaaagtct cagactttgg cctetececege tteectggagg atgacceccte cgatcctace 2400
tacaccagtt ccctgggecgg gaagatcccc atcegetgga ctgccccaga ggccatagec 2460
tatcggaagt tcacttectge tagtgatgtce tggagetacqg gaattgtcat gtgggaggtce 2520
atgagctatg gagagcgacc ctactgggac atgagcaacc aggatgtcat caatgccgtg 2580
gagcaggatt accggctgcc accacccatg gactgtccca cagcactgca ccagctcatg 2640
ctggactget gggtgcggga ccggaacctce aggcccaaat tctcccagat tgtcaatacce 2700
ctggacaage tcatccgeaa tgetgecage ctcaaggtea ttgecagege tcagtetgge 2760
atgtcacage ccctectgga ceogcacggte ccagattaca caaccttcac gacagttggt 2820
gattggctgg atgccatcaa gatggggcgg tacaaggaga gcttcgtcag tgcggggttt 2880
gcatcttttg acctggtggc ccagatgacg gcagaagacc tgctccgtat tggggtcacc 2940
ctggecggece accagaagaa gatcctgagce agtatccagg acatgcgget gcagatgaac 3000
cagacgetge ctgtgcaggt ctgacaccegg ctcecacggg gaccectgagg accgtgecagqg 3060
gatgccaage agecggetgg acttteggac tettggactt ttggatgect ggeccttagge 3120
tgtggcccag aagctggaag tttgggaaag gcccaagcoctg ggacttctcc aggeoctgtgt 3180
tccetcccca ggaagtgege cccaaacctc ttcatattga agatggatta ggagaggggg 3240
tgatgaccce tccccaagec cctcagggec cagaccttec tgeotetecag caggggatce 3300
ccacaaccte acacttgtcet gttcttcagt gectggaggte ctggecagggt caggetgggg 3360
taagccgggg ttccacaggg cccagccctg gcaggggtcet ggccccccag gtaggcggag 3420
agcagtccct ccctcaggaa ctggaggagg ggactccagg aatggggaaa tgtgacacca 3480
ccatcctgaa gccagcttge acctccagtt tgcacaggga tttgtcctgg gggetgaggg 3540
ccetgtecee accceccgece ttggtgetgt cataaaaggg caggcagggg caggctgagg 3600
agttgecett tgeccccecag agactgacte tcagagecag agatgggatg tgtgagtgtg 3660
tgtgtgtgtg tgtgegegeg cgegegegtg tgtgtgtgeca cgcactggece tgcacagaga 3720
gcatgggtga gcgtgtaaaa gcttggccct gtgccctaca atggggccag ctgggccgac 3780
agcagaataa aggcaataag atgaa 3805
<210> SEQ ID NO 55

<211> LENGTH: 1242
<212> TYPE: DNA
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<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 55
atgggcggga ctacgctggc ctggagcatg gcacgtgatt ccgccggect ggttgccggg 60

aatctggacc tgagcgagaa gcacgatccc cggccgccec cgctcttgca teccectggt 120
cctactgectg tgcttgetgg cgacggttcg ttccggaagt gtgcagagaa gtctacattc 180
ccatgtcaag ctacagctag agagttgact cctctatttg agccatgcca gccgccacac 240
ctggtgggga gagttaaagg ccgagaagtg aacacagctc caaccccact gecttgtaga 300
ccttecggea gacctgtgge aggtggtgga ggtgatggge caggggggec ggagecggge 360
tgggttgate cteggacctg gctaagettc caaggcccte ctggagggce aggaatcggg 420
ccgggggttg ggccaggete tgaggtgtgg gggattcccce catgccccece gecgtatgag 480
ttctgtgggg ggatggcegta ctgtgggccc caggttggag tggggctagt geccccaaggce 540
ggcttggaga cctcectcagec tgagggtgaa gcaggagtceg gggtggagag caactccgat 600
ggggcctcce cggagccctg caccgtcacc cctggtgceg tgaagctgga gaaggagaag 660
ctggagcaaa acccggagga ggcaaggaag gtattcagcc aaacgaccat ctgeccgettt 720
gaggctctge agcttagctt caagaacatg tgtaagctgc ggcccttget gcagaagtgg 780
gtggaggaag ctgacaacaa tgaaaatctt caggagatat gcaaagcaga aaccctcgtg 840
caggcccgaa agagaaagcg aaccagtatc gagaaccgag tgagaggcaa cctggagaat 900
ttgttecetge agtgeccgaa acccacactyg cageagatca gecacatege ccageagett 960
gggctcgaga aggatgtggt ccgagtgtgg ttetgtaace ggegecagaa gggcaagcga 1020
tcaagcagcg actatgcaca acgagaggat tttgaggctg ctgggtctcc tttcotcaggg 1080
ggaccagtgt cctttcctct ggeccccaggg ccccattttg gtaccccagg ctatgggage 1140
cctecactteca ctgcactgta ctccteggte cctttecctg agggggaage ctttececect 1200
gtetetgtea ccactetggyg cteteccaty cattcaaact ga 1242
<210> SEQ ID NO 56

<211> LENGTH: 1380

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 56

ctcatttcac caggccceccg gettggggeg cctteettec ccatggeggg acacctgget 60
tcggattteg ccttetcgec cccteccaggt ggtggaggtg atgggecagg ggggccggag 120
ccgggetggg ttgatcctcg gacctggeta agcttccaag geccctcctgg agggccagga 180
atcgggecgg gggttgggec aggctctgag gtgtggggga ttcccccatg ccccccgecg 240
tatgagttet gtggggggat ggcgtactgt gggecccagg ttggagtggg getagtgecce 300
caaggcgget tggagaccte tcagectgag ggcgaagcag gagtceggggt ggagagcaac 360
tcecgatgggg cetcecccgga gecctgcace gtcaccectg gtgecgtgaa getggagaag 420
gagaagctgg agcaaaaccc ggaggagtcc caggacatca aagctctgca gaaagaactc 480
gagcaatttg ccaagctcct gaagcagaag aggatcaccc tgggatatac acaggccgat 540
gtggggcectca ccetgggggt tetatttggg aaggtattca geccaaacgac catctgeege 600

tttgaggete tgcagettag cttcaagaac atgtgtaage tgeggecett getgeagaag 660
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tgggtggagg aagctgacaa caatgaaaat cttcaggaga tatgcaaagc agaaaccctc 720
gtgcaggcce gaaagagaaa gcgaaccadgt atcgagaacc gagtgagagg caacctggag 780
aatttgttcc tgcagtgccc gaaacccaca ctgcagcaga tcagccacat cgcccagcag 840
cttgggcteg agaaggatgt ggtccgagtg tggttectgta accggegeca gaagggcaag 900
cgatcaagca gcgactatgc acaacgagag gattttgagg ctgctgggtc tcctttetca 960
gggggaccag tgtcctttce tctggcccca gggccccatt ttggtaccce aggetatggg 1020
agccctcact tcactgcact gtactccteg gtcectttee ctgaggggga agectttece 1080
ccetgtetecy teaccactet gggetetece atgeattcaa actgaggtge ctgeccttet 1140
aggaatgggg gacaggggga ggggaggagc tagggaaaga aaacctggag tttgtgccag 1200
ggtttttggg attaagttct tcattcacta aggaaggaat tgggaacaca aagggtgggg 1260
gcaggggagt ttggggcaac tggttggagg gaaggtgaag ttcaatgatg ctcttgattt 1320
taatcccaca tcatgtatca cttttttett aaataaagaa gcctgggaca cagtagatag 1380
<210> SEQ ID NO 57

<211> LENGTH: 1855

<212> TYPE: DNA

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 57

tgcattgcac caggatgtct gtgaaatgga cttcagtaat tttgctaata caactgagect 60
tttgetttag ctetgggaat tgtggaaagy tgetggtgtg ggcageagaa tacagecatt 120
ggatgaatat aaagacaatc ctggatgagc ttattcagag aggtcatgag gtgactgtac 180
tggcatcttc agecttccatt ctttttgatc ccaacaactc atccgctectt aaaattgaaa 240
tttatcccac atctttaact aaaactgagt tggagaattt catcatgcaa cagattaaga 300
gatggtcaga ccttccaaaa gatacatttt ggttatattt ttcacaagta caggaaatca 360
tgtcaatatt tggtgacata actagaaagt tctgtaaaga tgtagtttca aataagaaat 420
ttatgaaaaa agtacaagag tcaagatttg acgtcatttt tgcagatgct atttttccct 480
gtagtgagct gctggctgag ctatttaaca taccctttgt gtacagtctc agcttctcetce 540
ctggctacac ttttgaaaag catagtggag gatttatttt ccctccttece tacgtacctg 600
ttgttatgtc agaattaact gatcaaatga ctttcatgga gagggtaaaa aatatgatct 660
atgtgcttta ctttgacttt tggttcgaaa tatttgacat gaagaagtgg gatcagtttt 720
atagtgaagt tctaggaaga cccactacgt tatctgagac aatggggaaa gctgacgtat 780
ggcttattcg aaactcctgg aattttcagt ttcctcatcc actcttacca aatgttgatt 840
ttgttggagg actccactgc aaacctgcca aacccctgcc taaggaaatg gaagactttg 900
tacagagctc tggagaaaat ggtgttgtgg tgttttctcet ggggtcaatg gtcagtaaca 960
tgacagaaga aagggccaac gtaattgecat cageccetgge ccagatccca caaaaggtte 1020
tgtggagatt tgatgggaat aaaccagata ccttaggtct caatactcgg ctgtataagt 1080
ggatacccca gaatgacctt ctaggtcatc caaagaccag agcttttata actcatggtg 1140
gagccaatgg catctacgag gcaatctacc atgggatccc tatggtgggg attccattgt 1200
ttgeccgatca acctgataac attgctcaca tgaaggccag gggagcaget gttagagtgg 1260

acttcaacac aatgtcgagt acagacttge tgaatgeatt gaagagagta attaatgatce 1320
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cttcatataa agagaatgtt atgaaattat caagaattca acatgatcaa ccagtgaagc 1380
ccetggatceg agcagtette tggattgaat ttgtcatgeg ccacaaagga getaaacacce 1440
ttegggttge agcccacgac ctcacctggt tccagtacca ctetttggat gtgattgggt 1500
tcootgetggt ctgtgtggea actgtgatat ttatcgtcac aaaatgttgt ctgttttgtt 1560
tctggaagtt tgctagaaaa gcaaagaagqg gaaaaaatga ttagttatat ctgagatttg 1620
aagctggaaa acctgatagg tgagactact tcagtttatt ccagcaagaa agattgtgat 1680
gcaagattte tttcttecctg agacaaaaaa aaaaaaaaga aaaaaaaatc ttttcaaaat 1740
ttactttgte aaataaaaat ttgttttteca gagatttace acccagttea tggttagaaa 1800
tattttgtgg caatgaagaa aacactacgg aaaataaaaa ataagataaa gcctt 1855
<210> SEQ ID NO 58

<211> LENGTH: 8619

<212> TYPE: DNA

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 58

atgcttcagt gtacaccagc caatatggta gaagttcaca aagacaaaga gtcaagcaaa 60
ggtcacacta gacacaaagt ggaagaagct cttattaatg aagaagcaat tttgaacctt 120
atggaaaata gtcagacttt tcagcctttg acccaaagac tgagtgagtc acctgttttc 180
atggacagta gtcctgatga ggctctggta catcttettg ctggtttgga aagtgatgga 240
tatcgggggg aaagaaatag gatgccatca ccatgteget cetttggaaa taataaatat 300
ccacaaaata gtgatgatga agaaaatgaa ccacagattg aaaaagagga aatggagctt 360
agtttggtga tgtcccagag atgggacagc aatattgaag aacattgtgc caaaaagaga 420
tcactgtgca gaaataccca cagaagttca actgaagatg atgactcatc ttcaggagaa 480
gaaatggaat ggagtgataa cagtttgctt ctagccagtc tttctatacc tcagttagat 540
ggaactgcag atgaaaatag tgacaatcca ttgaacaatg aaaattctag aacccactct 600
tctgtaattg caacaagcaa gctttcagtt aaaccctcca tcetttcacaa agatgetget 660
acattagaac cctcatcttc tgctaagatt acctttcagt gtaaacacac aagtgccctt 720
tcttecccatg ttttgaacaa ggaagattta attgaagacc tttcacagac aaacaaaaat 780
acagaaaaag gtctagataa ctcagtcact tcttttacaa acgaaagcac ttattctatg 840
aaataccctg gatctttaag cagtactgtt cattcagaaa attctcataa agagaatagt 900
aagaaagaga tcctcccagt atcttcctgt gaaagtagta tttttgatta tgaagaagat 960
attccatctg ttacaagaca agtaccaagt agaaaatata caaacattag aaaaatcgaa 1020
aaggattccc cttttataca tatgcaccgt caccctaacg agaatacatt gggcaaaaat 1080
tctttcaact tttctgactt aaatcattca aaaaataaag tatcctctga aggaaatgaa 1140
aaaggaaaca gcacagcetet gagtagttta ttecectteat catttactga aaattgtgaa 1200
ttactgtcat gctcagggga gaatagaact atggtgcatt ctcttaatag cactgetgat 1260
gaaagtggac taaataaact taaaattagg tatgaagaat ttcaagaaca taaaacagaa 1320
aagccaagcc tcagccagca agcagcacac tatatgtttt ttcccagtgt tgttetttcet 1380
aactgtctta ctagaccaca gaaactatct cctgtcacat ataaattaca acctggcaat 1440

aaaccatece ggttaaaatt gaataaaagy aaacttgeag gtcatcagga gacttcetace 1500
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aaaagtagtg agactggatc cacaaaagat aattttatac aaaataatcc ttgtaatagt 1560
aatcctgaga aggataatgc attggetagt gatttaacta aaaccacteg tggageotttt 1620
gaaaataaaa cacccacaga tggttttata gactgtcact ttggagatgg aacgttagaa 1680
actgagcagt cctttggact atatggaaat aaatacacac ttagagccaa acgcaaggta 1740
aattatgaga ctgaagacag tgagtcaagt tttgtaactc acaactcaaa aattagtcta 1800
cctcatccca tggaaattgg tgaaagttta gatggaactc tcaaatcccg aaaacgaaga 1860
aaaatgtcta aaaagctgec ccctgtcatc ataaagtata ttattattaa tagatttaga 1920
gggagaaaaa atatgettgt gaagcetagga aaaatagact ctaaagaaaa acaagtaata 1980
ttaacagaag aaaaaatgga actatataaa aagcttgcac ctttgaagga cttttggeca 2040
aaagttcccg actcccctgc aaccaaatat cccatttatc cactaacacc aaagaaaagt 2100
cacagaagaa agtcaaaaca taaatctgct aagaaaaaaa ctggtaaaca acaaaggaca 2160
aataatgaaa atattaaaag aactttgtct ttcaggaaaa aacggtcaca tgctattett 2220
tctcctccct caccatctta caatgetgaa accgaagatt gtgacctgaa ttatagtgat 2280
gttatgtcta aactaggttt tctttctgag agaagcacaa gtcccataaa ttcttctcca 2340
cctcegotget ggtctcccac agatccaaga gctgaagaaa tcatggcetgc tgcagaaaaa 2400
gaggcaatgc tttttaaggg tcctaatgta tataagaaga ctgttaattc tcgtatagga 2460
aaaactagtc gcgcaagagc acagattaag aaatcaaaag caaagcttge taatcceotet 2520
atagttacta agaaaaggaa caaacgaaat cagacaaata aactagtaga tgatggaaaa 2580
aagaaaccaa gagcaaaaca aaaaacaaat gagaaaggta catcgagaaa gcatacaaca 2640
cttaaggatg aaaaaataaa atctcagtct ggtgctgagg ttaagtttgt actgaaacac 2700
cagaatgtgt ctgaatttgc aagtagttct ggaggctctc aactactttt taaacagaaa 2760
gatatgccac taatgggctc tgctgtagat catccecttt ctgettccet acccactgga 2820
attaatgeac aacagaagtt atctggetge ttttettett tettagaaag caagaagtet 2880
gtagatttge agacattccc cagttcacga gatgatttge atccatcagt tgtttgtaat 2940
tctataggac ctggagtctc aaaaattaat gttcaaaggc ctcataatca aagtgctatg 3000
tttactctaa aggaatcaac gttaattcaa aaaaatatat ttgacctttc caatcattta 3060
tctcaggtag cacagaatac acagatatct tctggtatgt cctcaaagat agaagataat 3120
gcaaataata tacaaagaaa ctatttgtca tcaatcggaa agttaagtga atatcgcaat 3180
tccctagaat caaagctgga ccaagcatat acccctaatt ttttgcattg caaagacagt 3240
cagcagcaga ttgtgtgcat agcggaacag tcaaagcaca gtgaaacttg ttctccggga 3300
aatacagctt cagaggaaag ccaaatgcct aataattgct ttgtaacttc cttgagaagt 3360
ccaatcaaac aaatagcatg ggagcaaaag caaaggggct ttattttaga tatgtcaaat 3420
tttaaaccetyg aaagagtaaa accgaggteg ttatcagaag caatttcaca aaccaaagea 3480
ctttectecagt gtasaaatcg aaatgtgtca acaccttcag catttggtga aggacagtet 3540
ggactggcag ttctaaaaga attgttacaa aaaagacagc agaaagcaca aaatgcaaat 3600
actacacaag acccattatc caataaacat caaccaaata aaaatatttc tggttccctt 3660
gagcataaca aagcaaataa acggacacda tcggtaacgt ccccaagaaa acctcgaact 3720

cccagaagta caaaacaaaa agaaaaaatc cccaaactte tcaaagtaga ctetttaaat 3780
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ttacaaaact ctagccagtt ggataactct gtatcagatg atagtcccat ctttttttca 3840
gatccaggcet ttgaaagttg ttactcactt gaagatagtt tatctcctga acataattat 3900
aattttgata ttaacacaat aggtcagact ggattttgta gcttttattc tggaagtcag 3960
tttgtcccag ctgatcagaa tttgectcag aagttcectaa gtgatgetgt tcaggatcett 4020
tttccaggac aagctataga aaaaaatgag tttttaagtc atgacaacca gaaatgtgat 4080
gaagacaagc atcataccac agactcagcc tcatggatta gatctggtac tttaagtcct 4140
gaaatttttg agaagtcaac catagatagc aatgagaatc gtcgccacaa ccagtggaaa 4200
aatagettte atcctctaac aacteggtet aactcaataa tggattettt ctgtgtteag 4260
caggcagaag actgtctaag tgaaaaatct agattgaata ggagttcagt aagcaaagaa 4320
gtgtttctta gcctcccaca gccaaacaat tcagactgga ttcaaggtca caccagaaaa 4380
gaaatgggac agtctcttga ctcagccaat acctctttta ctgcaatact ctcctccect 4440
gatggtgaac ttgtagacgt ggcctgtgaa gatttagaac tgtatgtttc aagaaacaat 4500
gatatgttga caccaactcc tgatagttca ccaagatcta ctagetctee ttcacaatct 4560
aaaaatggca gcttcaccce tcgaactgct aacattctga aaccacttat gtccccccca 4620
agtagggaag aaattatggc aactttgttg gatcatgacc tgtctgagac tatttaccag 4680
gaaccatttt gcagtaatcc ttctgatgta ccagaaaagc ccagggagat tggtggacgg 4740
ctectecatgg tagaaactcg acttgcaaat gatctggotg agtttgaggg agacttttcece 4800
ttggaaggac ttegtetttyg gaaaacagea ttetcagcaa tgactcagaa tecaaggeca 4860
gggtcaccce ttegecagtgg ccaaggagtt gtcaataaag ggtcaagtaa tagccctaag 4920
atggttgaag ataaaaaaat tgtgattatg ccttgcaaat gtgccccaag tcgacaactg 4980
gttcaagtgt ggcttcaagc caaagaagaa tacgaacgtt ccaagaaact gcctaaaacc 5040
aagccaactg gagttgtaaa atctgctgag aactttaget cttcagttaa cccagatgac 5100
aaacctgtag tgectccaaa aatggatgta agtecatgta tactecccac tacageacat 5160
accaaggagg atgttgataa ttctcagatt gctttacaag caccaaccac gggatgtagt 5220
caaactgcaa gtgaaagtca gatgctgcca ccagttgcct ctgcaagtga tcccgaaaaa 5280
gatgaagatg atgatgataa ctattacatt agttatagct cccctgattc tccagtaatt 5340
ccccettgge aacaaccaat atccccagat tccaaagcat taaatggaga tgatagaccce 5400
tcatcaccag tagaggagct gccttcattg gettttgaga acttcttaaa geccaataaaa 5460
gatggtatac aaaaaagccc ctgcagtgag cctcaagage ctctagtgat atctccaatt 5520
aatactaggg caagaactgg gaaatgtgaa tcactttgct ttcatagtac accaatcata 5580
cagagaaaac ttctggaaag gcttcctgaa gcacctggec ttagcccatt atcaacagaa 5640
ccaaaaacac agaagttgag taataagaaa ggaagtaata ctgacactct tagaagagta 5700
ctgttaacac aagcaaagaa tcaatttgca geagtaaata ccccacagaa agaaacttet 5760
cagattgatg gaccatcttt aaacaatact tacggtttca aagtcagcat acaaaactta 5820
caggaggcaa aagctttaca tgagatacaa aatcttaccc taatcagtgt ggagttgcat 5880
gctcgaacta gacgagactt agaaccggat cctgaatttg acccaatctg tgctctgttce 5940
tactgcatct catctgacac tccactgeca gatacagaaa aaacagaact cacaggtgta 6000

atagtgattyg ataaagacaa gacagtttte agtcaagata tcagatatca gactccatta 6060



US 2004/0219579 Al Nov. 4, 2004
120

-continued

cttattagat ctggaattac aggactcgaa gtcacctatg ctgctgatga gaaggcactt 6120
tttcatgaaa ttgcaaatat aataaagagg tatgatcctg atattctget aggatatgag 6180
attcagatge attcctgggg ttacctctta caaagggcotg ccgetttaag tattgactta 6240
tgtcggatga tctcetegggt geccagatgac aaaattgaga acagatttge agetgaaaga 6300
gatgagtatg gatcatatac aatgagtgag ataaatattg ttggccgaat tacactaaat 6360
ctttggagaa tcatgagaaa tgaggtggct ctaactaact acacctttga aaatgtgagc 6420
tttcatgtte ttcatcageg ttttecececte tttaccttte gagtettgte agactggttt 6480
gataacaaga cagatctata caggtactgt tctataacte tgaagaagag gcaacagacce 6540
totgetttgt accactggca ggtcectggge ccaatatact tetgggtcat ttttacatcet 6600
tataatatta aaattctttt tatggatttg ctgagggttt tattgtttgt tttcttaaga 6660
agatggaaaa tggttgatca ttatgttagc cgtgtccgtg gaaatctcca aatgttagaa 6720
cagctggace tgattgggaa aaccagtgag atggctagac tttttggecat tcagttttta 6780
catgtactga caaggggttc acagtaccgt gtggaatcaa tgatgttgcg tattgctaaa 6840
ccaatgaact atattcctgt gacacctagt gttcagcaaa gatcccagat gagagcccca 6900
cagtgtgttc ctctaattat ggagcctgaa tcccgettct atagcaactc tgttctegtt 6960
ttggatttce aatcacttta tccttctatt gtgattgcat ataactactg cttttccacc 7020
tgeettggee atgtggagaa cttgggaaag tatgatgagt tcaaatttgg ctgtacctet 7080
ctgagagtac ctecagattt actttaccaa gttaggeatg atatcacagt gteccccaat 7140
ggagtagett ttgtcaagec ttcagtaaga aaaggtgtac taccaagaat gecttgaagaa 7200
attttgaaga ctagatttat ggtgaagcag tcaatgaagg cttacaagca agacagagcc 7260
ctgtcacqgaa tgcttgatgc gecgtcagttg ggacttaagc tgatagcaaa tgtcacattt 7320
ggctatacat ctgctaattt ttctgggaga atgecatgea ttgaggttgg cgatagtatt 7380
gttcacaaag ccagagagac cttggaacga getattaaac tggtgaatga taccaagaaa 7440
tggggggceta gggttgtata tggcgatact gacagtatgt ttgtgctact gaaaggagec 7500
actaaggagc agtcttttaa gattggtcag gaaattgccg aagctgtaac tgctaccaat 7560
cctaaaccag tgaaattgaa gtttgaaaag gtatatttgc cctgtgtttt acaaacaaaa 7620
aagaggtatg tgggttacat gtatgaaaca ctggatcaga aggacccagt atttgatgca 7680
aaaggaatag aaacagtcag aagagattcc tgccctgotg tttctaagat acttgagegt 7740
tctctaaage tgctatttga aacgagagat ataagtctaa ttaaacagta tgttcagecga 7800
caatgtatga agcttctgga aggaaaggcc agcatacaag actttatctt tgccaaggaa 7860
tacagaggaa gtttttctta taaaccagga gcttgtgtgc cagcccttga acttacaagt 7920
tttttcattg ttttattatt gtttaattct gacttaattt gtgagaaaga tggcttccat 7980
aacagtattt gggtgtggtt tttttetttg aattcgaata ggaaaatget gacttatgac 8040
cggegetetg agectcaggt tggggagega gtgecatacg tcatcattta tgggaccece 8100
ggagtaccac ttatccagct tgtaaggcgc ccagtggaag tcctgcagga cccaactctg 8160
agactgaatg ctacttacta tattaccaag caaatccttc cacccttggc aagaatcttc 8220
tcacttattg gtattgatgt cttcagetgg tatcatgaat taccaaggat ccataaagct 8280

accagetect cgegaagtga acctgaaggy cggaaaggea ctatttcaca atattttact 8340
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accttacact gtcctgtgtg tgatgaccta actcagcatg gcatctgtag taaatgtcgg 8400
agccaaccte agcatgttge agtcatccte aaccaagaaa tccgggagtt ggaacgtcaa 8460
caggagcaac ttgtaaagat atgcaagaac tgtacaggtt gctttgatcg acacatccca 8520
tgtgtttete tgaactgece agtactttte aaactctccc gagtaaatag agaattgtcec 8580
aaggcaccat atctccggca gttattagac cagttttaa 8619
«210> SEQ ID NO 59

<211> LENGTH: 2335

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 59

Met Ala Met Met Ile Leu Arg Val Asp Tyr Thr Phe Glu Glu Asn Arg
1 5 10 15

Asp Lys Leu Ala Ser Arg Lys Lys Glu Tyr Ser Gln Gly Ser Val Ala
20 25 30

Asp Leu Thr Pro Asp Asn Trp Lys Asn Ile Thr Val Pro His Ser Gly
35 40 45

Arg His Ser Glu Val Ser Arg Gly Glu Leu Val Cys Arg Thr Cys Ser
50 55 60

Glu Cys Ser Ala Gly Pro His Ile Trp Met Lys Gly Leu Tyr Gln Thr
65 70 75 80

Gln Asp Glu Glu Ala Gly Gly Glu Asn Ile Phe Ile Leu Leu Phe Ile
85 90 95

Glu Ser Thr Gln Phe Gly Gln Phe Val Ala Met Gly Ser Pro Ile Thr
100 105 110

Glu His Lys Val Phe Thr Met Tyr Leu Gly Leu Ala Thr His Leu Phe
115 120 125

Tyr Ser Leu Ile Thr His Pro Phe Val Leu Leu Glu Asn His Ser Cys
130 135 140

Pro Ser Ser Val His Gly Phe Asp Val Ala Gly Leu Ile Phe Asp Lys
145 150 155 160

vVal Gly Met Arg Ser Arg Pro Gly Arg Met Gly Ala Leu Phe Ala Tyr
165 170 175

Phe Ala Gly Phe Ile Arg Arg Lys Ala Leu Val Val Cys Leu Phe Val
180 185 190

Phe Cys Trp Ser Asn Glu Ala Ala Asn Lys Pro Pro Ile Gln Glu Ala
195 200 205

Ala Gln Leu Ser Arg Pro Ala Gln Gly Ala Arg Arg Ala Ser Glu Arg
210 215 220

Lys Phe Leu Ala Phe Ser Cys Pro Leu Ala Gly His Tyr Ala Ala Lys
225 230 235 240

Gln Pro Ser Pro Ser Pro Pro Pro Pro Pro Ala Pro Pro Ala Pro Pro
245 250 255

Ala Ala Arg Ala Ala Gln Leu Ser Ala Gly Gly Gly Val Ala Gln Pro
260 265 270

Ser Ala Asp Gly Thr Leu Ala Ala Arg Pro Gln Arg Leu Leu Lys Ser
275 280 285

Lys Val Gly Gly Gly Arg Arg Ala Pro Arg Ala Leu His Gly Arg Cys
290 295 300

Leu Ala Ser Pro Pro Gln Pro Arg Arg Ala Gly Gly Arg Gly Val Gly
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305 310 315 320

Ala Ala Glu Gly Gly Val Gly Ser Thr Met Gln Phe Val Ser Trp Ala
325 330 335

Thr Leu Leu Thr Leu Leu Val Arg Asp Leu Ala Glu Met Gly Ser Pro
340 345 350

Asp Ala Ala Ala Ala Val Arg Lys Asp Arg Leu His Pro Arg Gln Val
355 360 365

Lys Leu Leu Glu Thr Leu Ser Glu Tyr Glu Ile Val Ser Pro Ile Arg
370 375 380

Val Asn Ala Leu Gly Glu Pro Phe Pro Thr Asn Val His Phe Lys Arg
385 390 395 400

Thr Arg Arg Ser Ile Asn Ser Ala Thr Asp Pro Trp Pro Ala Phe Ala
405 410 415

Ser Ser Ser Ser Ser Ser Thr Ser Ser Gln Ala His Tyr Arg Leu Ser
420 425 430

Ala Phe Gly Gln Gln Phe Leu Phe Asn Leu Thr Ala Asn Ala Gly Phe
435 440 445

Ile Ala Pro Leu Phe Thr Val Thr Leu Leu Gly Thr Pro Gly Val Asn
450 455 460

Gln Thr Lys Phe Tyr Ser Glu Glu Glu Ala Glu Leu Lys His Cys Phe
465 470 475 480

Tyr Lys Gly Tyr Val Asn Thr Asn Ser Glu His Thr Ala Val Ile Ser
485 490 495

Leu Cys Ser Gly Met Gly Leu Leu Asp Val Ser Glu Leu Ser Gly Val
500 505 510

Trp Thr Arg Phe Ser Gly Ala Leu Pro Asn Ala Ala Arg Arg Pro Gly
515 520 525

Ser Gln Phe Pro Asn Ser Glu Lys Val Thr Gly Val Ala Val Pro Cys
530 535 540

Ser Lys Leu Gly His Pro Gly Ala Glu Pro Leu Ser Ala Gly Arg Thr
545 550 555 560

Arg Leu Leu Ile Val Asp Leu Thr Arg His Leu Pro Pro Thr Ser Pro
565 570 575

Arg His Leu Arg Ser Arg Cys Gly Thr Val Leu Ala Arg Ala Arg Val
580 585 590

Val Leu Asp Phe Pro Lys Arg Arg Ala Phe Leu Pro Arg Ala Cys Asp
595 600 605

Ala Glu Thr Phe Pro Ala Gly Pro Trp Ile Leu Thr Pro Arg His Trp
610 615 620

Ala Ala Pro Ser Val Arg Cys Arg Ser Trp Val Leu Lys Phe Pro Ser
625 630 635 640

Thr Ser Phe Leu Leu Cys Leu Ser Met Glu Gly Ser Gly Gly Glu Arg
645 650 655

Gly Lys Pro Glu Asp Trp Glu Gly Val Val Leu Ala Cys Trp Asp Ser
660 665 670

Arg Lys Gly Ile Asn Pro Phe Ser Pro Gln Gln Ser Ala Arg Ser Arg
675 680 685

Gly Ser Arg Asn Ala Leu Ser Arg Leu Phe Gly Gly Gly Arg Arg Arg
690 695 700

Gln Leu Gly Glu Val Gly Gly Gly Ala Ala Leu Gly Thr Phe Arg Ser
705 710 715 720
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His Asp Gly Asp Tyr Phe Ile Glu Pro Leu Gln Ser Met Asp Glu Gln
725 730 735

Glu Asp Glu Glu Glu Gln Asn Lys Pro His Ile Ile Tyr Arg Arg Ser
740 745 750

Ala Pro Gln Arg Glu Pro Ser Thr Gly Arg His Ala Cys Asp Thr Ser
755 760 765

Gly Leu Gln Lys Cys Leu Ile Asn Gly Ser His Glu Asn Ile Tyr Val
770 775 780

Phe Val Glu Cys Phe Leu Glu Thr Ser Gly Leu Leu Met Phe Cys Asp
785 790 795 800

Leu Arg Asn Cys Ser Lys Val Pro Val Arg Tyr Ala Val Ser Tyr Phe
805 810 815

Cys Thr Pro Ser Leu Asn Ser Asp Ala Ala Ser Gln Asn Ser Leu Glu
820 825 830

Tyr Gly Thr Ile His Gln Gln Val Ser Glu Glu Trp Thr Asn Arg Ser
835 840 845

Arg Thr Pro Leu Glu Pro Glu His Lys Asn Arg His Ser Lys Asp Lys
850 855 860

Lys Lys Thr Arg Ala Arg Lys Trp Gly Glu Arg Ile Asn Leu Ala Gly
865 870 875 880

Asp Val Ala Ala Leu Asn Ser Gly Leu Ala Thr Glu Ala Phe Ser Ala
885 890 895

Tyr Gly Asn Lys Thr Asp Asn Thr Arg Glu Lys Arg Thr His Arg Arg
900 905 910

Thr Lys Arg Phe Leu Ser Tyr Pro Arg Phe Val Glu Val Leu Val Val
915 920 925

Ala Asp Asn Arg Met Val Ser Tyr His Gly Glu Asn Leu Gln His Tyr
930 935 940

Ile Leu Thr Leu Met Ser Ile Val Ala Ser Ile Tyr Lys Asp Pro Ser
945 950 955 960

Ile Gly Asn Leu Ile Asn Ile Val Ile Val Asn Leu Ile Val Ile His
965 970 975

Asn Glu Gln Asp Gly Pro Ser Ile Ser Phe Asn Ala Gln Thr Thr Leu
980 985 990

Lys Asn Phe Cys Gln Trp Gln His Ser Lys Asn Ser Pro Gly Gly Ile
995 1000 1005

His His Asp Thr Ala Val Leu Leu Thr Arg Gln Asp Ile Cys Arg
1010 1015 1020

Ala His Asp Lys Cys Asp Thr Leu Gly Leu Ala Glu Leu Gly Thr
1025 1030 1035

Ile Cys Asp Pro Tyr Arg Ser Cys Ser Ile Ser Glu BAsp Ser Gly
1040 1045 1050

Leu Ser Thr Ala Phe Thr Ile Ala His Glu Leu Gly His Val Phe
1055 1060 1065

Asn Met Pro His Asp Asp Asn Asn Lys Cys Lys Glu Glu Gly val
1070 1075 1080

Lys Ser Pro Gln His Val Met Ala Pro Thr Leu Asn Phe Tyr Thr
1085 1090 1095

Asn Pro Trp Met Trp Ser Lys Cys Ser Arg Lys Tyr Ile Thr Glu
1100 1105 1110
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Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu Asn Glu Pro Glu
1115 1120 1125

Ser Arg Pro Tyr Pro Leu Pro Val Gln Leu Pro Gly Ile Leu Tyr
1130 1135 1140

Asn Val Asn Lys Gln Cys Glu Leu Ile Phe Gly Pro Gly Ser Gln
1145 1150 1155

Val Cys Pro Tyr Met His Cys Lys Tyr Gly Phe Cys Val Pro Lys
1160 1165 1170

Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly Ser Trp Ser
1175 1180 1185

Pro Phe Gly Thr Cys Ser Arqg Thr Cys Gly Gly Gly Ile Lys Thr
1190 1195 1200

Ala Ile Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly Lys
1205 1210 1215

Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu
1220 1225 1230

Pro Cys Leu Lys Gln Lys Arqg Asp Phe Arg Asp Glu Gln Cys Ala
1235 1240 1245

His Phe Asp Gly Lys His Phe Asn Ile Asn Gly Leu Leu Pro Asn
1250 1255 1260

Val Arg Trp Val Pro Lys Tyr Ser Gly Ile Leu Met Lys Asp Arg
1265 1270 1275

Cys Lys Leu Phe Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gln
1280 1285 1290

Leu Arg Asp Arg Val Ile Asp Gly Thr Pro Cys Gly Gln Asp Thr
1295 1300 1305

Asn Asp Ile Cys Val Gln Gly Leu Cys Arg Gln Ala Gly Cys Asp
1310 1315 1320

His Val Leu Asn Ser Lys Ala Arg Arg Asp Lys Cys Gly Val Cys
1325 1330 1335

Gly Gly Asp Asn Ser Ser Cys Lys Thr Val Ala Gly Thr Phe Asn
1340 1345 1350

Thr Val His Tyr Gly Tyr Asn Thr Val val Arg Ile Pro Ala Gly
1355 1360 1365

Ala Thr Asn Ile Asp Val Arg Gln His Ser Phe Ser Gly Glu Thr
1370 1375 1380

Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser Ser Lys Gly Glu Phe
1385 1390 1395

Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala Lys Arg Glu Ile
1400 1405 1410

Arg Ile Gly Asn Ala Val Val Glu Tyr Ser Gly Ser Glu Thr Ala
1415 1420 1425

Val Glu Arg Ile Asn Ser Thr Asp Arg Ile Glu Gln Glu Leu Leu
1430 1435 1440

Leu Gln Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val Arg
1445 1450 1455

Tyr Ser Phe Asn Ile Pro Ile Glu Asp Lys Pro Gln Gln Phe Tyr
1460 1465 1470

Trp Asn Ser His Gly Pro Trp Gln Ala Cys Ser Lys Pro Cys Gln
1475 1480 1485

Gly Glu Arg Lys Arg Lys Leu Val Cys Thr Arg Glu Ser Asp Gln
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1490 1495 1500

Leu Thr Val Ser Asp Gln Arg Cys Asp Arg Leu Pro Gln Pro Gly
1505 1510 1515

His Ile Thr Glu Pro Cys Gly Thr Asp Cys Asp Leu Arg Trp His
1520 1525 1530

Val Ala Ser Arg Ser Glu Cys Ser Ala Gln Cys Gly Leu Gly Tyr
1535 1540 1545

Arg Thr Leu Asp Ile Tyr Cys Ala Lys Tyr Ser Arg Leu Asp Gly
1550 1555 1560

Lys Thr Glu Lys Val Asp Asp Gly Phe Cys Ser Ser His Pro Lys
1565 1570 1575

Pro Ser Asn Arg Glu Lys Cys Ser Gly Glu Cys Asn Thr Gly Gly
1580 1585 1590

Trp Arg Tyr Ser Ala Trp Thr Glu Cys Ser Lys Ser Cys Asp Gly
1595 1600 1605

Gly Thr Gln Arg Arg Arg Ala 1Ile Cys Val Asn Thr Arg Asn Asp
1610 1615 1620

Val Leu Asp Asp Ser Lys Cys Thr His Gln Glu Lys Val Thr Ile
1625 1630 1635

Gln Arg Cys Ser Glu Phe Pro Cys Pro Gln Trp Lys Ser Gly Asp
1640 1645 1650

Trp Ser Glu Cys Leu Val Thr Cys Gly Lys Gly His Lys His Arg
1655 1660 1665

Gln Val Trp Cys Gln Phe Gly Glu Asp Arg Leu Asn Asp Arg Met
1670 1675 16830

Cys Asp Pro Glu Thr Lys Pro Thr Ser Met Gln Thr Cys Gln Gln
1685 1690 1695

Pro Glu Cys Ala Ser Trp Gln Ala Gly Pro Trp Gly Gln Cys Ser
1700 1705 1710

Val Thr Cys Gly Gln Gly Tyr Gln Leu Arg Ala Val Lys Cys Ile
1715 1720 1725

Ile Gly Thr Tyr Met Ser Val Val Asp Asp Asn Asp Cys Asn Ala
1730 1735 1740

Ala Thr Arg Pro Thr Asp Thr Gln Asp Cys Glu Leu Pro Ser Cys
1745 1750 1755

His Pro Pro Pro Ala Ala Pro Glu Thr Arg Arg Ser Thr Tyr Ser
1760 1765 1770

Ala Pro Arg Thr Gln Trp Arg Phe Gly Ser Trp Thr Pro Cys Ser
1775 1780 1785

Ala Thr Cys Gly Lys Gly Thr Arg Met Arg Tyr Val Ser Cys Arg
1790 1795 1800

Asp Glu Asn Gly Ser Val Ala Asp Glu Ser Ala Cys Ala Thr Leu
1805 1810 1815

Pro Arg Pro Val Ala Lys Glu Glu Cys Ser Val Thr Pro Cys Gly
1820 1825 1830

Gln Trp Lys Ala Leu Asp Trp Ser Ser Cys Ser Val Thr Cys Gly
1835 1840 1845

Gln Gly Arg Ala Thr Arg Gln Val Met Cys Val Asn Tyr Ser Asp
1850 1855 1860

His Val Ile Asp Arg Ser Glu Cys Asp Gln Asp Tyr Ile Pro Glu
1865 1870 1875
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Thr Asp Gln Asp Cys Ser Met Ser Pro Cys Pro Gln Arg Thr Pro
1880 1885 1890

Asp Ser Gly Leu Ala Gln His Pro Phe Gln Asn Glu Asp Tyr Arg
1895 1900 1905

Pro Arg Ser Ala Ser Pro Ser Arg Thr His Val Leu Gly Gly Asn
1910 1915 1920

Gln Trp Arg Thr Gly Pro Trp Gly Ala Thr Tyr Trp Arg Glu Asn
1825 1930 1935

Thr Met Glu Phe Leu Glu Leu Phe Leu Pro Glu Ser Leu Thr Gly
1940 1945 1950

Pro Gly Ser Lys Ser Cys Asp Gln His Tyr Gly Ser Thr Cys Ala
1955 1960 1965

Gly Gly Ser Gln Arg Arg Val Val val Cys Gln Asp Glu Asn Gly
1870 1975 1980

Tyr Thr Ala Asn Asp Cys Val Glu Arg Ile Lys Pro Asp Glu Gln
1985 1990 1995

Arg Ala Cys Glu Ser Gly Pro Cys Pro Gln Trp Ala Tyr Gly Asn
2000 2005 2010

Trp Gly Glu Cys Thr Lys Leu Cys Gly Gly Gly Ile Arg Thr Arg
2015 2020 2025

Leu Val Val Cys Gln Arg Ser Asn Gly Glu Arg Phe Pro Asp Leu
2030 2035 2040

Ser Cys Glu Ile Leu Asp Lys Pro Pro Asp Arg Glu Gln Cys Asn
2045 2050 2055

Thr His Ala Cys Pro His Asp Ala Ala Trp Ser Thr Gly Pro Trp
2060 2065 2070

Ser Ser Ser Met Trp Gln Val Asn Asn Lys Thr Val Thr Leu Gly
2075 2080 2085

Asn Leu Cys Ser Val Ser Cys Gly Arg Gly His Lys Gln Arg Asn
2090 2095 2100

Val Tyr Cys Met Ala Lys Asp Gly Ser His Leu Glu Ser Asp Tyr
2105 2110 2115

Cys Lys His Leu Ala Lys Pro His Gly His Arg Lys Cys Arg Gly
2120 2125 2130

Gly Arg Cys Pro Lys Trp Lys Ala Gly Ala Trp Ser Gln Lys Thr
2135 2140 2145

Thr Asn Ser Asp Cys Thr Glu Ala Asp Cys Gly His Leu Ala Glu
2150 2155 2160

Ile Glu Ser Gln Phe Ile Leu Glu Val Leu Glu Glu Arg Ala Val
2165 2170 2175

Asp Glu Ser Ser Arg Lys Tyr Leu Cys Pro Phe Ala Cys Leu Gln
2180 2185 2190

Lys Cys Ser Val Ser Cys Gly Arg Gly Val Gln Gln Arg His Val
2195 2200 2205

Gly Cys Gln Ile Gly Thr His Lys Ile Ala Arg Glu Thr Glu Cys
2210 2215 2220

Asn Pro Tyr Thr Arg Pro Glu Ser Glu Arg Asp Cys Gln Gly Pro
2225 2230 2235

Arg Cys Pro Leu Tyr Thr Trp Arg Ala Glu Glu Trp Gln Glu Thr
2240 2245 2250
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Tyr His Gly Leu Leu Ser Pro Ser Pro Ser Leu Cys His Ala Lys
2255 2260 2265

Leu Asn Pro Ala Pro Arg Ser Gly Lys Pro Gln Pro Arg Cys His
2270 2275 2280

Phe Leu Ser Glu Ala Phe Ala Asn His Thr Thr Pro Leu Asn Leu
2285 2290 2295

Ser Gln Met Leu Leu His Ser Ala Leu Thr Thr His Ala Asp Tyr
2300 2305 2310

Cys Thr Leu Ala Val Asn Thr Trp Asn Ser His Cys Leu Phe Phe
2315 2320 2325

Ser Ser Met Leu Ser Val Ile
2330 2335

<210> SEQ ID NO 60

<211> LENGTH: 1072

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 60

Met Gln Phe Val Ser Trp Ala Thr Leu Leu Thr Leu Leu Val Arg Asp
1 5 10 15

Leu Ala Glu Met Gly Ser Pro Asp Ala Ala Ala Ala Val Arg Lys Asp
20 25 30

Arg Leu His Pro Arg Gln Val Lys Leu Leu Glu Thr Leu Gly Glu Tyr
Glu Ile Val Ser Pro Ile Arg Val Asn Ala Leu Gly Glu Pro Phe Pro
50 55 60

Thr Asn Val His Phe Lys Arg Thr Arg Arg Ser Ile Asn Ser Ala Thr
65 70 75 80

Asp Pro Trp Pro Ala Phe Ala Ser Ser Ser Ser Ser Ser Thr Ser Ser
85 90 95

Gln Ala His Tyr Arg Leu Ser Ala Phe Gly Gln Gln Phe Leu Phe Asn
100 105 110

Leu Thr Ala Asn Ala Gly Phe Ile Ala Pro Leu Phe Thr Val Thr Leu
115 120 125

Leu Gly Thr Pro Gly Val Asn Gln Thr Lys Phe Tyr Ser Glu Glu Glu
130 135 140

Ala Glu Leu Lys His Cys Phe Tyr Lys Gly Tyr Val Asn Thr Asn Ser
145 150 155 160

Glu His Thr Ala Val Ile Ser Leu Cys Ser Gly Met Leu Gly Thr Phe
165 170 175

Arg Ser His Asp Gly Asp Tyr Phe Ile Glu Pro Leu Gln Ser Met Asp
180 185 190

Glu Gln Glu Asp Glu Glu Glu Gln Asn Lys Pro His Ile Ile Tyr Arg
195 200 205

Arg Ser Ala Pro Gln Arg Glu Pro Ser Thr Gly Arg His Ala Cys Asp
210 215 220

Thr Ser Glu His Lys Asn Arg His Ser Lys Asp Lys Lys Lys Thr Arg
225 230 235 240

Ala Arg Lys Trp Gly Glu Arg Ile Asn Leu Ala Gly Asp Val Ala Ala
245 250 255

Leu Asn Ser Gly Leu Ala Thr Glu Ala Phe Ser Ala Tyr Gly Asn Lys
260 265 270
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Thr Asp Asn Thr Arg Glu Lys Arg Thr His Arg Arg Thr Lys Arg Phe
275 280 285

Leu Ser Tyr Pro Arg Phe Val Glu Val Leu Val Val Ala Asp Asn Arg
290 295 300

Met Val Ser Tyr His Gly Glu Asn Leu Gln His Tyr Ile Leu Thr Leu
305 310 315 320

Met Ser Ile Val Ala Ser Ile Tyr Lys Asp Pro Ser Ile Gly Asn Leu
325 330 335

Ile Asn Ile Val Ile Val Asn Leu Ile Val Ile His Asn Glu Gln Asp
340 345 350

Gly Pro Ser Ile Ser Phe Asn Ala Gln Thr Thr Leu Lys Asn Leu Cys
355 360 365

Gln Trp Gln His Ser Lys Asn Ser Pro Gly Gly Ile His His Asp Thr
370 375 380

Ala Val Leu Leu Thr Arg Gln Asp Ile Cys Arg Ala His Asp Lys Cys
385 390 395 400

Asp Thr Leu Gly Leu Ala Glu Leu Gly Thr Ile Cys Asp Pro Tyr Arg
405 410 415

Ser Cys Ser Ile Ser Glu Asp Ser Gly Leu Ser Thr Ala Phe Thr Ile
420 425 430

Ala His Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Asn Asn
435 440 445

Lys Cys Lys Glu Glu Gly Val Lys Ser Pro Gln His Val Met Ala Pro
450 455 460

Thr Leu Asn Phe Tyr Thr Asn Pro Trp Met Trp Ser Lys Cys Ser Arg
465 470 475 480

Lys Tyr Ile Thr Glu Phe Leu Asp Thr Gly Tyr Gly Glu Cys Leu Leu
485 490 495

Asn Glu Pro Glu Ser Arg Pro Tyr Pro Leu Pro Val Gln Leu Pro Gly
500 505 510

Ile Leu Tyr Asn Val Asn Lys Gln Cys Glu Leu Ile Phe Gly Pro Gly
515 520 525

Ser Gln Val Cys Pro Tyr Met Met Gln Cys Arg Arg Leu Trp Cys Asn
530 535 540

Asn Val Asn Gly Val His Lys Gly Cys Arg Thr Gln His Thr Pro Trp
545 550 555 560

Ala Asp Gly Thr Glu Cys Glu Pro Gly Lys His Cys Lys Tyr Gly Phe
565 570 575

Cys Val Pro Lys Glu Met Asp Val Pro Val Thr Asp Gly Ser Trp Gly
580 585 590

Ser Trp Ser Pro Phe Gly Thr Cys Ser Arg Thr Cys Gly Gly Gly Ile
595 600 605

Lys Thr Ala Ile Arg Glu Cys Asn Arg Pro Glu Pro Lys Asn Gly Gly
610 615 620

Lys Tyr Cys Val Gly Arg Arg Met Lys Phe Lys Ser Cys Asn Thr Glu
625 630 635 640

Pro Cys Leu Lys Gln Lys Arg Asp Phe Arg Asp Glu Gln Cys Ala His
645 650 655

Phe Asp Gly Lys His Phe Asn Ile Asn Gly Leu Leu Pro Asn Val Arg
660 665 670
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Trp Val Pro Lys Tyr Ser Gly Ile Leu Met Lys Asp Arg Cys Lys Leu
675 680 685

Phe Cys Arg Val Ala Gly Asn Thr Ala Tyr Tyr Gln Leu Arg Asp Arg
690 695 700

Val Ile Asp Gly Thr Pro Cys Gly Gln Asp Thr Asn Asp Ile Cys Val
705 710 715 720

Gln Gly Leu Cys Arg Gln Ala Gly Cys Asp His Val Leu Asn Ser Lys
725 730 735

Ala Arg Arg Asp Lys Cys Gly Val Cys Gly Gly Asp Asn Ser Ser Cys
740 745 750

Lys Thr Val Ala Gly Thr Phe Asn Thr Val His Tyr Gly Tyr Asn Thr
755 760 765

val Val Arg Ile Pro Ala Gly Ala Thr Asn Ile Asp Val Arg Gln His
770 7175 780

Ser Phe Ser Gly Glu Thr Asp Asp Asp Asn Tyr Leu Ala Leu Ser Ser
785 790 795 800

Ser Lys Gly Glu Phe Leu Leu Asn Gly Asn Phe Val Val Thr Met Ala
805 810 815

Lys Arg Glu Ile Arg Ile Gly Asn Ala Val Val Glu Tyr Ser Gly Ser
820 825 830

Glu Thr Ala Val Glu Arg Ile Asn Ser Thr Asp Arg Ile Glu Gln Glu
835 840 845

Leu Leu Leu Gln Val Leu Ser Val Gly Lys Leu Tyr Asn Pro Asp Val
850 855 860

Arg Tyr Ser Phe Asn Ile Pro Ile Glu Asp Lys Pro Gln Gln Phe Tyr
865 870 875 880

Trp Asn Ser His Gly Pro Trp Gln Ala Cys Ser Lys Pro Cys Gln Gly
885 890 895

Glu Arg Lys Arg Lys Leu Val Cys Thr Arg Glu Ser Asp Gln Leu Thr
900 905 910

Val Ser Asp Gln Arg Cys Asp Arg Leu Pro Gln Pro Gly His Ile Thr
915 920 925

Glu Pro Cys Gly Thr Asp Cys Asp Leu Arg Trp His Val Ala Ser Arg
930 935 940

Ser Glu Cys Ser Ala Gln Cys Gly Leu Gly Tyr Arg Thr Leu Asp Ile
945 950 955 960

Tyr Cys Ala Lys Tyr Ser Arg Leu Asp Gly Lys Thr Glu Lys Val Asp
965 970 975

Asp Gly Phe Cys Ser Ser His Pro Lys Pro Ser Asn Arg Glu Lys Cys
980 985 990

Ser Gly Glu Cys Asn Thr Gly Gly Trp Arg Tyr Ser Ala Trp Thr Glu
995 1000 1005

Cys Ser Lys Ser Cys Asp Gly Gly Thr Gln Arg Arg Arg Ala Ile
1010 1015 1020

Cys Val Asn Thr Arg Asn Asp Val Leu Asp Asp Ser Lys Cys Thr
1025 1030 1035

His Gln Glu Lys Val Thr Ile Gln Arg Cys Ser Glu Phe Pro Cys
1040 1045 1050

Pro Gln Trp Lys Ser Gly Asp Trp Ser Glu Val Arg Trp Glu Gly
1055 1060 1065

Cys Tyr Phe Pro
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<210> SEQ ID NO 61

<211> LENGTH: 1356

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 61

Met Gln Ser Lys Val Leu Leu
1 5

Thr Arg Ala Ala Ser Val Gly
20

Arg Leu Ser Ile Gln Lys Asp
35

Leu Gln Ile Thr Cys Arg Gly
Asn Asn Gln Ser Gly Ser Glu
65 70

Asp Gly Leu Phe Cys Lys Thr
85

Asp Thr Gly Ala Tyr Lys Cys
100

Val Ile Tyr val Tyr Val Gln
115

Val Ser Asp Gln His Gly Val
130 135

Thr vVal Val Ile Pro Cys Leu
145 150

Leu Cys Ala Arg Tyr Pro Glu
165

Ile Ser Trp Asp Ser Lys Lys
180

Ser Tyr Ala Gly Met Val Phe
195

Tyr Gln Ser Ile Met Tyr Ile
210 215

Asp Val Val Leu Ser Pro Ser
225 230

Lys Leu Val Leu Asn Cys Thr
245

Asp Phe Asn Trp Glu Tyr Pro
260

Val Asn Arg Asp Leu Lys Thr
275

Leu Ser Thr Leu Thr Ile Asp
290 295

Tyr Thr Cys Ala Ala Ser Ser
305 310

Phe Val Arg Val His Glu Lys
325

Glu Ser Leu Val Glu Ala Thr
340

Ala

Leu

Ile

40

Gln

Gln

Leu

Phe

Asp

120

Val

Gly

Lys

Gly

Cys

200

Val

His

Ala

Ser

Gln

280

Gly

Gly

Pro

Val

Val

Pro

Leu

Arg

Arg

Thr

Tyr

105

Tyr

Tyr

Ser

Arg

Phe

185

Glu

Val

Gly

Arg

Ser

265

Ser

Val

Leu

Phe

Gly
345

Ala

Ser

Thr

Asp

val

Ile

90

Arg

Arg

Ile

Ile

Phe

170

Thr

Ala

val

Ile

Thr

250

Lys

Gly

Thr

Met

val

330

Glu

Leu

Val

Ile

Leu

Glu

75

Pro

Glu

Ser

Thr

Ser

155

val

Ile

Lys

val

Glu

235

Glu

His

Ser

Arg

Thr

315

Ala

Arg

Trp

Ser

Lys

Asp

Val

Lys

Thr

Pro

Glu

140

Asn

Pro

Pro

Ile

Gly

220

Leu

Leu

Gln

Glu

Ser

300

Lys

Phe

Val

Leu

Leu

Ala

45

Trp

Thr

Val

Asp

Phe

125

Asn

Leu

Asp

Ser

Asn

205

Tyr

Ser

Asn

His

Met

285

Asp

Lys

Gly

Arg

Cys

Asp

Asn

Leu

Glu

Ile

Leu

110

Ile

Lys

Asn

Gly

Tyr

190

Asp

Arg

Val

Val

Lys

270

Lys

Gln

Asn

Ser

Ile
350

val

Leu

Thr

Trp

Cys

Gly

95

Ala

Ala

Asn

val

Asn

175

Met

Glu

Ile

Gly

Gly

255

Lys

Lys

Gly

Ser

Gly

335

Pro

Glu

Pro

Thr

Pro

Ser

80

Asn

Ser

Ser

Lys

Ser

160

Arg

Ile

Ser

Tyr

Glu

240

Ile

Leu

Phe

Leu

Thr

320

Met

Ala
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Lys Tyr Leu Gly Tyr Pro Pro Pro Glu Ile Lys Trp Tyr Lys Asn Gly
355 360 365

Ile Pro Leu Glu Ser Asn His Thr Ile Lys Ala Gly His Val Leu Thr
370 375 380

Ile Met Glu Val Ser Glu Arg Asp Thr Gly Asn Tyr Thr Val Ile Leu
385 390 395 400

Thr Asn Pro Ile Ser Lys Glu Lys Gln Ser His Val Val Ser Leu Val
405 410 415

Val Tyr Val Pro Pro Gln Ile Gly Glu Lys Ser Leu Ile Ser Pro Val
420 425 430

Asp Ser Tyr Gln Tyr Gly Thr Thr Gln Thr Leu Thr Cys Thr Val Tyr
435 440 445

Ala Ile Pro Pro Pro His His Ile His Trp Tyr Trp Gln Leu Glu Glu
450 455 460

Glu Cys Ala Asn Glu Pro Ser Gln Ala Val Ser Val Thr Asn Pro Tyr
165 470 475 480

Pro Cys Glu Glu Trp Arg Ser Val Glu Asp Phe Gln Gly Gly Asn Lys
485 490 495

Ile Glu Val Asn Lys Asn Gln Phe Ala Leu Ile Glu Gly Lys Asn Lys
500 505 510

Thr Val Ser Thr Leu Val Ile Gln Ala Ala Asn Val Ser Ala Leu Tyr
515 520 525

Lys Cys Glu Ala Val Asn Lys Val Gly Arg Gly Glu Arg Val Ile Ser
530 535 540

Phe His Val Thr Arg Gly Pro Glu Ile Thr Leu Gln Pro Asp Met Gln
545 550 555 560

Pro Thr Glu Gln Glu Ser Val Ser Leu Trp Cys Thr Ala Asp Arg Ser
565 570 575

Thr Phe Glu Asn Leu Thr Trp Tyr Lys Leu Gly Pro Gln Pro Leu Pro
580 585 590

Ile His Val Gly Glu Leu Pro Thr Pro Val Cys Lys Asn Leu Asp Thr
595 600 605

Leu Trp Lys Leu Asn Ala Thr Met Phe Ser Asn Ser Thr Asn Asp Ile
610 615 620

Leu Ile Met Glu Leu Lys Asn Ala Ser Leu Gln Asp Gln Gly Asp Tyr
625 630 635 640

Val Cys Leu Ala Gln Asp Arg Lys Thr Lys Lys Arg His Cys Val Val
645 650 655

Arg Gln Leu Thr Val Leu Glu Arg Val Ala Pro Thr Ile Thr Gly Asn
660 665 670

Leu Glu Asn Gln Thr Thr Ser Ile Gly Glu Ser Ile Glu Val Ser Cys
675 680 685

Thr Ala Ser Gly Asn Pro Pro Pro Gln Ile Met Trp Phe Lys Asp Asn
690 695 700

Glu Thr Leu Val Glu Asp Ser Gly Ile Val Leu Lys Asp Gly Asn Arg
705 710 715 720

Asn Leu Thr Ile Arg Arg Val Arg Lys Glu Asp Glu Gly Leu Tyr Thr
725 730 735

Cys Gln Ala Cys Ser Val Leu Gly Cys Ala Lys Val Glu Ala Phe Phe
740 745 750

Ile Ile Glu Gly Ala Gln Glu Lys Thr Asn Leu Glu Ile Ile Ile Leu
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755 760 765

Val Gly Thr Ala Val Ile Ala Met Phe Phe Trp Leu Leu Leu Val Ile
770 775 780

Ile Leu Arg Thr Val Lys Arg Ala Asn Gly Gly Glu Leu Lys Thr Gly
785 790 795 800

Tyr Leu Ser Ile Val Met Asp Pro Asp Glu Leu Pro Leu Asp Glu His
805 810 815

Cys Glu Arg Leu Pro Tyr Asp Ala Ser Lys Trp Glu Phe Pro Arg Asp
820 825 830

Arg Leu Lys Leu Gly Lys Pro Leu Gly Arg Gly Ala Phe Gly Gln Val
835 840 845

Ile Glu Ala Asp Ala Phe Gly Ile Asp Lys Thr Ala Thr Cys Arg Thr
850 855 860

vVal Ala Val Lys Met Leu Lys Glu Gly Ala Thr His Ser Glu His Arg
865 870 875 880

Ala Leu Met Ser Glu Leu Lys Ile Leu Ile His Ile Gly His His Leu
885 890 895

Asn Val Val Asn Leu Leu Gly Ala Cys Thr Lys Pro Gly Gly Pro Leu
900 905 910

Met Val Ile Val Glu Phe Cys Lys Phe Gly Asn Leu Ser Thr Tyr Leu
915 920 925

Arg Ser Lys Arg Asn Glu Phe Val Pro Tyr Lys Thr Lys Gly Ala Arg
930 935 940

Phe Arg Gln Gly Lys Asp Tyr Val Gly Ala Ile Pro Val Asp Leu Lys
945 950 955 960

Arg Arg Leu Asp Ser Ile Thr Ser Ser Gln Ser Ser Ala Ser Ser Gly
965 970 975

Phe Val Glu Glu Lys Ser Leu Ser Asp Val Glu Glu Glu Glu Ala Pro
980 985 990

Glu Asp Leu Tyr Lys Asp Phe Leu Thr Leu Glu His Leu Ile Cys Tyr
995 1000 1005

Ser Phe Gln Val Ala Lys Gly Met Glu Phe Leu Ala Ser Arg Lys
1010 1015 1020

Cys Ile His Arg Asp Leu Ala Ala Arg Asn Ile Leu Leu Ser Glu
1025 1030 1035

Lys Asn Val Val Lys Ile Cys Asp Phe Gly Leu Ala Arg Asp Ile
1040 1045 1050

Tyr Lys Asp Pro Asp Tyr Val Arg Lys Gly Asp Ala Arg Leu Pro
1055 1060 1065

Leu Lys Trp Met Ala Pro Glu Thr Ile Phe Asp Arg Val Tyr Thr
1070 1075 1080

Ile Gln Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu Ile
1085 1090 1095

Phe Ser Leu Gly Ala Ser Pro Tyr Pro Gly Val Lys Ile Asp Glu
1100 1105 1110

Glu Phe Cys Arg Arg Leu Lys Glu Gly Thr Arg Met Arg Ala Pro
1115 1120 1125

Asp Tyr Thr Thr Pro Glu Met Tyr Gln Thr Met Leu Asp Cys Trp
1130 1135 1140

His Gly Glu Pro Ser Gln Arg Pro Thr Phe Ser Glu Leu Val Glu
1145 1150 1155
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His Leu Gly Asn Leu Leu Gln Ala Asn Ala Gln Gln Asp Gly Lys
1160 1165 1170

Asp Tyr Ile Val Leu Pro Ile Ser Glu Thr Leu Ser Met Glu Glu
1175 1180 1185

Asp Ser Gly Leu Ser Leu Pro Thr Ser Pro Val Ser Cys Met Glu
1190 1195 1200

Glu Glu Glu Val Cys Asp Pro Lys Phe His Tyr Asp Asn Thr Ala
1205 1210 1215

Gly Ile Ser Gln Tyr Leu Gln Asn Ser Lys Arg Lys Ser Arg Pro
1220 1225 1230

Val Ser Val Lys Thr Phe Glu Asp Ile Pro Leu Glu Glu Pro Glu
1235 1240 1245

Val Lys Val Ile Pro Asp Asp Asn Gln Thr Asp Ser Gly Met Val
1250 1255 1260

Leu Ala Ser Glu Glu Leu Lys Thr Leu Glu Asp Arg Thr Lys Leu
1265 1270 1275

Ser Pro Ser Phe Gly Gly Met Val Pro Ser Lys Ser Arg Glu Ser
1280 1285 1290

Val Ala Ser Glu Gly Ser Asn Gln Thr Ser Gly Tyr Gln Ser Gly
1295 1300 1305

Tyr His Ser Asp Asp Thr Asp Thr Thr val Tyr Ser Ser Glu Glu
1310 1315 1320

Ala Glu Leu Leu Lys Leu Ile Glu Ile Gly Val Gln Thr Gly Ser
1325 1330 1335

Thr Ala Gln Ile Leu Gln Pro Asp Ser Gly Thr Thr Leu Ser Ser
1340 1345 1350

Pro Pro Val
1355

<210> SEQ ID NO 62

<211> LENGTH: 468

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 62

Met Gly Arg Gly Trp Gly Phe Leu Phe Gly Leu Leu Gly Ala Val Trp
1 5 10 15

Leu Leu Ser Ser Gly His Gly Glu Glu Gln Pro Pro Glu Thr Ala Ala
20 25 30

Gln Arg Cys Phe Cys Gln Val Ser Gly Tyr Leu Asp Asp Cys Thr Cys
35 40 45

Asp Val Glu Thr Ile Asp Arg Phe Asn Asn Tyr Arg Leu Phe Pro Arg
50 55 60

Leu Gln Lys Leu Leu Glu Ser Asp Tyr Phe Arg Tyr Tyr Lys Val Asn
65 70 75 80

Leu Lys Arg Pro Cys Pro Phe Trp Asn Asp Ile Ser Gln Cys Gly Arg
85 90 95

Arg Asp Cys Ala Val Lys Pro Cys Gln Ser Asp Glu Val Pro Asp Gly
100 105 110

Ile Lys Ser Ala Ser Tyr Lys Tyr Ser Glu Glu Ala Asn Asn Leu Ile
115 120 125

Glu Glu Cys Glu Gln Ala Glu Arg Leu Gly Ala Val Asp Glu Ser Leu



US 2004/0219579 Al Nov. 4, 2004
134

-continued

130 135 140

Ser Glu Glu Thr Gln Lys Ala Val Leu Gln Trp Thr Lys His Asp Asp
145 150 155 160

Ser Ser Asp Asn Phe Cys Glu Ala Asp Asp Ile Gln Ser Pro Glu Ala
165 170 175

Glu Tyr Val Asp Leu Leu Leu Asn Pro Glu Arg Tyr Thr Gly Tyr Lys
180 185 190

Gly Pro Asp Ala Trp Lys Ile Trp Asn Val Ile Tyr Glu Glu Asn Cys
195 200 205

Phe Lys Pro Gln Thr Ile Lys Arg Pro Leu Asn Pro Leu Ala Ser Gly
210 215 220

Gln Gly Thr Ser Glu Glu Asn Thr Phe Tyr Ser Trp Leu Glu Gly Leu
225 230 235 240

Cys Val Glu Lys Arg Ala Phe Tyr Arg Leu Ile Ser Gly Leu His Ala
245 250 255

Ser Ile Asn Val His Leu Ser Ala Arg Tyr Leu Leu Gln Glu Thr Trp
260 265 270

Leu Glu Lys Lys Trp Gly His Asn Ile Thr Glu Phe Gln Gln Arg Phe
275 280 285

Asp Gly Ile Leu Thr Glu Gly Glu Gly Pro Arg Arg Leu Lys Asn Leu
2390 295 300

Tyr Phe Leu Tyr Leu Ile Glu Leu Arg Ala Leu Ser Lys Val Leu Pro
305 310 315 320

Phe Phe Glu Arg Pro Asp Phe Gln Leu Phe Thr Gly Asn Lys Ile Gln
325 330 335

Asp Glu Glu Asn Lys Met Leu Leu Leu Glu Ile Leu His Glu Ile Lys
340 345 350

Ser Phe Pro Leu His Phe Asp Glu Asn Ser Phe Phe Ala Gly Asp Lys
355 360 365

Lys Glu Ala His Lys Leu Lys Glu Asp Phe Arg Leu His Phe Arg Asn
370 375 380

Ile Ser Arg Ile Met Asp Cys Val Gly Cys Phe Lys Cys Arg Leu Trp
385 390 395 400

Gly Lys Leu Gln Thr Gln Gly Leu Gly Thr Ala Leu Lys Ile Leu Phe
405 410 415

Ser Glu Lys Leu Ile Ala Asn Met Pro Glu Ser Gly Pro Ser Tyr Glu
420 425 430

Phe His Leu Thr Arg Gln Glu Ile Val Ser Leu Phe Asn Ala Phe Gly
435 440 445

Arg Ile Ser Thr Ser Val Lys Glu Leu Glu Asn Phe Arg Asn Leu Leu
450 455 460

Gln Asn Ile His
165

<210> SEQ ID NO 63

<211> LENGTH: 228

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 63

Met Gln Pro Arg Arg Gln Arg Leu Pro Ala Pro Trp Ser Gly Pro Arg
1 5 10 15
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Gly Pro Arg Pro Thr Ala Pro Leu Leu Ala Leu Leu Leu Leu Leu Ala
20 25 30

Pro Val Ala Ala Pro Ala Gly Ser Gly Gly Pro Asp Asp Pro Gly Gln
35 40 45

Pro Gln Asp Ala Gly Val Pro Arg Arg Leu Leu Gln Gln Lys Ala Arg
50 55 60

Ala Ala Leu His Phe Phe Asn Phe Arg Ser Gly Ser Pro Ser Ala Leu
Arg Val Leu Ala Glu Val Gln Glu Gly Arg Ala Trp Ile Asn Pro Lys
85 90 95

Glu Gly Cys Lys Val His Val Val Phe Ser Thr Glu Arg Tyr Asn Pro
100 105 110

Glu Ser Leu Leu Gln Glu Gly Glu Gly Arg Leu Gly Lys Cys Ser Ala
115 120 125

Arg Val Phe Phe Lys Asn Gln Lys Pro Arg Pro Thr Ile Asn Val Thr
130 135 140

Cys Thr Arg Leu Ile Glu Lys Lys Lys Arg Gln Gln Glu Asp Tyr Leu
145 150 155 160

Leu Tyr Lys Gln Met Lys Gln Leu Lys Asn Pro Leu Glu Ile Val Ser
165 170 175

Ile Pro Asp Asn His Gly His Ile Asp Pro Ser Leu Arg Leu Ile Trp
180 185 190

Asp Leu Ala Phe Leu Gly Ser Ser Tyr Val Met Trp Glu Met Thr Thr
195 200 205

Gln Val Ser His Tyr Tyr Leu Ala Gln Leu Thr Ser Val Arg Gln Trp
210 215 220

Val Arg Lys Thr
225

<210> SEQ ID NO 64

<211> LENGTH: 747

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 64

Met Arg Arg Cys Asn Ser Gly Ser Gly Pro Pro Pro Ser Leu Leu Leu
1 5 10 15

Leu Leu Leu Trp Leu Leu Ala Val Pro Gly Ala Asn Ala Ala Pro Arg
20 25 30

Ser Ala Leu Tyr Ser Pro Ser Asp Pro Leu Thr Leu Leu Gln Ala Asp
35 40 45

Thr Val Arg Gly Ala Val Leu Gly Ser Arg Ser Ala Trp Ala Val Glu
50 55 60

Phe Phe Ala Ser Trp Cys Gly His Cys Ile Ala Phe Ala Pro Thr Trp
65 70 75 80

Lys Ala Leu Ala Glu Asp Val Lys Ala Trp Arg Pro Ala Leu Tyr Leu
85 90 95

Ala Ala Leu Asp Cys Ala Glu Glu Thr Asn Ser Ala Val Cys Arg Asp
100 105 110

Phe Asn Ile Pro Gly Phe Pro Thr Val Arg Phe Phe Lys Ala Phe Thr
115 120 125

Lys Asn Gly Ser Gly Ala Val Phe Pro Val Ala Gly Ala Asp Val Gln
130 135 140
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Thr Leu Arg Glu Arg Leu Ile Asp Ala Leu Glu Ser His His Asp Thr
145 150 155 160

Trp Pro Pro Ala Cys Pro Pro Leu Glu Pro Ala Lys Leu Glu Glu Ile
165 170 175

Asp Gly Phe Phe Ala Arg Asn Asn Glu Glu Tyr Leu Ala Leu Ile Phe
180 185 190

Glu Lys Gly Gly Ser Tyr Leu Gly Arg Glu Val Ala Leu Asp Leu Ser
195 200 205

Gln His Lys Gly Val Ala Val Arg Arg Val Leu Asn Thr Glu Ala Asn
210 215 220

Val Val Arg Lys Phe Gly Val Thr Asp Phe Pro Ser Cys Tyr Leu Leu
225 230 235 240

Phe Arg Asn Gly Ser Val Ser Arg Val Pro Val Leu Met Glu Ser Arg
245 250 255

Ser Phe Tyr Thr Ala Tyr Leu Gln Arg Leu Ser Gly Leu Thr Arg Glu
260 265 270

Ala Ala Gln Thr Thr Val Ala Pro Thr Thr Ala Asn Lys Ile Ala Pro
275 280 285

Thr Val Trp Lys Leu Ala Asp Arg Ser Lys Ile Tyr Met Ala Asp Leu
230 295 300

Glu Ser Ala Leu His Tyr Ile Leu Arg Ile Glu Val Gly Arg Phe Pro
305 310 315 320

Val Leu Glu Gly Gln Arg Leu Val Ala Leu Lys Lys Phe Val Ala Val
325 330 335

Leu Ala Lys Tyr Phe Pro Gly Arg Pro Leu Val Gln Asn Phe Leu His
340 345 350

Ser Val Asn Glu Trp Leu Lys Arg Gln Lys Arg Asn Lys Ile Pro Tyr
355 360 365

Ser Phe Phe Lys Thr Ala Leu Asp Asp Arg Lys Glu Gly Ala Val Leu
370 375 380

Ala Lys Lys Val Asn Trp Ile Gly Cys Gln Gly Ser Glu Pro His Phe
385 390 395 400

Arg Gly Phe Pro Cys Ser Leu Trp Val Leu Phe His Phe Leu Thr Val
405 410 415

Gln Ala Ala Arg Gln Asn Val Asp His Ser Gln Glu Ala Ala Lys Ala
420 425 430

Lys Glu Val Leu Pro Ala Ile Arg Gly Tyr Val His Tyr Phe Phe Gly
435 440 445

Cys Arg Asp Cys Ala Ser His Phe Glu Gln Met Ala Ala Ala Ser Met
450 455 460

His Arg Val Gly Ser Pro Asn Ala Ala Val Leu Trp Leu Trp Ser Ser
165 470 475 480

His Asn Arg Val Asn Ala Arg Leu Ala Gly Ala Pro Ser Glu Asp Pro
485 490 495

Gln Phe Pro Lys Val Gln Trp Pro Pro Arg Glu Leu Cys Ser Ala Cys
500 505 510

His Asn Glu Arg Leu Asp Val Pro Val Trp Asp Val Glu Ala Thr Leu
515 520 525

Asn Phe Leu Lys Ala His Phe Ser Pro Ser Asn Ile Ile Leu Asp Phe
530 535 540
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Pro Ala Ala Gly Ser Ala Ala Arg Arg Asp Val Gln Asn Val Ala Ala
545 550 555 560

Ala Pro Glu Leu Ala Met Gly Ala Leu Glu Leu Glu Ser Arg Asn Ser
565 570 575

Thr Leu Asp Pro Gly Lys Pro Glu Met Met Lys Ser Pro Thr Asn Thr
580 585 590

Thr Pro His Val Pro Ala Glu Gly Pro Glu Ala Ser Arg Pro Pro Lys
595 600 605

Leu His Pro Gly Leu Arg Ala Ala Pro Gly Gln Glu Pro Pro Glu His
610 615 620

Met Ala Glu Leu Gln Arg Asn Glu Gln Glu Gln Pro Leu Gly Gln Trp
625 630 635 640

His Leu Ser Lys Arg Asp Thr Gly Ala Ala Leu Leu Ala Glu Ser Arg
645 650 655

Ala Glu Lys Asn Arg Leu Trp Gly Pro Leu Glu Val Arg Arg Val Gly
660 665 670

Arg Ser Ser Lys Gln Leu Val Asp Ile Pro Glu Gly Gln Leu Glu Ala
675 680 685

Arg Ala Gly Arg Gly Arg Gly Gln Trp Leu Gln Val Leu Gly Gly Gly
690 695 700

Phe Ser Tyr Leu Asp Ile Ser Leu Cys Val Gly Leu Tyr Ser Leu Ser
705 710 715 720

Phe Met Gly Leu Leu Ala Met Tyr Thr Tyr Phe Gln Ala Lys Ile Arg
725 730 735

Ala Leu Lys Gly His Ala Gly His Pro Ala Ala
740 745

<210> SEQ ID NO 65

<211> LENGTH: 1163

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 65

Met Val Trp Cys Leu Gly Leu Ala Val Leu Ser Leu Val Ile Ser Gln
1 5 10 15

Gly Ala Asp Gly Arg Gly Lys Pro Glu Val Val Ser Val Val Gly Arg
20 25 30

Ala Glu Glu Ser Val Val Leu Gly Cys Asp Leu Leu Pro Pro Ala Gly
35 40 45

Arg Pro Pro Leu His Val Ile Glu Trp Leu Arg Phe Gly Phe Leu Leu
Pro Ile Phe Ile Gln Phe Gly Leu Tyr Ser Pro Arg Ile Asp Pro Asp
65 70 75 80

Tyr Val Gly Arg Val Arg Leu Gln Lys Gly Ala Ser Leu Gln Ile Glu
85 90 95

Gly Leu Arg Val Glu Asp Gln Gly Trp Tyr Glu Cys Arg Val Phe Phe
100 105 110

Leu Asp Gln His Ile Pro Glu Asp Asp Phe Ala Asn Gly Ser Trp Val
115 120 125

His Leu Thr Val Asn Ser Pro Pro Gln Phe Gln Glu Thr Pro Pro Ala
130 135 140

Val Leu Glu Val Gln Glu Leu Glu Pro Val Thr Leu Arg Cys Val Ala
145 150 155 160
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Arg Gly Ser Pro Leu Pro His Val Thr Trp Lys Leu Arg Gly Lys Asp
165 170 175

Leu Gly Gln Gly Gln Gly Gln Val Gln Val Gln Asn Gly Thr Leu Arg
180 185 190

Ile Arg Arg Val Glu Arg Gly Ser Ser Gly Val Tyr Thr Cys Gln Ala
195 200 205

Ser Ser Thr Glu Gly Ser Ala Thr His Ala Thr Gln Leu Leu Val Leu
210 215 220

Gly Pro Pro Val Ile Val Val Pro Pro Lys Asn Ser Thr Val Asn Ala
225 230 235 240

Ser Gln Asp Val Ser Leu Ala Cys His Ala Glu Ala Tyr Pro Ala Asn
245 250 255

Leu Thr Tyr Ser Trp Phe Gln Asp Asn Ile Asn Val Phe His Ile Ser
260 265 270

Arg Leu Gln Pro Arg Val Gln Ile Leu Val Asp Gly Ser Leu Arg Leu
275 280 285

Leu Ala Thr Gln Pro Asp Asp Ala Gly Cys Tyr Thr Cys Val Pro Ser
290 295 300

Asn Gly Leu Leu His Pro Pro Ser Ala Ser Ala Tyr Leu Thr Val Leu
305 310 315 320

Cys Met Pro Gly Val Ile Arg Cys Pro Val Arg Ala Asn Pro Pro Leu
325 330 335

Leu Phe Val Ser Trp Thr Lys Asp Gly Lys Ala Leu Gln Leu Asp Lys
340 345 350

Phe Pro Gly Trp Ser Gln Gly Thr Glu Gly Ser Leu Ile Ile Ala Leu
355 360 365

Gly Asn Glu Asp Ala Leu Gly Glu Tyr Ser Cys Thr Pro Tyr Asn Ser
370 375 380

Leu Gly Thr Ala Gly Pro Ser Pro Val Thr Arg Val Leu Leu Lys Ala
385 390 395 400

Pro Pro Ala Phe Ile Glu Arg Pro Lys Glu Glu Tyr Phe Gln Glu Val
405 410 415

Gly Arg Glu Leu Leu Ile Pro Cys Ser Ala Gln Gly Asp Pro Pro Pro
420 425 430

Val Val Ser Trp Thr Lys Val Gly Arg Gly Leu Gln Gly Gln Ala Gln
435 440 445

Val Asp Ser Asn Ser Ser Leu Ile Leu Arg Pro Leu Thr Lys Glu Ala
450 455 460

His Gly His Trp Glu Cys Ser Ala Ser Asn Ala Val Ala Arg Val Ala
465 470 475 480

Thr Ser Thr Asn Val Tyr Val Leu Gly Thr Ser Pro His Val Val Thr
485 490 495

Asn Val Ser Val Val Ala Leu Pro Lys Gly Ala Asn Val Ser Trp Glu
500 505 510

Pro Gly Phe Asp Gly Gly Tyr Leu Gln Arg Phe Ser Val Trp Tyr Thr
515 520 525

Pro Leu Ala Lys Arg Pro Asp Arg Met His His Asp Trp Val Ser Leu
530 535 540

Ala Val Pro Val Gly Ala Ala His Leu Leu Val Pro Gly Leu Gln Pro
545 550 555 560
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His Thr Gln Tyr Gln Phe Ser Val Leu Ala Gln Asn Lys Leu Gly Ser
565 570 575

Gly Pro Phe Ser Glu Ile Val Leu Ser Ala Pro Glu Gly Leu Pro Thr
580 585 590

Thr Pro Ala Ala Pro Gly Leu Pro Pro Thr Glu Ile Pro Pro Pro Leu
595 600 605

Ser Pro Pro Arg Gly Leu Val Ala Val Arg Thr Pro Arg Gly Val Leu
610 615 620

Leu His Trp Asp Pro Pro Glu Leu Val Pro Lys Arg Leu Asp Gly Tyr
625 630 635 640

Val Leu Glu Gly Arg Gln Gly Ser Gln Gly Trp Glu Val Leu Asp Pro
645 650 655

Ala Val Ala Gly Thr Glu Thr Glu Leu Leu Val Pro Gly Leu Ile Lys
660 665 670

Asp Val Leu Tyr Glu Phe Arg Leu Val Ala Phe Ala Gly Ser Phe Val
675 680 685

Ser Asp Pro Ser Asn Thr Ala Asn Val Ser Thr Ser Gly Leu Glu Val
690 695 700

Tyr Pro Ser Arg Thr Gln Leu Pro Gly Leu Leu Pro Gln Pro Val Leu
705 710 715 720

Ala Gly Val val Gly Gly Val Cys Phe Leu Gly Val Ala Val Leu Val
725 730 735

Ser Ile Leu Ala Gly Cys Leu Leu Asn Arg Arg Arg Ala Ala Arg Arg
740 745 750

Arg Arg Lys Arqg Leu Arg Gln Asp Pro Pro Leu Ile Phe Ser Pro Thr
755 760 765

Gly Lys Ser Ala Ala Pro Ser Ala Leu Gly Ser Gly Ser Pro Asp Ser
770 775 780

Val Ala Lys Leu Lys Leu Gln Gly Ser Pro Val Pro Ser Leu Arg Gln
785 790 795 800

Ser Leu Leu Trp Gly Asp Pro Ala Gly Thr Pro Ser Pro His Pro Asp
805 810 815

Pro Pro Ser Ser Arg Gly Pro Leu Pro Leu Glu Pro Ile Cys Arg Gly
820 825 830

Pro Asp Gly Arg Phe Val Met Gly Pro Thr Val Ala Ala Pro Gln Glu
835 840 845

Arg Ser Gly Arg Glu Gln Ala Glu Pro Arg Thr Pro Ala Gln Arg Leu
850 855 860

Ala Arg Ser Phe Asp Cys Ser Ser Ser Ser Pro Ser Gly Ala Pro Gln
865 870 875 880

Pro Leu Cys Ile Glu Asp Ile Ser Pro Val Ala Pro Pro Pro Ala Ala
885 890 895

Pro Pro Ser Pro Leu Pro Gly Pro Gly Pro Leu Leu Gln Tyr Leu Ser
900 905 910

Leu Pro Phe Phe Arg Glu Met Asn Val Asp Gly Asp Trp Pro Pro Leu
915 920 925

Glu Glu Pro Ser Pro Ala Ala Pro Pro Asp Tyr Met Asp Thr Arg Arg
930 935 940

Cys Pro Thr Ser Ser Phe Leu Arg Ser Pro Glu Thr Pro Pro Val Ser
945 950 955 960

Pro Arg Glu Ser Leu Pro Gly Ala Val Val Gly Ala Gly Ala Thr Ala
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965 970 975

Glu Pro Pro Tyr Thr Ala Leu Ala Asp Trp Thr Leu Arg Glu Arg Leu
980 985 990

Leu Pro Gly Leu Leu Pro Ala Ala Pro Arg Gly Ser Leu Thr Ser Gln
995 1000 1005

Ser Ser Gly Arg Gly Ser Ala Ser Phe Leu Arg Pro Pro Ser Thr
1010 1015 1020

Ala Pro Ser Ala Gly Gly Ser Tyr Leu Ser Pro Ala Pro Gly Asp
1025 1030 1035

Thr Ser Ser Trp Ala Ser Gly Pro Glu Arg Trp Pro Arg Arg Glu
1040 1045 1050

His val val Thr val Ser Lys Arg Arg Asn Thr Ser Val Asp Glu
1055 1060 1065

Asn Tyr Glu Trp Asp Ser Glu Phe Pro Gly Asp Met Glu Leu Leu
1070 1075 1080

Glu Thr Leu His Leu Gly Leu Ala Ser Ser Arg Leu Arg Pro Glu
1085 1090 1095

Ala Glu Thr Glu Leu Gly Val Lys Thr Pro Glu Glu Gly Cys Leu
1100 1105 1110

Leu Asn Thr Ala His Val Thr Gly Pro Glu Ala Arg Cys Ala Ala
1115 1120 1125

Leu Arg Glu Glu Phe Leu Ala Phe Arg Arg Arg Arg Asp Ala Thr
1130 1135 1140

Arg Ala Arg Leu Pro Ala Tyr Arg Gln Pro Val Pro His Pro Glu
1145 1150 1155

Gln Ala Thr Leu Leu
1160

<210> SEQ ID NO 66

<211> LENGTH: 87

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 66

Met Ala Gly Ala Ser Leu Gly Ala Arg Phe Tyr Arg Gln Ile Lys Arg
1 5 10 15

His Pro Gly Ile Ile Pro Met Ile Gly Leu Ile Cys Leu Gly Met Gly
20 25 30

Ser Ala Ala Leu Tyr Leu Leu Arg Leu Ala Leu Arg Ser Pro Asp Val
35 40 45

Cys Trp Asp Arg Lys Asn Asn Pro Glu Pro Trp Asn Arg Leu Ser Pro
50 55 60

Asn Asp Gln Tyr Lys Phe Leu Ala Val Ser Thr Asp Tyr Lys Lys Leu
65 70 75 80

Lys Lys Asp Arg Pro Asp Phe
85

<210> SEQ ID NO 67

<211> LENGTH: 1241

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 67

Met Ile Met Phe Pro Leu Phe Gly Lys Ile Ser Leu Gly Ile Leu Ile
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1 5 10 15

Phe Val Leu Ile Glu Gly Asp Phe Pro Ser Leu Thr Ala Gln Thr Tyr
20 25 30

Leu Ser Ile Glu Glu Ile Gln Glu Pro Lys Ser Ala Val Ser Phe Leu
Leu Pro Glu Glu Ser Thr Asp Leu Ser Leu Ala Thr Lys Lys Lys Gln
50 55 60

Pro Leu Asp Arg Arg Glu Thr Glu Arg Gln Trp Leu Ile Arg Arg Arg
65 70 75 80

Arg Ser Ile Leu Phe Pro Asn Gly Val Lys Ile Cys Pro Asp Glu Ser
85 90 95

val Ala Glu Ala Val Ala Asn His Val Lys Tyr Phe Lys Val Arg Val
100 105 110

Cys Gln Glu Ala Val Trp Glu Ala Phe Arg Thr Phe Trp Asp Arg Leu
115 120 125

Pro Gly Arg Glu Glu Tyr His Tyr Trp Met Asn Leu Cys Glu Asp Gly
130 135 140

Val Thr Ser Ile Phe Glu Met Gly Thr Asn Phe Ser Glu Ser Val Glu
145 150 155 160

His Arg Ser Leu Ile Met Lys Lys Leu Thr Tyr Ala Lys Glu Thr Val
165 170 175

Ser Ser Ser Glu Leu Ser Ser Pro Val Pro Val Gly Asp Thr Ser Thr
180 185 190

Leu Gly Asp Thr Thr Leu Ser Val Pro His Pro Glu Val Asp Ala Tyr
195 200 205

Glu Gly Ala Ser Glu Ser Ser Leu Glu Arg Pro Glu Glu Ser Ile Ser
210 215 220

Asn Glu Ile Glu Asn Val Ile Glu Glu Ala Thr Lys Pro Ala Gly Glu
225 230 235 240

Gln Ile Ala Glu Phe Ser Ile His Leu Leu Gly Lys Gln Tyr Arg Glu
245 250 255

Glu Leu Gln Asp Ser Ser Ser Phe His His Gln His Leu Glu Glu Glu
260 265 270

Phe Ile Ser Glu Val Glu Asn Ala Phe Thr Gly Leu Pro Gly Tyr Lys
275 280 285

Glu Ile Arg Val Leu Glu Phe Arg Ser Pro Lys Glu Asn Asp Ser Gly
290 295 300

Val Asp Val Tyr Tyr Ala Val Thr Phe Asn Gly Glu Ala Ile Ser Asn
305 310 315 320

Thr Thr Trp Asp Leu Ile Ser Leu His Ser Asn Lys Val Glu Asn His
325 330 335

Gly Leu Val Glu Leu Asp Asp Lys Pro Thr Val Val Tyr Thr Ile Ser
340 345 350

Asn Phe Arg Asp Tyr Ile Ala Glu Thr Leu Gln Gln Asn Phe Leu Leu
355 360 365

Gly Asn Ser Ser Leu Asn Pro Asp Pro Asp Ser Leu Gln Leu Ile Asn
370 375 380

Val Arg Gly Val Leu Arg His Gln Thr Glu Asp Leu Val Trp Asn Thr
385 390 395 400

Gln Ser Ser Ser Leu Gln Ala Thr Pro Ser Ser Ile Leu Asp Asn Thr
405 410 415
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Phe Gln Ala Ala Trp Pro Ser Ala Asp Glu Ser Ile Thr Ser Ser Ile
420 425 430

Pro Pro Leu Asp Phe Ser Ser Gly Pro Pro Ser Ala Thr Gly Arg Glu
435 440 445

Leu Trp Ser Glu Ser Pro Leu Gly Asp Leu Val Ser Thr His Lys Leu
450 455 460

Ala Phe Pro Ser Lys Met Gly Leu Ser Ser Ser Pro Glu Val Leu Glu
465 470 475 480

Val Ser Ser Leu Thr Leu His Ser Val Thr Pro Ala Val Leu Gln Thr
485 490 495

Gly Leu Pro Val Ala Ser Glu Glu Arg Thr Ser Gly Ser His Leu Val
500 505 510

Glu Asp Gly Leu Ala Asn Val Glu Glu Ser Glu Asp Phe Leu Ser Ile
515 520 525

Asp Ser Leu Pro Ser Ser Ser Phe Thr Gln Pro Val Pro Lys Glu Thr
530 535 540

Ile Pro Ser Met Glu Asp Ser Asp Val Ser Leu Thr Ser Ser Pro Tyr
545 550 555 560

Leu Thr Ser Ser Ile Pro Phe Gly Leu Asp Ser Leu Thr Ser Lys Val
565 570 575

Lys Asp Gln Leu Lys Val Ser Pro Phe Leu Pro Asp Ala Ser Met Glu
580 585 590

Lys Glu Leu Ile Phe Asp Gly Gly Leu Gly Ser Gly Ser Gly Gln Lys
595 600 605

Val Asp Leu Ile Thr Trp Pro Trp Ser Glu Thr Ser Ser Glu Lys Ser
610 615 620

Ala Glu Pro Leu Ser Lys Pro Trp Leu Glu Asp Asp Asp Ser Leu Leu
625 630 635 640

Pro Ala Glu Ile Glu Asp Lys Lys Leu Val Leu Val Asp Lys Met Asp
645 650 655

Ser Thr Asp Gln Ile Ser Lys His Ser Lys Tyr Glu His Asp Asp Arg
660 665 670

Ser Thr His Phe Pro Glu Glu Glu Pro Leu Ser Gly Pro Ala Val Pro
675 680 685

Ile Phe Ala Asp Thr Ala Ala Glu Ser Ala Ser Leu Thr Leu Pro Lys
690 695 700

His Ile Ser Glu Val Pro Gly Val Asp Asp Cys Ser Val Thr Lys Ala
705 710 715 720

Pro Leu Ile Leu Thr Ser Val Ala Ile Ser Ala Ser Thr Asp Lys Ser
725 730 735

Asp Gln Ala Asp Ala Ile Leu Arg Glu Asp Met Glu Gln Ile Thr Glu
740 745 750

Ser Ser Asn Tyr Glu Trp Phe Asp Ser Glu Val Ser Met Val Lys Pro
755 760 765

Asp Met Gln Thr Leu Trp Thr Ile Leu Pro Glu Ser Glu Arg Val Trp
770 7175 780

Thr Arg Thr Ser Ser Leu Glu Lys Leu Ser Arg Asp Ile Leu Ala Ser
785 790 795 800

Thr Pro Gln Ser Ala Asp Arg Leu Trp Leu Ser Val Thr Gln Ser Thr
805 810 815
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Lys Leu Pro Pro Thr Thr Ile Ser Thr Leu Leu Glu Asp Glu Val Ile
820 825 830

Met Gly Val Gln Asp Ile Ser Leu Glu Leu Asp Arg Ile Gly Thr Asp
835 840 845

Tyr Tyr Gln Pro Glu Gln Val Gln Glu Gln Asn Gly Lys Val Gly Ser
850 855 860

Tyr Val Glu Met Ser Thr Ser Val His Ser Thr Glu Met Val Ser Val
865 870 875 880

Ala Trp Pro Thr Glu Gly Gly Asp Asp Leu Ser Tyr Thr Gln Thr Ser
885 890 895

Gly Ala Leu Val Val Phe Phe Ser Leu Arg Val Thr Asn Met Met Phe
900 905 910

Ser Glu Asp Leu Phe Asn Lys Asn Ser Leu Glu Tyr Lys Ala Leu Glu
915 920 925

Gln Arg Phe Leu Glu Leu Leu Val Pro Tyr Leu Gln Ser Asn Leu Thr
930 935 940

Gly Phe Gln Asn Leu Glu Ile Leu Asn Phe Arg Asn Gly Ser Ile Val
945 950 955 960

Val Asn Ser Arg Met Lys Phe Ala Asn Ser Val Pro Pro Asn Val Asn
965 970 975

Asn Ala Val Tyr Met Ile Leu Glu Asp Phe Cys Thr Thr Ala Tyr Asn
980 985 990

Thr Met Asn Leu Ala Ile Asp Lys Tyr Ser Leu Asp Val Glu Ser Gly
995 1000 1005

Asp Glu Ala Asn Pro Cys Lys Phe Gln Ala Cys Asn Glu Phe Ser
1010 1015 1020

Glu Cys Leu Val Asn Pro Trp Ser Gly Glu Ala Lys Cys Arg Cys
1025 1030 1035

Phe Pro Gly Tyr Leu Ser Val Glu Glu Arg Pro Cys Gln Ser Leu
1040 1045 1050

Cys Asp Leu Gln Pro Asp Phe Cys Leu Asn Asp Gly Lys Cys Asp
1055 1060 1065

Ile Met Pro Gly His Gly Ala 1Ile Cys Arg Cys Arg Val Gly Glu
1070 1075 1080

Asn Trp Trp Tyr Arg Gly Lys His Cys Glu Glu Phe Val Ser Glu
1085 1090 1095

Pro Val 1Ile Ile Gly Ile Thr Ile Ala Ser Val Val Gly Leu Leu
1100 1105 1110

Val Ile Phe Ser Ala Ile Ile Tyr Phe Phe Ile Arg Thr Leu Gln
1115 1120 1125

Ala His His Asp Arg Ser Glu Arg Glu Ser Pro Phe Ser Gly Ser
1130 1135 1140

Ser Arg Gln Pro Asp Ser Leu Ser Ser Ile Glu Asn Ala Val Lys
1145 1150 1155

Tyr Asn Pro Val Tyr Glu Ser His Arg Ala Gly Cys Glu Lys Tyr
1160 1165 1170

Glu Gly Pro Tyr Pro Gln His Pro Phe Tyr Ser Ser Ala Ser Gly
1175 1180 1185

Asp Val 1Ile Gly Gly Leu Ser Arg Glu Glu Ile Arg Gln Met Tyr
1190 1195 1200

Glu Ser Ser Glu Leu Ser Arg Glu Glu Ile Gln Glu Arg Met Arg
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1205 1210 1215

Val Leu Glu Leu Tyr Ala Asn Asp Pro Glu Phe Ala Ala Phe Val
1220 1225 1230

Arg Glu Gln Gln Val Glu Glu Val
1235 1240

<210> SEQ ID NO 68

<211> LENGTH: 211

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 68

Met Ala Asn Ala Gly Leu Gln Leu Leu Gly Phe Ile Leu Ala Phe Leu
1 5 10 15

Gly Trp Ile Gly Ala Ile Val Ser Thr Ala Leu Pro Gln Trp Arg Ile
20 25 30

Tyr Ser Tyr Ala Gly Asp Asn Ile Val Thr Ala Gln Ala Met Tyr Glu
35 40 45

Gly Leu Trp Met Ser Cys Val Ser Gln Ser Thr Gly Gln Ile Gln Cys
50 55 60

Lys Val Phe Asp Ser Leu Leu Asn Leu Ser Ser Thr Leu Gln Ala Thr
65 70 75 80

Arg Ala Leu Met Val Val Gly Ile Leu Leu Gly Val Ile Ala Ile Phe
85 90 95

Val Ala Thr Val Gly Met Lys Cys Met Lys Cys Leu Glu Asp Asp Glu
100 105 110

val Gln Lys Met Arg Met Ala Val Ile Gly Gly Ala Ile Phe Leu Leu
115 120 125

Ala Gly Leu Ala Ile Leu Val Ala Thr Ala Trp Tyr Gly Asn Arg Ile
130 135 140

Val Gln Glu Phe Tyr Asp Pro Met Thr Pro Val Asn Ala Arg Tyr Glu
145 150 155 160

Phe Gly Gln Ala Leu Phe Thr Gly Trp Ala Ala Ala Ser Leu Cys Leu
165 170 175

Leu Gly Gly Ala Leu Leu Cys Cys Ser Cys Pro Arg Lys Thr Thr Ser
180 185 190

Tyr Pro Thr Pro Arg Pro Tyr Pro Lys Pro Ala Pro Ser Ser Gly Lys
195 200 205

Asp Tyr Val
210

<210> SEQ ID NO 69

<211> LENGTH: 360

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 69

Met Asp Leu His Leu Phe Asp Tyr Ser Glu Pro Gly Asn Phe Ser Asp
1 5 10 15

Ile Ser Trp Pro Cys Asn Ser Ser Asp Cys Ile Val Val Asp Thr Val
20 25 30

Met Cys Pro Asn Met Pro Asn Lys Ser Val Leu Leu Tyr Thr Leu Ser
35 40 45

Phe Ile Tyr Ile Phe Ile Phe Val Ile Gly Met Ile Ala Asn Ser Val
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50 55 60

Val Val Trp Val Asn Ile Gln Ala Lys Thr Thr Gly Tyr Asp Thr His
65 70 75 80

Cys Tyr Ile Leu Asn Leu Ala Ile Ala Asp Leu Trp Val Val Leu Thr
85 90 95

Ile Pro Val Trp Val Val Ser Leu Val Gln His Asn Gln Trp Pro Met
100 105 110

Gly Glu Leu Thr Cys Lys Val Thr His Leu Ile Phe Ser Ile Asn Leu
115 120 125

Phe Gly Ser Ile Phe Phe Leu Thr Cys Met Ser Val Asp Arg Tyr Leu
130 135 140

Ser Ile Thr Tyr Phe Thr Asn Thr Pro Ser Ser Arg Lys Lys Met Val
145 150 155 160

Arg Arg Val Val Cys Ile Leu Val Trp Leu Leu Ala Phe Cys Val Ser
165 170 175

Leu Pro Asp Thr Tyr Tyr Leu Lys Thr Val Thr Ser Ala Ser Asn Asn
180 185 190

Glu Thr Tyr Cys Arg Ser Phe Tyr Pro Glu His Ser Ile Lys Glu Trp
195 200 205

Leu Ile Gly Met Glu Leu Val Ser Val Val Leu Gly Phe Ala Val Pro
210 215 220

Phe Ser Ile Ile Ala Val Phe Tyr Phe Leu Leu Ala Arg Ala Ile Ser
225 230 235 240

Ala Ser Ser Asp Gln Glu Lys His Ser Ser Arg Lys Ile Ile Phe Ser
245 250 255

Tyr Val Val Val Phe Leu Val Cys Trp Leu Pro Tyr His Val Ala Val
260 265 270

Leu Leu Asp Ile Phe Ser Ile Leu His Tyr Ile Pro Phe Thr Cys Arg
275 280 285

Leu Glu His Ala Leu Phe Thr Ala Leu His Val Thr Gln Cys Leu Ser
290 295 300

Leu Val His Cys Cys Val Asn Pro Val Leu Tyr Ser Phe Ile Asn Arg
305 310 315 320

Asn Tyr Arg Tyr Glu Leu Met Lys Ala Phe Ile Phe Lys Tyr Ser Ala
325 330 335

Lys Thr Gly Leu Thr Lys Leu Ile Asp Ala Ser Arg Val Ser Glu Thr
340 345 350

Glu Tyr Ser Ala Leu Glu Gln Ser
355 360

<210> SEQ ID NO 70

<211> LENGTH: 2273

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 70

Met Gly Phe Val Arg Gln Ile Gln Leu Leu Leu Trp Lys Asn Trp Thr
1 5 10 15

Leu Arg Lys Arg Gln Lys Ile Arg Phe Val Val Glu Leu Val Trp Pro
20 25 30

Leu Ser Leu Phe Leu Val Leu Ile Trp Leu Arg Asn Ala Asn Pro Leu
35 40 45
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Tyr Ser His His Glu Cys His Phe Pro Asn Lys Ala Met Pro Ser Ala
50 55 60

Gly Met Leu Pro Trp Leu Gln Gly Ile Phe Cys Asn Val Asn Asn Pro
65 70 75 80

Cys Phe Gln Ser Pro Thr Pro Gly Glu Ser Pro Gly Ile Val Ser Asn
85 90 95

Tyr Asn Asn Ser Ile Leu Ala Arg Val Tyr Arg Asp Phe Gln Glu Leu
100 105 110

Leu Met Asn Ala Pro Glu Ser Gln His Leu Gly Arg Ile Trp Thr Glu
115 120 125

Leu His Ile Leu Ser Gln Phe Met Asp Thr Leu Arg Thr His Pro Glu
130 135 140

Arg Ile Ala Gly Arg Gly Ile Arg Ile Arg Asp Ile Leu Lys Asp Glu
145 150 155 160

Glu Thr Leu Thr Leu Phe Leu Ile Lys Asn Ile Gly Leu Ser Asp Ser
165 170 175

Val Val Tyr Leu Leu Ile Asn Ser Gln Val Arg Pro Glu Gln Phe Ala
180 185 190

His Gly Val Pro Asp Leu Ala Leu Lys Asp Ile Ala Cys Ser Glu Ala
195 200 205

Leu Leu Glu Arg Phe Ile Ile Phe Ser Gln Arg Arg Gly Ala Lys Thr
210 215 220

Val Arg Tyr Ala Leu Cys Ser Leu Ser Gln Gly Thr Leu Gln Trp Ile
225 230 235 240

Glu Asp Thr Leu Tyr Ala Asn Val Asp Phe Phe Lys Leu Phe Arg Val
245 250 255

Leu Pro Thr Leu Leu Asp Ser Arg Ser Gln Gly Ile Asn Leu Arg Ser
260 265 270

Trp Gly Gly Ile Leu Ser Asp Met Ser Pro Arg Ile Gln Glu Phe Ile
275 280 285

His Arg Pro Ser Met Gln Asp Leu Leu Trp Val Thr Arg Pro Leu Met
290 295 300

Gln Asn Gly Gly Pro Glu Thr Phe Thr Lys Leu Met Gly Ile Leu Ser
305 310 315 320

Asp Leu Leu Cys Gly Tyr Pro Glu Gly Gly Gly Ser Arg Val Leu Ser
325 330 335

Phe Asn Trp Tyr Glu Asp Asn Asn Tyr Lys Ala Phe Leu Gly Ile Asp
340 345 350

Ser Thr Arg Lys Asp Pro Ile Tyr Ser Tyr Asp Arg Arg Thr Thr Ser
355 360 365

Phe Cys Asn Ala Leu Ile Gln Ser Leu Glu Ser Asn Pro Leu Thr Lys
370 375 380

Ile Ala Trp Arg Ala Ala Lys Pro Leu Leu Met Gly Lys Ile Leu Tyr
385 390 395 400

Thr Pro Asp Ser Pro Ala Ala Arg Arg Ile Leu Lys Asn Ala Asn Ser
405 410 415

Thr Phe Glu Glu Leu Glu His Val Arg Lys Leu Val Lys Ala Trp Glu
420 425 430

Glu Val Gly Pro Gln Ile Trp Tyr Phe Phe Asp Asn Ser Thr Gln Met
435 440 445

Asn Met Ile Arqg Asp Thr Leu Gly Asn Pro Thr Val Lys Asp Phe Leu
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450 455 460

Asn Arg Gln Leu Gly Glu Glu Gly Ile Thr Ala Glu Ala Ile Leu Asn
465 470 475 480

Phe Leu Tyr Lys Gly Pro Arg Glu Ser Gln Ala Asp Asp Met Ala Asn
485 490 495

Phe Asp Trp Arg Asp Ile Phe Asn Ile Thr Asp Arg Thr Leu Arg Leu
500 505 510

Val Asn Gln Tyr Leu Glu Cys Leu Val Leu Asp Lys Phe Glu Ser Tyr
515 520 525

Asn Asp Glu Thr Gln Leu Thr Gln Arg Ala Leu Ser Leu Leu Glu Glu
530 535 540

Asn Met Phe Trp Ala Gly Val Val Phe Pro Asp Met Tyr Pro Trp Thr
545 550 555 560

Ser Ser Leu Pro Pro His Val Lys Tyr Lys Ile Arg Met Asp Ile Asp
565 570 575

Val Val Glu Lys Thr Asn Lys Ile Lys Asp Arg Tyr Trp Asp Ser Gly
580 585 590

Pro Arg Ala Asp Pro Val Glu Asp Phe Arg Tyr Ile Trp Gly Gly Phe
595 600 605

Ala Tyr Leu Gln Asp Met Val Glu Gln Gly Ile Thr Arg Ser Gln Val
610 615 620

Gln Ala Glu Ala Pro Val Gly Ile Tyr Leu Gln Gln Met Pro Tyr Pro
625 630 635 640

Cys Phe Val Asp Asp Ser Phe Met Ile Ile Leu Asn Arg Cys Phe Pro
645 650 655

Ile Phe Met Val Leu Ala Trp Ile Tyr Ser Val Ser Met Thr Val Lys
660 665 670

Ser Ile Val Leu Glu Lys Glu Leu Arg Leu Lys Glu Thr Leu Lys Asn
675 680 685

Gln Gly Val Ser Asn Ala Val Ile Trp Cys Thr Trp Phe Leu Asp Ser
690 695 700

Phe Ser Ile Met Ser Met Ser Ile Phe Leu Leu Thr Ile Phe Ile Met
705 710 715 720

His Gly Arg Ile Leu His Tyr Ser Asp Pro Phe Ile Leu Phe Leu Phe
725 730 735

Leu Leu Ala Phe Ser Thr Ala Thr Ile Met Leu Cys Phe Leu Leu Ser
740 745 750

Thr Phe Phe Ser Lys Ala Ser Leu Ala Ala Ala Cys Ser Gly Val Ile
755 760 765

Tyr Phe Thr Leu Tyr Leu Pro His Ile Leu Cys Phe Ala Trp Gln Asp
770 775 780

Arg Met Thr Ala Glu Leu Lys Lys Ala Val Ser Leu Leu Ser Pro Val
785 790 795 800

Ala Phe Gly Phe Gly Thr Glu Tyr Leu Val Arg Phe Glu Glu Gln Gly
805 810 815

Leu Gly Leu Gln Trp Ser Asn Ile Gly Asn Ser Pro Thr Glu Gly Asp
820 825 830

Glu Phe Ser Phe Leu Leu Ser Met Gln Met Met Leu Leu Asp Ala Ala
835 840 845

Cys Tyr Gly Leu Leu Ala Trp Tyr Leu Asp Gln Val Phe Pro Gly Asp
850 855 860
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Tyr Gly Thr Pro Leu Pro Trp Tyr Phe Leu Leu Gln Glu Ser Tyr Trp
865 870 875 880

Leu Ser Gly Glu Gly Cys Ser Thr Arg Glu Glu Arg Ala Leu Glu Lys
885 890 895

Thr Glu Pro Leu Thr Glu Glu Thr Glu &Asp Pro Glu His Pro Glu Gly
900 905 910

Ile His Asp Ser Phe Phe Glu Arg Glu His Pro Gly Trp Val Pro Gly
915 920 925

Val Cys Val Lys Asn Leu Val Lys Ile Phe Glu Pro Cys Gly Arg Pro
930 935 940

Ala Val Asp Arg Leu Asn Ile Thr Phe Tyr Glu Asn Gln Ile Thr Ala
945 950 955 960

Phe Leu Gly His Asn Gly Ala Gly Lys Thr Thr Thr Leu Ser Ile Leu
965 970 975

Thr Gly Leu Leu Pro Pro Thr Ser Gly Thr Val Leu Val Gly Gly Arg
980 985 990

Asp Ile Glu Thr Ser Leu Asp Ala Val Arg Gln Ser Leu Gly Met Cys
995 1000 1005

Pro Gln His Asn Ile Leu Phe His His Leu Thr Val Ala Glu His
1010 1015 1020

Met Leu Phe Tyr Ala Gln Leu Lys Gly Lys Ser Gln Glu Glu Ala
1025 1030 1035

Gln Leu Glu Met Glu Ala Met Leu Glu Asp Thr Gly Leu His His
1040 1045 1050

Lys Arg Asn Glu Glu Ala Gln Asp Leu Ser Gly Gly Met Gln Arg
1055 1060 1065

Lys Leu Ser Val Ala Ile Ala Phe Val Gly Asp Ala Lys Val Val
1070 1075 1080

Ile Leu Asp Glu Pro Thr Ser Gly Val Asp Pro Tyr Ser Arg Arg
1085 1090 1095

Ser Ile Trp Asp Leu Leu Leu Lys Tyr Arg Ser Gly Arg Thr Ile
1100 1105 1110

Ile Met Pro Thr His His Met Asp Glu Ala Asp His Gln Gly Asp
1115 1120 1125

Arg Ile Ala Ile Ile Ala Gln Gly Arg Leu Tyr Cys Ser Gly Thr
1130 1135 1140

Pro Leu Phe Leu Lys Asn Cys Phe Gly Thr Gly Leu Tyr Leu Thr
1145 1150 1155

Leu Val Arg Lys Met Lys Asn Ile Gln Ser Gln Arg Lys Gly Ser
1160 1165 1170

Glu Gly Thr Cys Ser Cys Ser Ser Lys Gly Phe Ser Thr Thr Cys
1175 1180 1185

Pro Ala His Val Asp Asp Leu Thr Pro Glu Gln Val Leu Asp Gly
1190 1195 1200

Asp Val Asn Glu Leu Met Asp Val val Leu His His Val Pro Glu
1205 1210 1215

Ala Lys Leu Val Glu Cys Ile Gly Gln Glu Leu Ile Phe Leu Leu
1220 1225 1230

Pro Asn Lys Asn Phe Lys His Arg Ala Tyr Ala Ser Leu Phe Arg
1235 1240 1245
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Glu Leu Glu Glu Thr Leu Ala Asp Leu Gly Leu Ser Ser Phe Gly
1250 1255 1260

Ile Ser Asp Thr Pro Leu Glu Glu Ile Phe Leu Lys Val Thr Glu
1265 1270 1275

Asp Ser Asp Ser Gly Pro Leu Phe Ala Gly Gly Ala Gln Gln Lys
1280 1285 1290

Arg Glu Asn Val Asn Pro Arg His Pro Cys Leu Gly Pro Arg Glu
1295 1300 1305

Lys Ala Gly Gln Thr Pro Gln Asp Ser Asn Val Cys Ser Pro Gly
1310 1315 1320

Ala Pro Ala Ala His Pro Glu Gly Gln Pro Pro Pro Glu Pro Glu
1325 1330 1335

Cys Pro Gly Pro Gln Leu Asn Thr Gly Thr Gln Leu Val Leu Gln
1340 1345 1350

His Val Gln Ala Leu Leu Val Lys Arg Phe Gln His Thr Ile Arg
1355 1360 1365

Ser His Lys Asp Phe Leu Ala Gln Ile Val Leu Pro Ala Thr Phe
1370 1375 1380

vVal Phe Leu Ala Leu Met Leu Ser Ile Val Ile Leu Pro Phe Gly
1385 1390 1395

Glu Tyr Pro Ala Leu Thr Leu His Pro Trp Ile Tyr Gly Gln Gln
1400 1405 1410

Tyr Thr Phe Phe Ser Met Asp Glu Pro Gly Ser Glu Gln Phe Thr
1415 1420 1425

Val Leu Ala Asp Val Leu Leu Asn Lys Pro Gly Phe Gly Asn Arg
1430 1435 1440

Cys Leu Lys Glu Gly Trp Leu Pro Glu Tyr Pro Cys Gly Asn Ser
1445 1450 1455

Thr Pro Trp Lys Thr Pro Ser Val Ser Pro Asn Ile Thr Gln Leu
1460 1465 1470

Phe Gln Lys Gln Lys Trp Thr Gln Val Asn Pro Ser Pro Ser Cys
1475 1480 1485

Arg Cys Ser Thr Arg Glu Lys Leu Thr Met Leu Pro Glu Cys Pro
1490 1495 1500

Glu Gly Ala Gly Gly Leu Pro Pro Pro Gln Arg Thr Gln Arg Ser
1505 1510 1515

Thr Glu Ile Leu Gln Asp Leu Thr Asp Arg Asn Ile Ser Asp Phe
1520 1525 1530

Leu Val Lys Thr Tyr Pro Ala Leu Ile Arg Ser Ser Leu Lys Ser
1535 1540 1545

Lys Phe Trp Val Asn Glu Gln Arg Tyr Gly Gly Ile Ser Ile Gly
1550 1555 1560

Gly Lys Leu Pro Val Val Pro Ile Thr Gly Glu Ala Leu Val Gly
1565 1570 1575

Phe Leu Ser Asp Leu Gly Arg Ile Met Asn Val Ser Gly Gly Pro
1580 1585 1590

Ile Thr Arg Glu Ala Ser Lys Glu Ile Pro Asp Phe Leu Lys His
1595 1600 1605

Leu Glu Thr Glu Asp Asn Ile Lys Val Trp Phe Asn Asn Lys Gly
1610 1615 1620

Trp His Ala Leu Val Ser Phe Leu Asn Val Ala His Asn Ala Ile
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1625 1630 1635

Leu Arg Ala Ser Leu Pro Lys Asp Arg Ser Pro Glu Glu Tyr Gly
1640 1645 1650

Ile Thr Val Ile Ser Gln Pro Leu Asn Leu Thr Lys Glu Gln Leu
1655 1660 1665

Ser Glu Ile Thr Val Leu Thr Thr Ser Val Asp Ala Val Val Ala
1670 1675 1680

Ile Cys Val Ile Phe Ser Met Ser Phe Val Pro Ala Ser Phe Val
1685 1690 1695

Leu Tyr Leu Ile Gln Glu Arg Val Asn Lys Ser Lys His Leu Gln
1700 1705 1710

Phe Ile Ser Gly Val Ser Pro Thr Thr Tyr Trp Val Thr Asn Phe
1715 1720 1725

Leu Trp Asp Ile Met Asn Tyr Ser Val Ser Ala Gly Leu Val Val
1730 1735 1740

Gly Ile Phe Ile Gly Phe Gln Lys Lys Ala Tyr Thr Ser Pro Glu
1745 1750 1755

Asn Leu Pro Ala Leu Val Ala Leu Leu Leu Leu Tyr Gly Trp Ala
1760 1765 1770

Val Ile Pro Met Met Tyr Pro Ala Ser Phe Leu Phe Asp Val Pro
1775 1780 1785

Ser Thr Ala Tyr Val Ala Leu Ser Cys Ala Asn Leu Phe Ile Gly
1790 1795 1800

Ile Asn Ser Ser Ala Ile Thr Phe Ile Leu Glu Leu Phe Asp Asn
1805 1810 1815

Asn Arg Thr Leu Leu Arg Phe Asn Ala Val Leu Arg Lys Leu Leu
1820 1825 1830

Ile Val Phe Pro His Phe Cys Leu Gly Arg Gly Leu Ile Asp Leu
1835 1840 1845

Ala Leu Ser Gln Ala Val Thr Asp Val Tyr Ala Arg Phe Gly Glu
1850 1855 1860

Glu His Ser Ala Asn Pro Phe His Trp Asp Leu Ile Gly Lys Asn
1865 1870 1875

Leu Phe Ala Met Val Val Glu Gly Val Val Tyr Phe Leu Leu Thr
1880 1885 1890

Leu Leu Val Gln Arg His Phe bPhe Leu Ser Gln Trp Ile Ala Glu
1895 1900 1905

Pro Thr Lys Glu Pro Ile Val Asp Glu Asp Asp Asp Val Ala Glu
1910 1915 1920

Glu Arg Gln Arg Ile Ile Thr Gly Gly Asn Lys Thr Asp Ile Leu
1825 1930 1935

Arg Leu His Glu Leu Thr Lys Ile Tyr Leu Gly Thr Ser Ser Pro
1840 1945 1950

Ala Val Asp Arg Leu Cys Val Gly Val Arg Pro Gly Glu Cys Phe
1955 1960 1965

Gly Leu Leu Gly Val Asn Gly Ala Gly Lys Thr Thr Thr Phe Lys
1870 1975 1980

Met Leu Thr Gly Asp Thr Thr Val Thr Ser Gly Asp Ala Thr Val
1885 1990 1995

Ala Gly Lys Ser Ile Leu Thr Asn Ile Ser Glu Val His Gln Asn
2000 2005 2010
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Met Gly Tyr Cys Pro Gln Phe Asp Ala Ile Asp Glu Leu Leu Thr
2015 2020 2025

Gly Arg Glu His Leu Tyr Leu Tyr Ala Arg Leu Arg Gly Val Pro
2030 2035 2040

Ala Glu Glu Ile Glu Lys Val Ala Asn Trp Ser Ile Lys Ser Leu
2045 2050 2055

Gly Leu Thr Val Tyr Ala Asp Cys Leu Ala Gly Thr Tyr Ser Gly
2060 2065 2070

Gly Asn Lys Arg Lys Leu Ser Thr Ala Ile Ala Leu Ile Gly Cys
2075 2080 2085

Pro Pro Leu Val Leu Leu Asp Glu Pro Thr Thr Gly Met Asp Pro
2090 2095 2100

Gln Ala Arg Arg Met Leu Trp Asn Val Ile Val Ser Ile Ile Arg
2105 2110 2115

Lys Gly Arg Ala Val Val Leu Thr Ser His Ser Met Glu Glu Cys
2120 2125 2130

Glu Ala Leu Cys Thr Arg Leu Ala Ile Met Val Lys Gly Ala Phe
2135 2140 2145

Arg Cys Met Gly Thr Ile Gln His Leu Lys Ser Lys Phe Gly Asp
2150 2155 2160

Gly Tyr Ile Val Thr Met Lys Ile Lys Ser Pro Lys Asp Asp Leu
2165 2170 2175

Leu Pro Asp Leu Asn Pro Val Glu Gln Phe Phe Gln Gly Asn Phe
2180 2185 2190

Pro Gly Ser Val Gln Arg Glu Arg His Tyr Asn Met Leu Gln Phe
2195 2200 2205

Gln Val Ser Ser Ser Ser Leu Ala Arg Ile Phe Gln Leu Leu Leu
2210 2215 2220

Ser His Lys Asp Ser Leu Leu Ile Glu Glu Tyr Ser Val Thr Gln
2225 2230 2235

Thr Thr Leu Asp Gln Val Phe Val Asn Phe Ala Lys Gln Gln Thr
2240 2245 2250

Glu Ser His Asp Leu Pro Leu His Pro Arg Ala Ala Gly Ala Ser
2255 2260 2265

Arg Gln Ala Gln Asp
2270

<210> SEQ ID NO 71

<211> LENGTH: 560

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 71

Met Val Pro His Ala Ile Leu Ala Arg Gly Arg Asp Val Cys Arg Arg
1 5 10 15

Asn Gly Leu Leu Ile Leu Ser Val Leu Ser Val Ile Val Gly Cys Leu
Leu Gly Phe Phe Leu Arg Thr Arg Arg Leu Ser Pro Gln Glu Ile Ser
35 40 45

Tyr Phe Gln Phe Pro Gly Glu Leu Leu Met Arg Met Leu Lys Met Met
50 55 60

Ile Leu Pro Leu Val Val Ser Ser Leu Met Ser Gly Leu Ala Ser Leu
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65 70 75 80

Asp Ala Lys Thr Ser Ser Arg Leu Gly Val Leu Thr Val Ala Tyr Tyr
85 90 95

Leu Trp Thr Thr Phe Met Ala Val Ile Val Gly Ile Phe Met Val Ser
100 105 110

Ile Ile His Pro Gly Ser Ala Ala Gln Lys Glu Thr Thr Glu Gln Ser
115 120 125

Gly Lys Pro Ile Met Ser Ser Ala Asp Ala Leu Leu Asp Leu Ile Arg
130 135 140

Asn Met Phe Pro Ala Asn Leu Val Glu Ala Thr Phe Lys Gln Tyr Arg
145 150 155 160

Thr Lys Thr Thr Pro Val Val Lys Ser Pro Lys Val Ala Pro Glu Glu
165 170 175

Ala Pro Pro Arg Arg Ile Leu Ile Tyr Gly Val Gln Glu Glu Asn Gly
180 185 190

Ser His Val Gln Asn Phe Ala Leu Asp Leu Thr Pro Pro Pro Glu Val
195 200 205

Val Tyr Lys Ser Glu Pro Gly Thr Ser Asp Gly Met Asn Val Leu Gly
210 215 220

Ile Val Phe Phe Ser Ala Thr Met Gly Ile Met Leu Gly Arg Met Gly
225 230 235 240

Asp Ser Gly Ala Pro Leu Val Ser Phe Cys Gln Cys Leu Asn Glu Ser
245 250 255

Val Met Lys Ile Val Ala Val Ala Val Trp Tyr Phe Pro Phe Gly Ile
260 265 270

Val Phe Leu Ile Ala Gly Lys Ile Leu Glu Met Asp Asp Pro Arg Ala
275 280 285

Val Gly Lys Lys Leu Gly Phe Tyr Ser Val Thr Val Val Cys Gly Leu
290 295 300

Val Leu His Gly Leu Phe Ile Leu Pro Leu Leu Tyr Phe Phe Ile Thr
305 310 315 320

Lys Lys Asn Pro Ile Val Phe Ile Arg Gly Ile Leu Gln Ala Leu Leu
325 330 335

Ile Ala Leu Ala Thr Ser Ser Ser Ser Ala Thr Leu Pro Ile Thr Phe
340 345 350

Lys Cys Leu Leu Glu Asn Asn His Ile Asp Arg Arg Ile Ala Arg Phe
355 360 365

Val Leu Pro Val Gly Ala Thr Ile Asn Met Asp Gly Thr Ala Leu Tyr
370 375 380

Glu Ala Val Ala Ala Ile Phe Ile Ala Gln Val Asn Asn Tyr Glu Leu
385 390 395 400

Asp Phe Gly Gln Ile Ile Thr Ile Ser Ile Thr Ala Thr Ala Ala Ser
405 410 415

Ile Gly Ala Ala Gly Ile Pro Gln Ala Gly Leu Val Thr Met Val Ile
420 425 430

Val Leu Thr Ser Val Gly Leu Pro Thr Asp Asp Ile Thr Leu Ile Ile
435 440 445

Ala Val Asp Trp Ala Leu Asp Arg Phe Arg Thr Met Ile Asn Val Leu
450 455 460

Gly Asp Ala Leu Ala Ala Gly Ile Met Ala His Ile Cys Arg Lys Asp
465 470 475 480
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Phe Ala Arg Asp Thr Gly Thr Glu Lys Leu Leu Pro Cys Glu Thr Lys
485 490 495

Pro Val Ser Leu Gln Glu Ile Val Ala Ala Gln Gln Asn Gly Cys Val
500 505 510

Lys Ser Val Ala Glu Ala Ser Glu Leu Thr Leu Gly Pro Thr Cys Pro
515 520 525

His His Val Pro Val Gln Val Glu Arg Asp Glu Glu Leu Pro Ala Ala
530 535 540

Ser Leu Asn His Cys Thr Ile Gln Ile Ser Glu Leu Glu Thr Asn Val
545 550 555 560

<210> SEQ ID NO 72

<211> LENGTH: 840

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 72

Met Val Thr Val Gly Asn Tyr Cys Glu Ala Glu Gly Pro Val Gly Pro
1 5 10 15

Ala Trp Met Gln Asp Gly Leu Ser Pro Cys Phe Phe Phe Thr Leu Val
20 25 30

Pro Ser Thr Arg Met Ala Leu Gly Thr Leu Ala Leu Val Leu Ala Leu
35 40 45

Pro Cys Arg Arg Arg Glu Arg Pro Ala Gly Ala Asp Ser Leu Ser Trp
50 55 60

Gly Ala Gly Pro Arg Ile Ser Pro Tyr Val Leu Gln Leu Leu Leu Ala
65 70 75 80

Thr Leu Gln Ala Ala Leu Pro Leu Ala Gly Leu Ala Gly Arg Val Gly
85 90 95

Thr Ala Arg Gly Ala Pro Leu Pro Ser Tyr Leu Leu Leu Ala Ser Val
100 105 110

Leu Glu Ser Leu Ala Gly Ala Cys Gly Leu Trp Leu Leu Val Val Glu
115 120 125

Arg Ser Gln Ala Arg Gln Arg Leu Ala Met Gly Ile Trp Ile Lys Phe
130 135 140

Arg His Ser Pro Gly Leu Leu Leu Leu Trp Thr Val Ala Phe Ala Ala
145 150 155 160

Glu Asn Leu Ala Leu Val Ser Trp Asn Ser Pro Gln Trp Trp Trp Ala
165 170 175

Arg Ala Asp Leu Gly Gln Gln Val Gln Phe Ser Leu Trp Val Leu Arg
180 185 190

Tyr Val Val Ser Gly Gly Leu Phe Val Leu Gly Leu Trp Ala Pro Gly
195 200 205

Leu Arg Pro Gln Ser Tyr Thr Leu Gln Val His Glu Glu Asp Gln Asp
210 215 220

Val Glu Arg Ser Gln Val Arg Ser Ala Ala Gln Gln Ser Thr Trp Arg
225 230 235 240

Asp Phe Gly Arg Lys Leu Arg Leu Leu Ser Gly Tyr Leu Trp Pro Arg
245 250 255

Gly Ser Pro Ala Leu Gln Leu Val Val Leu Ile Cys Leu Gly Leu Met
260 265 270

Gly Leu Glu Arg Ala Leu Asn Val Leu Val Pro Ile Phe Tyr Arg Asn
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275 280 285

Ile Val Asn Leu Leu Thr Glu Lys Ala Pro Trp Asn Ser Leu Ala Trp
290 295 300

Thr Val Thr Ser Tyr Val Phe Leu Lys Phe Leu Gln Gly Gly Gly Thr
305 310 315 320

Gly Ser Thr Gly Phe Val Ser Asn Leu Arg Thr Phe Leu Trp Ile Arg
325 330 335

Val Gln Gln Phe Thr Ser Arg Arg Val Glu Leu Leu Ile Phe Ser His
340 345 350

Leu His Glu Leu Ser Leu Arg Trp His Leu Gly Arg Arg Thr Gly Glu
355 360 365

Val Leu Arg Ile Ala Asp Arg Gly Thr Ser Ser Val Thr Gly Leu Leu
370 375 380

Ser Tyr Leu Val Phe Asn Val Ile Pro Thr Leu Ala Asp Ile Ile Ile
385 390 395 400

Gly Ile Ile Tyr Phe Ser Met Phe Phe Asn Ala Trp Phe Gly Leu Ile
405 410 415

Val Phe Leu Cys Met Ser Leu Tyr Leu Thr Leu Thr Ile Val Val Thr
420 425 430

Glu Trp Arg Thr Lys Phe Arg Arg Ala Met Asn Thr Gln Glu Asn Ala
435 440 445

Thr Arg Ala Arg Ala Val Asp Ser Leu Leu Asn Phe Glu Thr Val Lys
450 455 460

Tyr Tyr Asn Ala Glu Ser Tyr Glu Val Glu Arg Tyr Arg Glu Ala Ile
465 470 475 480

Ile Lys Tyr Gln Gly Leu Glu Trp Lys Ser Ser Ala Ser Leu Val Leu
485 490 495

Leu Asn Gln Thr Gln Asn Leu Val Ile Gly Leu Gly Leu Leu Ala Gly
500 505 510

Ser Leu Leu Cys Ala Tyr Phe Val Thr Glu Gln Lys Leu Gln Val Gly
515 520 525

Asp Tyr Val Leu Phe Gly Thr Tyr Ile Ile Gln Leu Tyr Met Pro Leu
530 535 540

Asn Trp Phe Gly Thr Tyr Tyr Arg Met Ile Gln Thr Asn Phe Ile Asp
545 550 555 560

Met Glu Asn Met Phe Asp Leu Leu Lys Glu Glu Thr Glu Val Lys Asp
565 570 575

Leu Pro Gly Ala Gly Pro Leu Arg Phe Gln Lys Gly Arg Ile Glu Phe
580 585 590

Glu Asn Val His Phe Ser Tyr Ala Asp Gly Arg Glu Thr Leu Gln Asp
595 600 605

Val Ser Phe Thr Val Met Pro Gly Gln Thr Leu Ala Leu Val Gly Pro
610 615 620

Ser Gly Ala Gly Lys Ser Thr Ile Leu Arg Leu Leu Phe Arg Phe Tyr
625 630 635 640

Asp Ile Ser Ser Gly Cys Ile Arg Ile Asp Gly Gln Asp Ile Ser Gln
645 650 655

vVal Thr Gln Ala Ser Leu Arg Ser His Ile Gly Val Val Pro Gln Asp
660 665 670

Thr Val Leu Phe Asn Asp Thr Ile Ala Asp Asn Ile Arg Tyr Gly Arg
675 680 685
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Val Thr Ala Gly Asn Asp Glu Val Glu Ala Ala Ala Gln Ala Ala Gly
690 695 700

Ile His Asp Ala Ile Met Ala Phe Pro Glu Gly Tyr Arg Thr Gln Val
705 710 715 720

Gly Glu Arg Gly Leu Lys Leu Ser Gly Gly Glu Lys Gln Arg Val Ala
725 730 735

Ile Ala Arg Thr Ile Leu Lys Ala Pro Gly Ile Ile Leu Leu Asp Glu
740 745 750

Ala Thr Ser Ala Leu Asp Thr Ser Asn Glu Arg Ala Ile Gln Ala Ser
755 760 765

Leu Ala Lys Val Cys Ala Asn Arg Thr Thr Ile Val Val Ala His Arg
770 775 780

Leu Ser Thr Val Val Asn Ala Asp Gln Ile Leu Val Ile Lys Asp Gly
785 790 795 800

Cys Ile Val Glu Arg Gly Arg His Glu Ala Leu Leu Ser Arg Gly Gly
805 810 815

Val Tyr Ala Asp Met Trp Gln Leu Gln Gln Gly Gln Glu Glu Thr Ser
820 825 830

Glu Asp Thr Lys Pro Gln Thr Met
835 840

<210> SEQ ID NO 73

<211> LENGTH: 332

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 73

Met Leu Leu Glu Thr Gln Asp Ala Leu Tyr Val Ala Leu Glu Leu Val
1 5 10 15

Ile Ala Ala Leu Ser Val Ala Gly Asn Val Leu Val Cys Ala Ala Val
20 25 30

Gly Thr Ala Asn Thr Leu Gln Thr Pro Thr Asn Tyr Phe Leu Val Ser
35 40 45

Leu Ala Ala Ala Asp Val Ala Val Gly Leu Phe Ala Ile Pro Phe Ala
50 55 60

Ile Thr Ile Ser Leu Gly Phe Cys Thr Asp Phe Tyr Gly Cys Leu Phe
Leu Ala Cys Phe Val Leu Val Leu Thr Gln Ser Ser Ile Phe Ser Leu
85 90 95

Leu Ala Val Ala Val Asp Arg Tyr Leu Ala Ile Cys Val Pro Leu Arg
100 105 110

Tyr Lys Ser Leu Val Thr Gly Thr Arg Ala Arg Gly Val Ile Ala Val
115 120 125

Leu Trp Val Leu Ala Phe Gly Ile Gly Leu Thr Pro Phe Leu Gly Trp
130 135 140

Asn Ser Lys Asp Ser Ala Thr Asn Asn Cys Thr Glu Pro Trp Asp Gly
145 150 155 160

Thr Thr Asn Glu Ser Cys Cys Leu Val Lys Cys Leu Phe Glu Asn Val
165 170 175

Val Pro Met Ser Tyr Met Val Tyr Phe Asn Phe Phe Gly Cys Val Leu
180 185 190

Pro Pro Leu Leu Ile Met Leu Val Ile Tyr Ile Lys Ile Phe Leu Val



US 2004/0219579 Al Nov. 4, 2004
156

-continued

195 200 205

Ala Cys Arg Gln Leu Gln Arg Thr Glu Leu Met Asp His Ser Arg Thr
210 215 220

Thr Leu Gln Arg Glu Ile His Ala Ala Lys Ser Leu Ala Met Ile Val
225 230 235 240

Gly Ile Phe Ala Leu Cys Trp Leu Pro Val His Ala Val Asn Cys Val
245 250 255

Thr Leu Phe Gln Pro Ala Gln Gly Lys Asn Lys Pro Lys Trp Ala Met
260 265 270

Asn Met Ala Ile Leu Leu Ser His Ala Asn Ser Val Val Asn Pro Ile
275 280 285

val Tyr Ala Tyr Arg Asn Arg Asp Phe Arg Tyr Thr Phe His Lys Ile
290 295 300

Ile Ser Arg Tyr Leu Leu Cys Gln Ala Asp Val Lys Ser Gly Asn Gly
305 310 315 320

Gln Ala Gly Val Gln Pro Ala Leu Gly Val Gly Leu
325 330

<210> SEQ ID NO 74

<211> LENGTH: 180

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 74

Met Gly Leu Gly Ala Arg Gly Ala Trp Ala Ala Leu Leu Leu Gly Thr
1 5 10 15

Leu Gln Val Leu Ala Leu Leu Gly Ala Ala His Glu Ser Ala Ala Met
20 25 30

Ala Glu Thr Leu Gln His Val Pro Ser Asp His Thr Asn Glu Thr Ser
35 40 45

Asn Ser Thr Val Lys Pro Pro Thr Ser Val Ala Ser Asp Ser Ser Asn
50 55 60

Thr Thr Val Thr Thr Met Lys Pro Thr Ala Ala Ser Asn Thr Thr Thr
65 70 75 80

Pro Gly Met Val Ser Thr Asn Met Thr Ser Thr Thr Leu Lys Ser Thr
85 90 95

Pro Lys Thr Thr Ser Val Ser Gln Asn Thr Ser Gln Ile Ser Thr Ser
100 105 110

Thr Met Thr Val Thr His Asn Ser Ser Val Thr Ser Ala Ala Ser Ser
115 120 125

vVal Thr Ile Thr Thr Thr Met His Ser Glu Ala Lys Lys Gly Ser Lys
130 135 140

Phe Asp Thr Gly Ser Phe Val Gly Gly Ile Val Leu Thr Leu Gly Val
145 150 155 160

Leu Ser Ile Leu Tyr Ile Gly Cys Lys Met Tyr Tyr Ser Arg Arg Gly
165 170 175

Ile Arg Tyr Arg
180

<210> SEQ ID NO 75

<211> LENGTH: 240

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens



US 2004/0219579 Al Nov. 4, 2004
157

-continued

<400> SEQUENCE: 75

Met Ala Gln His Gly Ala Met Gly Ala Phe Arg Ala Leu Cys Gly Leu
1 5 10 15

Ala Leu Leu Cys Ala Leu Ser Leu Gly Gln Arg Pro Thr Gly Gly Pro
20 25 30

Gly Cys Gly Pro Gly Arg Leu Leu Leu Gly Thr Gly Thr Asp Ala Arg
35 40 45

Cys Cys Arg Val His Thr Thr Arg Cys Cys Arg Asp Tyr Pro Gly Glu
50 55 60

Glu Cys Cys Ser Glu Trp Asp Cys Met Cys Val Gln Pro Glu Phe His
65 70 75 80

Cys Gly Asp Pro Cys Cys Thr Thr Cys Arg His His Pro Cys Pro Pro
85 90 95

Gly Gln Gly Val Gln Ser Gln Gly Lys Phe Ser Phe Gly Phe Gln Cys
100 105 110

Ile Asp Cys Ala Ser Gly Thr Phe Ser Gly Gly His Glu Gly His Cys
115 120 125

Lys Pro Trp Thr Asp Cys Thr Gln Phe Gly Phe Leu Thr Val Phe Pro
130 135 140

Gly Asn Lys Thr His Asn Ala Val Cys Val Pro Gly Ser Pro Pro Ala
145 150 155 160

Glu Pro Leu Gly Trp Leu Thr Val Val Leu Leu Ala Val Ala Ala Cys
165 170 175

Val Leu Leu Leu Thr Ser Ala Gln Leu Gly Leu His Ile Trp Gln Leu
180 185 190

Arg Ser Gln Cys Met Trp Pro Arg Glu Thr Gln Leu Leu Leu Glu Val
195 200 205

Pro Pro Ser Thr Glu Asp Ala Arg Ser Cys Gln Phe Pro Glu Glu Glu
210 215 220

Arg Gly Glu Arg Ser Ala Glu Glu Lys Gly Arg Leu Gly Asp Leu Trp
225 230 235 240

<210> SEQ ID NO 76

<211> LENGTH: 514

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 76

Met Gly Cys Asp Gly Arg Val Ser Gly Leu Leu Arg Arg Asn Leu Gln
1 5 10 15

Pro Thr Leu Thr Tyr Trp Ser Val Phe Phe Ser Phe Gly Leu Cys Ile
20 25 30

Ala Phe Leu Gly Pro Thr Leu Leu Asp Leu Arg Cys Gln Thr His Ser
35 40 45

Ser Leu Pro Gln Ile Ser Trp Val Phe Phe Ser Gln Gln Leu Cys Leu
50 55 60

Leu Leu Gly Ser Ala Leu Gly Gly Val Phe Lys Arg Thr Leu Ala Gln
65 70 75 80

Ser Leu Trp Ala Leu Phe Thr Ser Ser Leu Ala Ile Ser Leu Val Phe

Ala Val Ile Pro Phe Cys Arg Asp Val Lys Val Leu Ala Ser Val Met
100 105 110
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Ala Leu Ala Gly Leu Ala Met Gly Cys Ile Asp Thr Val Ala Asn Met
115 120 125

Gln Leu Val Arg Met Tyr Gln Lys Asp Ser Ala Val Phe Leu Gln Val
130 135 140

Leu His Phe Phe Val Gly Phe Gly Ala Leu Leu Ser Pro Leu Ile Ala
145 150 155 160

Asp Pro Phe Leu Ser Glu Ala Asn Cys Leu Pro Ala Asn Ser Thr Ala
165 170 175

Asn Thr Thr Ser Arg Gly His Leu Phe His Val Ser Arg Val Leu Gly
180 185 190

Gln His His Val Asp Ala Lys Pro Trp Ser Asn Gln Thr Phe Pro Gly
195 200 205

Leu Thr Pro Lys Asp Gly Ala Gly Thr Arg Val Ser Tyr Ala Phe Trp
210 215 220

Ile Met Ala Leu Ile Asp Leu Pro Val Pro Met Ala Val Leu Met Leu
225 230 235 240

Leu Ser Lys Glu Arg Leu Leu Thr Cys Cys Pro Gln Arg Arg Pro Leu
245 250 255

Leu Leu Ser Ala Asp Glu Leu Ala Leu Glu Thr Gln Pro Pro Glu Lys
260 265 270

Glu Asp Ala Ser Ser Leu Pro Pro Lys Phe Gln Ser His Leu Gly His
275 280 285

Glu Asp Leu Phe Ser Cys Cys Gln Arg Lys Asn Leu Arg Gly Ala Pro
290 295 300

Tyr Ser Phe Phe Ala Ile His Ile Thr Gly Ala Leu Val Leu Phe Met
305 310 315 320

Thr Asp Gly Leu Thr Gly Ala Tyr Ser Ala Phe Val Tyr Ser Tyr Ala
325 330 335

Val Glu Lys Pro Leu Ser Val Gly His Lys Val Ala Gly Tyr Leu Pro
340 345 350

Ser Leu Phe Trp Gly Phe Ile Thr Leu Gly Arg Leu Leu Ser Ile Pro
355 360 365

Ile Ser Ser Arg Met Lys Pro Ala Thr Met Val Phe Ile Asn Val Vval
370 375 380

Gly Val Val Val Thr Phe Leu Val Leu Leu Ile Phe Ser Tyr Asn Val
385 390 395 400

Val Phe Leu Phe Val Gly Thr Ala Ser Leu Gly Leu Phe Leu Ser Ser
405 410 415

Thr Phe Pro Ser Met Leu Ala Tyr Thr Glu Asp Ser Leu Gln Tyr Lys
420 425 430

Gly Cys Ala Thr Thr Val Leu Val Thr Gly Ala Gly Val Gly Glu Met
435 440 445

Val Leu Gln Met Leu Val Gly Ser Ile Phe Gln Ala Gln Gly Ser Tyr
450 455 460

Ser Phe Leu Val Cys Gly Val Ile Phe Gly Cys Leu Ala Phe Thr Phe
465 470 475 480

Tyr Ile Leu Leu Leu Phe Phe His Arg Met His Pro Gly Leu Pro Ser
485 490 495

Val Pro Thr Gln Asp Arg Ser Ile Gly Met Glu Asn Ser Glu Cys Tyr
500 505 510

Gln Arg



US 2004/0219579 Al

159

-continued

Nov. 4, 2004

<210>
<211>
<212>
<213>

<400>

SEQ ID NO 77

LENGTH:

TYPE: PRT
ORGANISM:

SEQUENCE :

Met Gly Pro Glu

1

Leu Al

a Leu

Gly Leu Pro

Gly Tyr Ala

50

val Gl
65

y Ser

Tyr Lys Cys

Leu Gl

n Thr

Met Ser Leu

115

Leu Thr Cys

13

0

Thr Thr Gly

145

Ser Phe Ser

Val Val Cys

Asn Phe Leu

Thr Gl
21

195

n Val
0

Asn Leu Asn

225

Gln Thr Ser

Gln Tyr Ala

Ser Al

a Thr
275

Gly Ser Met

29

0

Leu Arg Phe

305

Asp Thr Lys

Thr G1

Lys Al

u Arg

a Gly

Ser

20

Glu

val

Pro

Pro

Ser

100

Gly

Gly

Val

Pro

Asp

180

Glu

Gly

Thr

Gln

Arg

260

Lys

Leu

Gly

Asn

Tyr

340

Thr

1181

77

Arg

Gln

Ala

Gln

Trp

Val

85

Thr

Leu

Pro

Cys

Ala

165

Glu

Lys

Leu

Tyr

Tyr

245

Lys

Val

Lys

Ile

Leu

325

Phe

Leu

Thr

Gly

Lys

Gln

Ser

70

Asp

Ser

Ile

Leu

Ser

150

Thr

Ser

Phe

Ile

Lys

230

Gly

Tyr

Met

Ala

Ala

310

Ile

Phe

Gly

Homo Sapiens

Gly

Ile

Ile

Phe

55

Gly

Leu

Ile

Leu

Trp

135

Asp

Gln

Asn

Val

Gln

215

Thr

Gly

Ala

Val

Val

295

Val

Lys

Asn

Glu

Ala

Leu

Phe

Ile

Phe

Ser

Pro

Thr

120

Ala

Ile

Pro

Ser

Gln

200

Tyr

Lys

Asp

Tyr

Val

280

Ile

Leu

Glu

Val

Gln

Ala

Asn

25

Ser

Asn

Pro

Thr

Asn

105

Arg

Gln

Ser

Cys

Ile

185

Gly

Ala

Glu

Leu

Ser

265

Val

Asp

Gly

Ile

Ser

345

Ile

Pro

Cys

Gly

Pro

Glu

Ala

90

val

Asn

Gln

Pro

Pro

170

Tyr

Leu

Asn

Glu

Thr

250

Ala

Thr

Gln

Tyr

Lys

330

Asp

Phe

Leu

Cys

Pro

Lys

Asn

75

Thr

Thr

Met

Cys

Asp

155

Ser

Pro

Asp

Asn

Met

235

Asn

Ala

Asp

Cys

Leu

315

Ala

Glu

Ser

Pro

Leu

Ser

Gly

60

Arg

Cys

Glu

Gly

Gly

140

Phe

Leu

Trp

Ile

Pro

220

Ile

Thr

Ser

Gly

Asn

300

Asn

Ile

Ala

Ile

Leu

Ala

Ser

Asn

Met

Glu

Met

Thr

125

Asn

Gln

Ile

Asp

Gly

205

Arg

Val

Phe

Gly

Glu

285

His

Arg

Ala

Ala

Glu

Leu

Tyr

30

Glu

Trp

Gly

Lys

Lys

110

Gly

Gln

Leu

Asp

Ala

190

Pro

val

Ala

Gly

Gly

270

Ser

Asp

Asn

Ser

Leu

350

Gly

Leu

15

Asn

Gln

Leu

Asp

Leu

95

Thr

Gly

Tyr

Ser

val

175

val

Thr

val

Thr

Ala

255

Arg

His

Asn

Ala

Ile

335

Leu

Thr

val

Val

Phe

Leu

val

80

Asn

Asn

Phe

Tyr

Ala

160

val

Lys

Lys

Phe

Ser

240

Ile

Arg

Asp

Ile

Leu

320

Pro

Glu

Val
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355 360 365

Gln Gly Gly Asp Asn Phe Gln Met Glu Met Ser Gln Val Gly Phe Ser
370 375 380

Ala Asp Tyr Ser Ser Gln Asn Asp Ile Leu Met Leu Gly Ala Val Gly
385 390 395 400

Ala Phe Gly Trp Ser Gly Thr Ile Val Gln Lys Thr Ser His Gly His
405 410 415

Leu Ile Phe Pro Lys Gln Ala Phe Asp Gln Ile Leu Gln Asp Arg Asn
420 425 430

His Ser Ser Tyr Leu Gly Tyr Ser Val Ala Ala Ile Ser Thr Gly Glu
435 440 445

Ser Thr His Phe Val Ala Gly Ala Pro Arg Ala Asn Tyr Thr Gly Gln
450 455 460

Ile Val Leu Tyr Ser Val Asn Glu Asn Gly Asn Ile Thr Val Ile Gln
465 470 475 480

Ala His Arg Gly Asp Gln Ile Gly Ser Tyr Phe Gly Ser Val Leu Cys
485 490 495

Ser Val Asp Val Asp Lys Asp Thr Ile Thr Asp Val Leu Leu Val Gly
500 505 510

Ala Pro Met Tyr Met Ser Asp Leu Lys Lys Glu Glu Gly Arg Val Tyr
515 520 525

Leu Phe Thr Ile Lys Lys Gly Ile Leu Gly Gln His Gln Phe Leu Glu
530 535 540

Gly Pro Glu Gly Ile Glu Asn Thr Arg Phe Gly Ser Ala Ile Ala Ala
545 550 555 560

Leu Ser Asp Ile Asn Met Asp Gly Phe Asn Asp Val Ile Val Gly Ser
565 570 575

Pro Leu Glu Asn Gln Asn Ser Gly Ala Val Tyr Ile Tyr Asn Gly His
580 585 590

Gln Gly Thr Ile Arg Thr Lys Tyr Ser Gln Lys Ile Leu Gly Ser Asp
595 600 605

Gly Ala Phe Arg Ser His Leu Gln Tyr Phe Gly Arg Ser Leu Asp Gly
610 615 620

Tyr Gly Asp Leu Asn Gly Asp Ser Ile Thr Asp Val Ser Ile Gly Ala
625 630 635 640

Phe Gly Gln Val Val Gln Leu Trp Ser Gln Ser Ile Ala Asp Val Ala
645 650 655

Ile Glu Ala Ser Phe Thr Pro Glu Lys Ile Thr Leu Val Asn Lys Asn
660 665 670

Ala Gln Ile Ile Leu Lys Leu Cys Phe Ser Ala Lys Phe Arg Pro Thr
675 680 685

Lys Gln Asn Asn Gln Val Ala Ile Val Tyr Asn Ile Thr Leu Asp Ala
690 695 700

Asp Gly Phe Ser Ser Arg Val Thr Ser Arg Gly Leu Phe Lys Glu Asn
705 710 715 720

Asn Glu Arg Cys Leu Gln Lys Asn Met Val Val Asn Gln Ala Gln Ser
725 730 735

Cys Pro Glu His Ile Ile Tyr Ile Gln Glu Pro Ser Asp Val Val Asn
740 745 750

Ser Leu Asp Leu Arg Val Asp Ile Ser Leu Glu Asn Pro Gly Thr Ser
755 760 765
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Pro Ala Leu Glu Ala Tyr Ser Glu Thr Ala Lys Val Phe Ser Ile Pro
770 775 780

Phe His Lys Asp Cys Gly Glu Asp Gly Leu Cys Ile Ser Asp Leu Val
785 790 795 800

Leu Asp Val Arg Gln Ile Pro Ala Ala Gln Glu Gln Pro Phe Ile Val
805 810 815

Ser Asn Gln Asn Lys Arg Leu Thr Phe Ser Val Thr Leu Lys Asn Lys
820 825 830

Arg Glu Ser Ala Tyr Asn Thr Gly Ile Val Val Asp Phe Ser Glu Asn
835 840 845

Leu Phe Phe Ala Ser Phe Ser Leu Pro Val Asp Gly Thr Glu Val Thr
850 855 860

Cys Gln Val Ala Ala Ser Gln Lys Ser Val Ala Cys Asp Val Gly Tyr
865 870 875 880

Pro Ala Leu Lys Arg Glu Gln Gln Val Thr Phe Thr Ile Asn Phe Asp
885 890 895

Phe Asn Leu Gln Asn Leu Gln Asn Gln Ala Ser Leu Ser Phe Gln Ala
900 905 910

Leu Ser Glu Ser Gln Glu Glu Asn Lys Ala Asp Asn Leu Val Asn Leu
915 920 925

Lys Ile Pro Leu Leu Tyr Asp Ala Glu Ile His Leu Thr Arg Ser Thr
930 935 940

Asn Ile Asn Phe Tyr Glu Ile Ser Ser Asp Gly Asn Val Pro Ser Ile
945 950 955 960

val His Ser Phe Glu Asp Val Gly Pro Lys Phe Ile Phe Ser Leu Lys
965 970 975

Val Thr Thr Gly Ser Val Pro Val Ser Met Ala Thr Val Ile Ile His
980 985 990

Ile Pro Gln Tyr Thr Lys Glu Lys Asn Pro Leu Met Tyr Leu Thr Gly
995 1000 1005

Val Gln Thr Asp Lys Ala Gly Asp Ile Ser Cys Asn Ala Asp Ile
1010 1015 1020

Asn Pro Leu Lys Ile Gly Gln Thr Ser Ser Ser Val Ser Phe Lys
1025 1030 1035

Ser Glu Asn Phe Arg His Thr Lys Glu Leu Asn Cys Arg Thr Ala
1040 1045 1050

Ser Cys Ser Asn Val Thr Cys Trp Leu Lys Asp Val His Met Lys
1055 1060 1065

Gly Glu Tyr Phe Val Asn Val Thr Thr Arg Ile Trp Asn Gly Thr
1070 1075 1080

Phe Ala Ser Ser Thr Phe Gln Thr Val Gln Leu Thr Ala Ala Ala
1085 1090 1095

Glu Ile Asn Thr Tyr Asn Pro Glu Ile Tyr Val Ile Glu Asp Asn
1100 1105 1110

Thr Val Thr Ile Pro Leu Met 1Ile Met Lys Pro Asp Glu Lys Ala
1115 1120 1125

Glu Val Pro Thr Gly Val Ile TIle Gly Ser Ile Ile Ala Gly Ile
1130 1135 1140

Leu Leu Leu Leu Ala Leu Val Ala Ile Leu Trp Lys Leu Gly Phe
1145 1150 1155
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Phe Lys Arg Lys Tyr Glu Lys Met Thr Lys Asn Pro Asp Glu Ile
1160 1165 1170

Asp Glu Thr Thr Glu Leu Ser Ser
1175 1180

<210> SEQ ID NO 78

<211> LENGTH: 332

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 78

Met Tyr Arg Pro Arg Ala Arg Ala Ala Pro Glu Gly Arg Val Arg Gly
1 5 10 15

Cys Ala Val Pro Ser Thr Val Leu Leu Leu Leu Ala Tyr Leu Ala Tyr
20 25 30

Leu Ala Leu Gly Thr Gly Val Phe Trp Thr Leu Glu Gly Arg Ala Ala
35 40 45

Gln Asp Ser Ser Arg Ser Phe Gln Arg Asp Lys Trp Glu Leu Leu Gln
Asn Phe Thr Cys Leu Asp Arg Pro Ala Leu Asp Ser Leu Ile Arg Asp
65 70 75 80

Val Val Gln Ala Tyr Lys Asn Gly Ala Ser Leu Leu Ser Asn Thr Thr
85 90 95

Ser Met Gly Arg Trp Glu Leu Val Gly Ser Phe Phe Phe Ser Val Ser
100 105 110

Thr Ile Thr Thr Ile Gly Tyr Gly Asn Leu Ser Pro Asn Thr Met Ala
115 120 125

Ala Arg Leu Phe Cys Ile Phe Phe Ala Leu Val Gly Ile Pro Leu Asn
130 135 140

Leu Val Val Leu Asn Arg Leu Gly His Leu Met Gln Gln Gly Val Asn
145 150 155 160

His Trp Ala Ser Arg Leu Gly Gly Thr Trp Gln Asp Pro Asp Lys Ala
165 170 175

Arg Trp Leu Ala Gly Ser Gly Ala Leu Leu Ser Gly Leu Leu Leu Phe
180 185 190

Leu Leu Leu Pro Pro Leu Leu Phe Ser His Met Glu Gly Trp Ser Tyr
195 200 205

Thr Glu Gly Phe Tyr Phe Ala Phe Ile Thr Leu Ser Thr Val Gly Phe
210 215 220

Gly Asp Tyr Val Ile Gly Met Asn Pro Ser Gln Arg Tyr Pro Leu Trp
225 230 235 240

Tyr Lys Asn Met Val Ser Leu Trp Ile Leu Phe Gly Met Ala Trp Leu
245 250 255

Ala Leu Ile Ile Lys Leu Ile Leu Ser Gln Leu Glu Thr Pro Gly Arg
260 265 270

Val Cys Ser Cys Cys His His Ser Ser Lys Glu Asp Phe Lys Ser Gln
275 280 285

Ser Trp Arg Gln Gly Pro Asp Arg Glu Pro Glu Ser His Ser Pro Gln
290 295 300

Gln Gly Cys Tyr Pro Glu Gly Pro Met Gly Ile Ile Gln His Leu Glu
305 310 315 320

Pro Ser Ala His Ala Ala Gly Cys Gly Lys Asp Ser
325 330
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<210> SEQ ID NO 79

<211> LENGTH: 328

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 79

Met Glu Trp Asp Asn Gly Thr Gly Gln Ala Leu Gly Leu Pro Pro Thr
1 5 10 15

Thr Cys Val Tyr Arg Glu Asn Phe Lys Gln Leu Leu Leu Pro Pro Val
20 25 30

Tyr Ser Ala Val Leu Ala Ala Gly Leu Pro Leu Asn Ile Cys Val Ile
Thr Gln Ile Cys Thr Ser Arg Arg Ala Leu Thr Arg Thr Ala Val Tyr
50 55 60

Thr Leu Asn Leu Ala Leu Ala Asp Leu Leu Tyr Ala Cys Ser Leu Pro
65 70 75 80

Leu Leu Ile Tyr Asn Tyr Ala Gln Gly Asp His Trp Pro Phe Gly Asp
85 90 95

Phe Ala Cys Arg Leu Val Arg Phe Leu Phe Tyr Ala Asn Leu His Gly
100 105 110

Ser Ile Leu Phe Leu Thr Cys Ile Ser Phe Gln Arg Tyr Leu Gly Ile
115 120 125

Cys His Pro Leu Ala Pro Trp His Lys Arg Gly Gly Arg Arg Ala Ala
130 135 140

Trp Leu Val Cys Val Ala Val Trp Leu Ala Val Thr Thr Gln Cys Leu
145 150 155 160

Pro Thr Ala Ile Phe Ala Ala Thr Gly Ile Gln Arg Asn Arg Thr Val
165 170 175

Cys Tyr Asp Leu Ser Pro Pro Ala Leu Ala Thr His Tyr Met Pro Tyr
180 185 190

Gly Met Ala Leu Thr Val Ile Gly Phe Leu Leu Pro Phe Ala Ala Leu
195 200 205

Leu Ala Cys Tyr Cys Leu Leu Ala Cys Arg Leu Cys Arg Gln Asp Gly
210 215 220

Pro Ala Glu Pro Val Ala Gln Glu Arg Arg Gly Lys Ala Ala Arg Met
225 230 235 240

Ala Val Val Val Ala Ala Ala Phe Ala Ile Ser Phe Leu Pro Phe His
245 250 255

Ile Thr Lys Thr Ala Tyr Leu Ala Val Arg Ser Thr Pro Gly Val Pro
260 265 270

Cys Thr Val Leu Glu Ala Phe Ala Ala Ala Tyr Lys Gly Thr Arg Pro
275 280 285

Phe Ala Ser Ala Asn Ser Val Leu Asp Pro Ile Leu Phe Tyr Phe Thr
290 295 300

Gln Lys Lys Phe Arg Arg Arg Pro His Glu Leu Leu Gln Lys Leu Thr
305 310 315 320

Ala Lys Trp Gln Arg Gln Gly Arg
325

<210> SEQ ID NO 80
<211> LENGTH: 581
<212> TYPE: PRT
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-continued

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 80

Met Gln Arg Pro Gly Pro Arg Leu Trp Leu Val Leu Gln Val Met Gly
1 5 10 15

Ser Cys Ala Ala Ile Ser Ser Met Asp Met Glu Arg Pro Gly Asp Gly
20 25 30

Lys Cys Gln Pro Ile Glu Ile Pro Met Cys Lys Asp Ile Gly Tyr Asn
35 40 45

Met Thr Arg Met Pro Asn Leu Met Gly His Glu Asn Gln Arg Glu Ala
50 55 60

Ala Ile Gln Leu His Glu Phe Ala Pro Leu Val Glu Tyr Gly Cys His
65 70 75 80

Gly His Leu Arg Phe Phe Leu Cys Ser Leu Tyr Ala Pro Met Cys Thr
85 90 95

Glu Gln Val Ser Thr Pro Ile Pro Ala Cys Arg Val Met Cys Glu Gln
100 105 110

Ala Arg Leu Lys Cys Ser Pro Ile Met Glu Gln Phe Asn Phe Lys Trp
115 120 125

Pro Asp Ser Leu Asp Cys Arg Lys Leu Pro Asn Lys Asn Asp Pro Asn
130 135 140

Tyr Leu Cys Met Glu Ala Pro Asn Asn Gly Ser Asp Glu Pro Thr Arg
145 150 155 160

Gly Ser Gly Leu Phe Pro Pro Leu Phe Arg Pro Gln Arg Pro His Ser
165 170 175

Ala Gln Glu His Pro Leu Lys Asp Gly Gly Pro Gly Arg Gly Gly Cys
180 185 190

Asp Asn Pro Gly Lys Phe His His Val Glu Lys Ser Ala Ser Cys Ala
195 200 205

Pro Leu Cys Thr Pro Gly Val Asp Val Tyr Trp Ser Arg Glu Asp Lys
210 215 220

Arg Phe Ala Val Val Trp Leu Ala Ile Trp Ala Val Leu Cys Phe Phe
225 230 235 240

Ser Ser Ala Phe Thr Val Leu Thr Phe Leu Ile Asp Pro Ala Arg Phe
245 250 255

Arg Tyr Pro Glu Arg Pro Ile Ile Phe Leu Ser Met Cys Tyr Cys Val
260 265 270

Tyr Ser Val Gly Tyr Leu Ile Arg Leu Phe Ala Gly Ala Glu Ser Ile
275 280 285

Ala Cys Asp Arg Asp Ser Gly Gln Leu Tyr Val Ile Gln Glu Gly Leu
230 295 300

Glu Ser Thr Gly Cys Thr Leu Val Phe Leu Val Leu Tyr Tyr Phe Gly
305 310 315 320

Met Ala Ser Ser Leu Trp Trp Val Val Leu Thr Leu Thr Trp Phe Leu
325 330 335

Ala Ala Gly Lys Lys Trp Gly His Glu Ala Ile Glu Ala Asn Ser Ser
340 345 350

Tyr Phe His Leu Ala Ala Trp Ala Ile Pro Ala Val Lys Thr Ile Leu
355 360 365

Ile Leu Val Met Arg Arg Val Ala Gly Asp Glu Leu Thr Gly Val Cys
370 375 380
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Tyr Val Gly Ser Met Asp Val Asn Ala Leu Thr Gly Phe Val Leu Ile
385 390 395 400

Pro Leu Ala Cys Tyr Leu Val Ile Gly Thr Ser Phe Ile Leu Ser Gly
405 410 415

Phe Val Ala Leu Phe His Ile Arg Arg Val Met Lys Thr Gly Gly Glu
420 425 430

Asn Thr Asp Lys Leu Glu Lys Leu Met Val Arg Ile Gly Leu Phe Ser
435 440 445

Val Leu Tyr Thr Val Pro Ala Thr Cys Val Ile Ala Cys Tyr Phe Tyr
450 455 460

Glu Arg Leu Asn Met Asp Tyr Trp Lys Ile Leu Ala Ala Gln His Lys
465 470 475 480

Cys Lys Met Asn Asn Gln Thr Lys Thr Leu Asp Cys Leu Met Ala Ala
485 490 495

Ser Ile Pro Ala Val Glu Ile Phe Met Val Lys Ile Phe Met Leu Leu
500 505 510

Val Val Gly Ile Thr Ser Gly Met Trp Ile Trp Thr Ser Lys Thr Leu
515 520 525

Gln Ser Trp Gln Gln Val Cys Ser Arg Arg Leu Lys Lys Lys Ser Arg
530 535 540

Arg Lys Pro Ala Ser Val Ile Thr Ser Gly Gly Ile Tyr Lys Lys Ala
545 550 555 560

Gln His Pro Gln Lys Thr His His Gly Lys Tyr Glu Ile Pro Ala Gln
565 570 575

Ser Pro Thr Cys Val
580

<210> SEQ ID NO 81

<211> LENGTH: 539

<212> TYPE: PRT

<213> ORGANISM: Homo sapiens

<400> SEQUENCE: 81

Met Val Pro Gly Ala Arg Gly Gly Gly Ala Leu Ala Arg Ala Ala Gly
1 5 10 15

Arg Gly Leu Leu Ala Leu Leu Leu Ala Val Ser Ala Pro Leu Arg Leu
20 25 30

Gln Ala Glu Glu Leu Gly Asp Gly Cys Gly His Leu Val Thr Tyr Gln
35 40 45

Asp Ser Gly Thr Met Thr Ser Lys Asn Tyr Pro Gly Thr Tyr Pro Asn
His Thr Val Cys Glu Lys Thr Ile Thr Val Pro Lys Gly Lys Arg Leu
65 70 75 80

Ile Leu Arg Leu Gly Asp Leu Asp Ile Glu Ser Gln Thr Cys Ala Ser
85 90 95

Asp Tyr Leu Leu Phe Thr Ser Ser Ser Asp Gln Tyr Gly Pro Tyr Cys
100 105 110

Gly Ser Met Thr Val Pro Lys Glu Leu Leu Leu Asn Thr Ser Glu Val
115 120 125

Thr Val Arg Phe Glu Ser Gly Ser His Ile Ser Gly Arg Gly Phe Leu
130 135 140

Leu Thr Tyr Ala Ser Ser Asp His Pro Asp Leu Ile Thr Cys Leu Glu
145 150 155 160
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Arg Ala Ser His Tyr Leu Lys Thr Glu Tyr Ser Lys Phe Cys Pro Ala
165 170 175

Gly Cys Arg Asp Val Ala Gly Asp Ile Ser Gly Asn Met Val Asp Gly
180 185 190

Tyr Arg Asp Thr Ser Leu Leu Cys Lys Ala Ala Ile His Ala Gly Ile
195 200 205

Ile Ala Asp Glu Leu Gly Gly Gln Ile Ser Val Leu Gln Arg Lys Gly
210 215 220

Ile Ser Arg Tyr Glu Gly Ile Leu Ala Asn Gly Val Leu Ser Arg Asp
225 230 235 240

Gly Ser Leu Ser Asp Lys Arg Phe Leu Phe Thr Ser Asn Gly Cys Ser
245 250 255

Arg Ser Leu Ser Phe Glu Pro Asp Gly Gln Ile Arg Ala Ser Ser Ser
260 265 270

Trp Gln Ser Val Asn Glu Ser Gly Asp Gln Val His Trp Ser Pro Gly
275 280 285

Gln Ala Arg Leu Gln Asp Gln Gly Pro Ser Trp Ala Ser Gly Asp Ser
290 295 300

Ser Asn Asn His Lys Pro Arg Glu Trp Leu Glu Ile Asp Leu Gly Glu
305 310 315 320

Lys Lys Lys Ile Thr Gly Ile Arg Thr Thr Gly Ser Thr Gln Ser Asn
325 330 335

Phe Asn Phe Tyr Val Lys Ser Phe Val Met Asn Phe Lys Asn Asn Asn
340 345 350

Ser Lys Trp Lys Thr Tyr Lys Gly Ile Val Asn Asn Glu Glu Lys Val
355 360 365

Phe Gln Gly Asn Ser Asn Phe Arg Asp Pro Val Gln Asn Asn Phe Ile
370 375 380

Pro Pro Ile Val Ala Arg Tyr Val Arg Val Val Pro Gln Thr Trp His
385 390 395 400

Gln Arg Ile Ala Leu Lys Val Glu Leu Ile Gly Cys Gln Ile Thr Gln
405 410 415

Gly Asn Asp Ser Leu Val Trp Arg Lys Thr Ser Gln Ser Thr Ser Val
420 425 430

Ser Thr Lys Lys Glu Asp Glu Thr Ile Thr Arg Pro Ile Pro Ser Glu
435 440 445

Glu Thr Ser Thr Gly Ile Asn Ile Thr Thr Val Ala Ile Pro Leu Val
450 455 460

Leu Leu Val Val Leu Val Phe Ala Gly Met Gly Ile Phe Ala Ala Phe
465 470 475 480

Arg Lys Lys Lys Lys Lys Gly Ser Pro Tyr Gly Ser Ala Glu Ala Gln
485 490 495

Lys Thr Asp Cys Trp Lys Gln Ile Lys Tyr Pro Phe Ala Arg His Gln
500 505 510

Ser Ala Glu Phe Thr Ile Ser Tyr Asp Asn Glu Lys Glu Met Thr Gln
515 520 525

Lys Leu Asp Leu Ile Thr Ser Asp Met Ala Gly
530 535

<210> SEQ ID NO 82
<211> LENGTH: 539
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<212> TYPE: PRT
<213> ORGANISM: Homo sapiens

<400> SEQUENCE: 82

Met Val Pro Gly Ala Arg Gly Gly Gly Ala Leu Ala Arg Ala Ala Gly
1 5 10 15

Arg Gly Leu Leu Ala Leu Leu Leu Ala Val Ser Ala Pro Leu Arg Leu
20 25 30

Gln Ala Glu Glu Leu Gly Asp Gly Cys Gly His Leu Val Thr Tyr Gln
35 40 45

Asp Ser Gly Thr Met Thr Ser Lys Asn Tyr Pro Gly Thr Tyr Pro Asn
50 55 60

His Thr val Cys Glu Lys Thr Ile Thr Val Pro Lys Gly Lys Arg Leu
65 70 75 80

Ile Leu Arg Leu Gly Asp Leu Asp Ile Glu Ser Gln Thr Cys Ala Ser
85 90 95

Asp Tyr Leu Leu Phe Thr Ser Ser Ser Asp Gln Tyr Gly Pro Tyr Cys
100 105 110

Gly Ser Met Thr Val Pro Lys Glu Leu Leu Leu Asn Thr Ser Glu Val
115 120 125

Thr Val Arg Phe Glu Ser Gly Ser His Ile Ser Gly Arg Gly Phe Leu
130 135 140

Leu Thr Tyr Ala Ser Ser Asp His Pro Asp Leu Ile Thr Cys Leu Glu
145 150 155 160

Arg Ala Ser His Tyr Leu Lys Thr Glu Tyr Ser Lys Phe Cys Pro Ala
165 170 175

Gly Cys Arg Asp Val Ala Gly Asp Ile Ser Gly Asn Met Val Asp Gly
180 185 190

Tyr Arg Asp Thr Ser Leu Leu Cys Lys Ala Ala Ile His Ala Gly Ile
195 200 205

Ile Ala Asp Glu Leu Gly Gly Gln Ile Ser Val Leu Gln Arg Lys Gly
210 215 220

Ile Ser Arg Tyr Glu Gly Ile Leu Ala Asn Gly Val Leu Ser Arg Asp
225 230 235 240

Gly Ser Leu Ser Asp Lys Arg Phe Leu Phe Thr Ser Asn Gly Cys Ser
245 250 255

Arg Ser Leu Ser Phe Glu Pro Asp Gly Gln Ile Arg Ala Ser Ser Ser
260 265 270

Trp Gln Ser Val Asn Glu Ser Gly Asp Gln Val His Trp Ser Pro Gly
275 280 285

Gln Ala Arg Leu Gln Asp Gln Gly Pro Ser Trp Ala Ser Gly Asp Ser
2390 295 300

Ser Asn Asn His Lys Pro Arg Glu Trp Leu Glu Ile Asp Leu Gly Glu
305 310 315 320

Lys Lys Lys Ile Thr Gly Ile Arg Thr Thr Gly Ser Thr Gln Ser Asn
325 330 335

Phe Asn Phe Tyr Val Lys Ser Phe Val Met Asn Phe Lys Asn Asn Asn
340 345 350

Ser Lys Trp Lys Thr Tyr Lys Gly Ile Val Asn Asn Glu Glu Lys Val
355 360 365

Phe Gln Gly Asn Ser Asn Phe Arg Asp Pro Val Gln Asn Asn Phe Ile
370 375 380
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Pro Pro Ile Val Ala Arg Tyr Val Arg Val Val Pro Gln Thr Trp His
385 390 395 400

Gln Arg Ile Ala Leu Lys Val Glu Leu Ile Gly Cys Gln Ile Thr Gln
405 410 415

Gly Asn Asp Ser Leu Val Trp Arg Lys Thr Ser Gln Ser Thr Ser Val
420 425 430

Ser Thr Lys Lys Glu Asp Glu Thr Ile Thr Arg Pro Ile Pro Ser Glu
435 440 445

Glu Thr Ser Thr Gly Ile Asn Ile Thr Thr Val Ala Ile Pro Leu Val
450 455 460

Leu Leu Val Val Leu Val Phe Ala Gly Met Gly Ile Phe Ala Ala Phe
465 470 475 480

Arg Lys Lys Lys Lys Lys Gly Ser Pro Tyr Gly Ser Ala Glu Ala Gln
485 490 495

Lys Thr Asp Cys Trp Lys Gln Ile Lys Tyr Pro Phe Ala Arg His Gln
500 505 510

Ser Ala Glu Phe Thr Ile Ser Tyr Asp Asn Glu Lys Glu Met Thr Gln
515 520 525

Lys Leu Asp Leu Ile Thr Ser Asp Met Ala Gly

530 535

<210> SEQ ID NO 83

<211> LENGTH: 237

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 83

Met Ala Gly Val Ser Ala Cys Ile Lys Tyr Ser Met Phe Thr Phe Asn
1 5 10 15

Phe Leu Phe Trp Leu Cys Gly Ile Leu Ile Leu Ala Leu Ala Ile Trp
20 25 30

Val Arg Val Ser Asn Asp Ser Gln Ala Ile Phe Gly Ser Glu Asp Val
35 40 45

Gly Ser Ser Ser Tyr Val Ala Val Asp Ile Leu Ile Ala Val Gly Ala
50 55 60

Ile Ile Met Ile Leu Gly Phe Leu Gly Cys Cys Gly Ala Ile Lys Glu
Ser Arg Cys Met Leu Leu Leu Phe Phe Ile Gly Leu Leu Leu Ile Leu
85 90 95

Leu Leu Gln Val Ala Thr Gly Ile Leu Gly Ala Val Phe Lys Ser Lys
100 105 110

Ser Asp Arg Ile Val Asn Glu Thr Leu Tyr Glu Asn Thr Lys Leu Leu
115 120 125

Ser Ala Thr Gly Glu Ser Glu Lys Gln Phe Gln Glu Ala Ile Ile Val
130 135 140

Phe Gln Glu Glu Phe Lys Cys Cys Gly Leu Val Asn Gly Ala Ala Asp
145 150 155 160

Trp Gly Asn Asn Phe Gln His Tyr Pro Glu Leu Cys Ala Cys Leu Asp
165 170 175

Lys Gln Arg Pro Cys Gln Ser Tyr Asn Gly Lys Gln Val Tyr Lys Glu
180 185 190

Thr Cys Ile Ser Phe Ile Lys Asp Phe Leu Ala Lys Asn Leu Ile Ile
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195 200 205

Val Ile Gly Ile Ser Phe Gly Leu Ala Val Ile Glu Ile Leu Gly Leu
210 215 220

Val Phe Ser Met Val Leu Tyr Cys Gln Ile Gly Asn Lys
225 230 235

<210> SEQ ID NO 84

<211> LENGTH: 202

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 84

Met Cys Thr Gly Gly Cys Ala Arg Cys Leu Gly Gly Thr Leu Ile Pro
1 5 10 15

Leu Ala Phe Phe Gly Phe Leu Ala Asn Ile Leu Leu Phe Phe Pro Gly
20 25 30

Gly Lys Val Ile Asp Asp Asn Asp His Leu Ser Gln Glu Ile Trp Phe
35 40 45

Phe Gly Gly Ile Leu Gly Ser Gly Val Leu Met Ile Phe Pro Ala Leu
50 55 60

Val Phe Leu Gly Leu Lys Asn Asn Asp Cys Cys Gly Cys Cys Gly Asn
65 70 75 80

Glu Gly Cys Gly Lys Arg Phe Ala Met Phe Thr Ser Thr Ile Phe Ala
85 90 95

Val Val Gly Phe Leu Gly Ala Gly Tyr Ser Phe Ile Ile Ser Ala Ile
100 105 110

Ser Ile Asn Lys Gly Pro Lys Cys Leu Met Ala Asn Ser Thr Trp Gly
115 120 125

Tyr Pro Phe His Asp Gly Asp Tyr Leu Asn Asp Glu Ala Leu Trp Asn
130 135 140

Lys Cys Arg Glu Pro Leu Asn Val Val Pro Trp Asn Leu Thr Leu Phe
145 150 155 160

Ser Ile Leu Leu Val Val Gly Gly Ile Gln Met Val Leu Cys Ala Ile
165 170 175

Gln Val Val Asn Gly Leu Leu Gly Thr Leu Cys Gly Asp Cys Gln Cys
180 185 190

Cys Gly Cys Cys Gly Gly Asp Gly Pro Val
195 200

<210> SEQ ID NO 85

<211> LENGTH: 677

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 85

Met Gln Pro Thr Leu Leu Leu Ser Leu Leu Gly Ala Val Gly Leu Ala
1 5 10 15

Ala Val Asn Ser Met Pro Val Asp Asn Arg Asn His Asn Glu Gly Met
20 25 30

Val Thr Arg Cys Ile Ile Glu Val Leu Ser Asn Ala Leu Ser Lys Ser
35 40 45

Ser Ala Pro Pro Ile Thr Pro Glu Cys Arg Gln Val Leu Lys Thr Ser
50 55 60

Arg Lys Asp Val Lys Asp Lys Glu Thr Thr Glu Asn Glu Asn Thr Lys
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65 70 75 80

Phe Glu Val Arg Leu Leu Arg Asp Pro Ala Asp Ala Ser Glu Ala His
85 90 95

Glu Ser Ser Ser Arg Gly Glu Ala Gly Ala Pro Gly Glu Glu Asp Ile
100 105 110

Gln Gly Pro Thr Lys Ala Asp Thr Glu Lys Trp Ala Glu Gly Gly Gly
115 120 125

His Ser Arg Glu Arg Ala Asp Glu Pro Gln Trp Ser Leu Tyr Pro Ser
130 135 140

Asp Ser Gln Val Ser Glu Glu Val Lys Thr Arg His Ser Glu Lys Ser
145 150 155 160

Gln Arg Glu Asp Glu Glu Glu Glu Glu Gly Glu Asn Tyr Gln Lys Gly
165 170 175

Glu Arg Gly Glu Asp Ser Ser Glu Glu Lys His Leu Glu Glu Pro Gly
180 185 190

Glu Thr Gln Asn Ala Phe Leu Asn Glu Arg Lys Gln Ala Ser Ala Ile
195 200 205

Lys Lys Glu Glu Leu Val Ala Arg Ser Glu Thr His Ala Ala Gly His
210 215 220

Ser Gln Glu Lys Thr His Ser Arg Glu Lys Ser Ser Gln Glu Ser Gly
225 230 235 240

Glu Glu Ala Gly Ser Gln Glu Asn His Pro Gln Glu Ser Lys Gly Gln
245 250 255

Pro Arg Ser Gln Glu Glu Ser Glu Glu Gly Glu Glu Asp Ala Thr Ser
260 265 270

Glu Val Asp Lys Arg Arg Thr Arg Pro Arg His His His Gly Arg Ser
275 280 285

Arg Pro Asp Arg Ser Ser Gln Gly Gly Ser Leu Pro Ser Glu Glu Lys
290 295 300

Gly His Pro Gln Glu Glu Ser Glu Glu Ser Asn Val Ser Met Ala Ser
305 310 315 320

Leu Gly Glu Lys Arg Asp His His Ser Thr His Tyr Arg Ala Ser Glu
325 330 335

Glu Glu Pro Glu Tyr Gly Glu Glu Ile Lys Gly Tyr Pro Gly Val Gln
340 345 350

Ala Pro Glu Asp Leu Glu Trp Glu Arg Tyr Arg Gly Arg Gly Ser Glu
355 360 365

Glu Tyr Arg Ala Pro Arg Pro Gln Ser Glu Glu Ser Trp Asp Glu Glu
370 375 380

Asp Lys Arg Asn Tyr Pro Ser Leu Glu Leu Asp Lys Met Ala His Gly
385 390 395 400

Tyr Gly Glu Glu Ser Glu Glu Glu Arg Gly Leu Glu Pro Gly Lys Gly
405 410 415

Arg His His Arg Gly Arg Gly Gly Glu Pro Arg Ala Tyr Phe Met Ser
420 425 430

Asp Thr Arg Glu Glu Lys Arg Phe Leu Gly Glu Gly His His Arg Val
435 440 445

Gln Glu Asn Gln Met Asp Lys Ala Arg Arg His Pro Gln Gly Ala Trp
450 455 460

Lys Glu Leu Asp Arg Asn Tyr Leu Asn Tyr Gly Glu Glu Gly Ala Pro
465 470 475 480
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Gly Lys Trp Gln Gln Gln Gly Asp Leu Gln Asp Thr Lys Glu Asn Arg
485 490 495

Glu Glu Ala Arg Phe Gln Asp Lys Gln Tyr Ser Ser His His Thr Ala
500 505 510

Glu Lys Arg Lys Arg Leu Gly Glu Leu Phe Asn Pro Tyr Tyr Asp Pro
515 520 525

Leu Gln Trp Lys Ser Ser His Phe Glu Arg Arg Asp Asn Met Asn Asp
530 535 540

Asn Phe Leu Glu Gly Glu Glu Glu Asn Glu Leu Thr Leu Asn Glu Lys
545 550 555 560

Asn Phe Phe Pro Glu Tyr Asn Tyr Asp Trp Trp Glu Lys Lys Pro Phe
565 570 575

Ser Glu Asp Val Asn Trp Gly Tyr Glu Lys Arg Asn Leu Ala Arg Val
580 585 590

Pro Lys Leu Asp Leu Lys Arg Gln Tyr Asp Arg Val Ala Gln Leu Asp
595 600 605

Gln Leu Leu His Tyr Arg Lys Lys Ser Ala Glu Phe Pro Asp Phe Tyr
610 615 620

Asp Ser Glu Glu Pro Val Ser Thr His Gln Glu Ala Glu Asn Glu Lys
625 630 635 640

Asp Arg Ala Asp Gln Thr Val Leu Thr Glu Asp Glu Lys Lys Glu Leu
645 650 655

Glu Asn Leu Ala Ala Met Asp Leu Glu Leu Gln Lys Ile Ala Glu Lys
660 665 670

Phe Ser Gln Arg Gly
675

<210> SEQ ID NO 86

<211> LENGTH: 631

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 86

Met Lys Leu Leu Cys Glu Gly Leu Lys Gln Pro Asn Cys Val Leu Gln
1 5 10 15

Thr Leu Arg Trp Tyr Arg Cys Leu Ile Ser Ser Ala Ser Cys Gly Ala
20 25 30

Leu Ala Ala Val Leu Ser Thr Ser Gln Trp Leu Thr Glu Leu Glu Phe
35 40 45

Ser Glu Thr Lys Leu Glu Ala Ser Ala Leu Lys Leu Leu Tyr Gly Gly
50 55 60

Leu Lys Asp Pro Asn Cys Lys Leu Gln Lys Leu Asn Leu Gln Phe Ser
Leu Ser Val Thr Ala Ala Lys Leu Pro Val Gly Met Val Gly Asn Cys
85 90 95

Ser Gly Phe Ser Gly Ser Leu Val Gln Ser His Phe Gly Tyr Cys Gln
100 105 110

Asp Ser Ser Phe Lys Cys Asp Leu Cys Lys Leu Leu Trp Pro Ser Thr
115 120 125

Arg Val Ala Ala Ala Lys Asp Cys Gly Ser Pro Lys Ser Phe Leu Ser
130 135 140

Glu Gly Leu Asn Trp Ala Gly Arg Leu Glu Ala Val Glu Glu Val Leu
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145 150 155 160

Gly Leu Gly Val Leu Val Gln Pro Gly Asp Pro Ala Ser Gln Gly Gly
165 170 175

Gly His Cys Glu Asn Tyr Gly Ser Phe Arg Asp Leu Val Asp Leu Glu
180 185 190

Val Lys Ala Glu Pro Ser Leu Arg Lys Gly Gly Met Asp Leu Gln Arg
195 200 205

Pro Thr Leu Gln Val Val Leu Leu Cys Lys Ile Phe Ser Leu Lys Leu
210 215 220

Phe Leu Phe Ile Ala Leu Pro Asn Ser Pro Gly Gln Val Ser Val Val
225 230 235 240

Gln Val Thr Ile Pro Asp Gly Phe Val Asn Val Thr val Gly Ser Asn
245 250 255

Val Thr Leu Ile Cys Ile Tyr Thr Thr Thr Val Ala Ser Arg Glu Gln
260 265 270

Leu Ser Ile Gln Trp Ser Phe Phe His Lys Lys Glu Met Glu Pro Ile
275 280 285

Ser Ser Pro Trp Glu Glu Gly Lys Trp Pro Asp Val Glu Ala Val Lys
290 295 300

Gly Thr Leu Asp Gly Gln Gln Ala Glu Leu Gln Ile Tyr Phe Ser Gln
305 310 315 320

Gly Gly Gln Ala Val Ala Ile Gly Gln Phe Lys Asp Arg Ile Thr Gly
325 330 335

Ser Asn Asp Pro Gly Asn Ala Ser Ile Thr Ile Ser His Met Gln Pro
340 345 350

Ala Asp Ser Gly Ile Tyr Ile Cys Asp Val Asn Asn Pro Pro Asp Phe
355 360 365

Leu Gly Gln Asn Gln Gly Ile Leu Asn Val Ser Val Leu Val Lys Pro
370 375 380

Ser Lys Pro Leu Cys Ser Val Gln Gly Arg Pro Glu Thr Gly His Thr
385 390 395 400

Ile Ser Leu Ser Cys Leu Ser Ala Leu Gly Thr Pro Ser Pro Val Tyr
405 410 415

Tyr Trp His Lys Leu Glu Gly Arg Asp Ile Val Pro Val Lys Glu Asn
420 425 430

Phe Asn Pro Thr Thr Gly Ile Leu Val Ile Gly Asn Leu Thr Asn Phe
435 440 445

Glu Gln Gly Tyr Tyr Gln Cys Thr Ala Ile Asn Arg Leu Gly Asn Ser
450 455 460

Ser Cys Glu Ile Asp Leu Thr Ser Ser His Pro Glu Val Gly Ile Ile
465 470 475 480

Val Gly Ala Leu Ile Gly Ser Leu Val Gly Ala Ala Ile Ile Ile Ser
485 490 495

Val Val Cys Phe Ala Arg Asn Lys Ala Lys Ala Lys Ala Lys Glu Arg
500 505 510

Asn Ser Lys Thr Ile Ala Glu Leu Glu Pro Met Thr Lys Ile Asn Pro
515 520 525

Arg Gly Glu Ser Glu Ala Met Pro Arg Glu Asp Ala Thr Gln Leu Glu
530 535 540

Val Thr Leu Pro Ser Ser Ile His Glu Thr Gly Pro Asp Thr Ile Gln
545 550 555 560
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Glu Pro Asp Tyr Glu Pro Lys Pro Thr Gln Glu Pro Ala Pro Glu Pro
565 570 575

Ala Pro Gly Ser Glu Pro Met Ala Val Pro Asp Leu Asp Ile Glu Leu
580 585 590

Glu Leu Glu Pro Glu Thr Gln Ser Glu Leu Glu Pro Glu Pro Glu Pro
595 600 605

Glu Pro Glu Ser Glu Pro Gly Val val Val Glu Pro Leu Ser Glu Asp
610 615 620

Glu Lys Gly Val Val Lys Ala
625 630

<210> SEQ ID NO 87

<211> LENGTH: 413

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 87

Met Val Phe Ala Phe Trp Lys Val Phe Leu Ile Leu Ser Cys Leu Ala
1 5 10 15

Gly Gln Val Ser Val Val Gln Val Thr Ile Pro Asp Gly Phe Val Asn
20 25 30

Val Thr Val Gly Ser Asn Val Thr Leu Ile Cys Ile Tyr Thr Thr Thr
35 40 45

Val Ala Ser Arg Glu Gln Leu Ser Ile Gln Trp Ser Phe Phe His Lys
50 55 60

Lys Glu Met Glu Pro Ile Ser Ser Pro Trp Glu Glu Gly Lys Trp Pro
65 70 75 80

Asp Val Glu Ala Val Lys Gly Thr Leu Asp Gly Gln Gln Ala Glu Leu
85 90 95

Gln Ile Tyr Phe Ser Gln Gly Gly Gln Ala Val Ala Ile Gly Gln Phe
100 105 110

Lys Asp Arg Ile Thr Gly Ser Asn Asp Pro Gly Asn Ala Ser Ile Thr
115 120 125

Ile Ser His Met Gln Pro Ala Asp Ser Gly Ile Tyr Ile Cys Asp Val
130 135 140

Asn Asn Pro Pro Asp Phe Leu Gly Gln Asn Gln Gly Ile Leu Asn Val
145 150 155 160

Ser Val Leu Val Lys Pro Ser Lys Pro Leu Cys Ser Val Gln Gly Arg
165 170 175

Pro Glu Thr Gly His Thr Ile Ser Leu Ser Cys Leu Ser Ala Leu Gly
180 185 190

Thr Pro Ser Pro Val Tyr Tyr Trp His Lys Leu Glu Gly Arg Asp Ile
195 200 205

Val Pro Val Lys Glu Asn Phe Asn Pro Thr Thr Gly Ile Leu Val Ile
210 215 220

Gly Asn Leu Thr Asn Phe Glu Gln Gly Tyr Tyr Gln Cys Thr Ala Ile
225 230 235 240

Asn Arg Leu Gly Asn Ser Ser Cys Glu Ile Asp Leu Thr Ser Ser His
245 250 255

Pro Glu Val Gly Ile Ile Val Gly Ala Leu Ile Gly Ser Leu Val Gly
260 265 270

Ala Ala Ile Ile Ile Ser Val Val Cys Phe Ala Arg Asn Lys Ala Lys



US 2004/0219579 Al Nov. 4, 2004
174

-continued

275 280 285

Ala Lys Ala Lys Glu Arg Asn Ser Lys Thr Ile Ala Glu Leu Glu Pro
290 295 300

Met Thr Lys Ile Asn Pro Arg Gly Glu Ser Glu Ala Met Pro Arg Glu
305 310 315 320

Asp Ala Thr Gln Leu Glu Val Thr Leu Pro Ser Ser Ile His Glu Thr
325 330 335

Gly Pro Asp Thr Ile Gln Glu Pro Asp Tyr Glu Pro Lys Pro Thr Gln
340 345 350

Glu Pro Ala Pro Glu Pro Ala Pro Gly Ser Glu Pro Met Ala Val Pro
355 360 365

Asp Leu Asp Ile Glu Leu Glu Leu Glu Pro Glu Thr Gln Ser Glu Leu
370 375 380

Glu Pro Glu Pro Glu Pro Glu Pro Glu Ser Glu Pro Gly Val Val Val
385 390 395 400

Glu Pro Leu Ser Glu Asp Glu Lys Gly Val Val Lys Ala
405 410

<210> SEQ ID NO 88

<211> LENGTH: 397

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 88

Met Arg Ser Pro Ser Ala Ala Trp Leu Leu Gly Ala Ala Ile Leu Leu
1 5 10 15

Ala Ala Ser Leu Ser Cys Ser Gly Thr Ile Gln Gly Thr Asn Arg Ser
20 25 30

Ser Lys Gly Arg Ser Leu Ile Gly Lys Val Asp Gly Thr Ser His Val
35 40 45

Thr Gly Lys Gly Val Thr Val Glu Thr Val Phe Ser Val Asp Glu Phe
50 55 60

Ser Ala Ser Val Leu Thr Gly Lys Leu Thr Thr Val Phe Leu Pro Ile
65 70 75 80

Val Tyr Thr Ile Val Phe Val Val Gly Leu Pro Ser Asn Gly Met Ala
85 90 95

Leu Trp Val Phe Leu Phe Arg Thr Lys Lys Lys His Pro Ala Val Ile
100 105 110

Tyr Met Ala Asn Leu Ala Leu Ala Asp Leu Leu Ser Val Ile Trp Phe
115 120 125

Pro Leu Lys Ile Ala Tyr His Ile His Ala Asn Asn Trp Ile Tyr Gly
130 135 140

Glu Ala Leu Cys Asn Val Leu Ile Gly Phe Phe Tyr Gly Asn Met Tyr
145 150 155 160

Cys Ser Ile Leu Phe Met Thr Cys Leu Ser Val Gln Arg Tyr Trp Val
165 170 175

Ile Val Asn Pro Met Gly His Ser Arg Lys Lys Ala Asn Ile Ala Ile
180 185 190

Gly Ile Ser Leu Ala Ile Trp Leu Leu Ile Leu Leu Val Thr Ile Pro
195 200 205

Leu Tyr Val Val Lys Gln Thr Ile Phe Ile Pro Ala Leu Asn Ile Thr
210 215 220
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Thr Cys His Asp Val Leu Pro Glu Gln Leu Leu Val Gly Asp Met Phe
225 230 235 240

Asn Tyr Phe Leu Ser Leu Ala Ile Gly Val Phe Leu Phe Pro Ala Phe
245 250 255

Leu Thr Ala Ser Ala Tyr Val Leu Met Ile Arg Met Leu Arg Ser Ser
260 265 270

Ala Met Asp Glu Asn Ser Glu Lys Lys Arg Lys Arg Ala Ile Lys Leu
275 280 285

Ile Val Thr Val Leu Ala Met Tyr Leu Ile Cys Phe Thr Pro Ser Asn
290 295 300

Leu Leu Leu Val Val His Tyr Phe Leu Ile Lys Ser Gln Gly Gln Ser
305 310 315 320

His Val Tyr Ala Leu Tyr Ile Val Ala Leu Cys Leu Ser Thr Leu Asn
325 330 335

Ser Cys Ile Asp Pro Phe Val Tyr Tyr Phe Val Ser His Asp Phe Arg
340 345 350

Asp His Ala Lys Asn Ala Leu Leu Cys Arg Ser Val Arg Thr Val Lys
355 360 365

Gln Met Gln Val Ser Leu Thr Ser Lys Lys His Ser Arg Lys Ser Ser
370 375 380

Ser Tyr Ser Ser Ser Ser Thr Thr Val Lys Thr Ser Tyr
385 390 395

<210> SEQ ID NO 89

<211> LENGTH: 1560

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens
<400> SEQUENCE: 89

Met Pro Cys Ala Gln Arg Ser Trp Leu Ala Asn Leu Ser Val Val Ala
1 5 10 15

Gln Leu Leu Asn Phe Gly Ala Leu Cys Tyr Gly Arg Gln Pro Gln Pro
20 25 30

Gly Pro Val Arg Phe Pro Asp Arg Arg Gln Glu His Phe Ile Lys Gly
Leu Pro Glu Tyr His Val Val Gly Pro Val Arg Val Asp Ala Ser Gly
50 55 60

His Phe Leu Ser Tyr Gly Leu His Tyr Pro Ile Thr Ser Ser Arg Arg
65 70 75 80

Lys Arg Asp Leu Asp Gly Ser Glu Asp Trp Val Tyr Tyr Arg Ile Ser
His Glu Glu Lys Asp Leu Phe Phe Asn Leu Thr Val Asn Gln Gly Phe
100 105 110

Leu Ser Asn Ser Tyr Ile Met Glu Lys Arg Tyr Gly Asn Leu Ser His
115 120 125

Val Lys Met Met Ala Ser Ser Ala Pro Leu Cys His Leu Ser Gly Thr
130 135 140

Val Leu Gln Gln Gly Thr Arg Val Gly Thr Ala Ala Leu Ser Ala Cys
145 150 155 160

His Gly Leu Thr Gly Phe Phe Gln Leu Pro His Gly Asp Phe Phe Ile
165 170 175

Glu Pro Val Lys Lys His Pro Leu Val Glu Gly Gly Tyr His Pro His
180 185 190
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Ile Val Tyr Arg Arg Gln Lys Val Pro Glu Thr Lys Glu Pro Thr Cys
195 200 205

Gly Leu Lys Asp Ser Val Asn Ile Ser Gln Lys Gln Glu Leu Trp Arg
210 215 220

Glu Lys Trp Glu Arg His Asn Leu Pro Ser Arg Ser Leu Ser Arg Arg
225 230 235 240

Ser Ile Ser Lys Glu Arg Trp Val Glu Thr Leu Val Val Ala Asp Thr
245 250 255

Lys Met Ile Glu Tyr His Gly Ser Glu Zsn Val Glu Ser Tyr Ile Leu
260 265 270

Thr Ile Met Asn Met Val Thr Gly Leu Phe His Asn Pro Ser Ile Gly
275 280 285

Asn Ala Ile His Ile Val Val Val Arg Leu Ile Leu Leu Glu Glu Glu
2390 295 300

Glu Gln Gly Leu Lys Ile Val His His Ala Glu Lys Thr Leu Ser Ser
305 310 315 320

Phe Cys Lys Trp Gln Lys Ser Ile Asn Pro Lys Ser Asp Leu Asn Pro
325 330 335

Val His His Asp Val Ala Val Leu Leu Thr Arg Lys Asp Ile Cys Ala
340 345 350

Gly Phe Asn Arg Pro Cys Glu Thr Leu Gly Leu Ser His Leu Ser Gly
355 360 365

Met Cys Gln Pro His Arg Ser Cys Asn Ile Asn Glu Asp Ser Gly Leu
370 375 380

Pro Leu Ala Phe Thr Ile Ala His Glu Leu Gly His Ser Phe Gly Ile
385 390 395 400

Gln His Asp Gly Lys Glu Asn Asp Cys Glu Pro Val Gly Arg His Pro
405 410 415

Tyr Ile Met Ser Arg Gln Leu Gln Tyr Asp Pro Thr Pro Leu Thr Trp
420 425 430

Ser Lys Cys Ser Glu Glu Tyr Ile Thr Arg Phe Leu Asp Arg Gly Trp
435 440 445

Gly Phe Cys Leu Asp Asp Ile Pro Lys Lys Lys Gly Leu Lys Ser Lys
450 455 460

Val Ile Ala Pro Gly Val Ile Tyr Asp Val His His Gln Cys Gln Leu
465 470 475 480

Gln Tyr Gly Pro Asn Ala Thr Phe Cys Gln Glu Val Glu Asn Val Cys
485 490 495

Gln Thr Leu Trp Cys Ser Val Lys Gly Phe Cys Arg Ser Lys Leu Asp
500 505 510

Ala Ala Ala Asp Gly Thr Gln Cys Gly Glu Lys Lys Trp Cys Met Ala
515 520 525

Gly Lys Cys Ile Thr Val Gly Lys Lys Pro Glu Ser Ile Pro Gly Gly
530 535 540

Trp Gly Arg Trp Ser Pro Trp Ser His Cys Ser Arg Thr Cys Gly Ala
545 550 555 560

Gly Val Gln Ser Ala Glu Arg Leu Cys Asn Asn Pro Glu Pro Lys Phe
565 570 575

Gly Gly Lys Tyr Cys Thr Gly Glu Arg Lys Arg Tyr Arg Leu Cys Asn
580 585 590
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Val His Pro Cys Arg Ser Glu Ala Pro Thr Phe Arg Gln Met Gln Cys
595 600 605

Ser Glu Phe Asp Thr Val Pro Tyr Lys Asn Glu Leu Tyr His Trp Phe
610 615 620

Pro Ile Phe Asn Pro Ala His Pro Cys Glu Leu Tyr Cys Arg Pro Ile
625 630 635 640

Asp Gly Gln Phe Ser Glu Lys Met Leu Asp Ala Val Ile Asp Gly Thr
645 650 655

Pro Cys Phe Glu Gly Gly Asn Ser Arg Asn Val Cys Ile Asn Gly Ile
660 665 670

Cys Lys Met Val Gly Cys Asp Tyr Glu Ile Asp Ser Asn Ala Thr Glu
675 680 685

Asp Arg Cys Gly Val Cys Leu Gly Asp Gly Ser Ser Cys Gln Thr Val
690 695 700

Arg Lys Met Phe Lys Gln Lys Glu Gly Ser Gly Tyr Val Asp Ile Gly
705 710 715 720

Leu Ile Pro Lys Gly Ala Arg Asp Ile Arg Val Met Glu Ile Glu Gly
725 730 735

Ala Gly Asn Phe Leu Ala Ile Arg Ser Glu Asp Pro Glu Lys Tyr Tyr
740 745 750

Leu Asn Gly Gly Phe Ile Ile Gln Trp Asn Gly Asn Tyr Lys Leu Ala
755 760 765

Gly Thr Val Phe Gln Tyr Asp Arg Lys Gly Asp Leu Glu Lys Leu Met
770 775 780

Ala Thr Gly Pro Thr Asn Glu Ser Val Trp Ile Gln Leu Leu Phe Gln
785 790 795 800

Val Thr Asn Pro Gly Ile Lys Tyr Glu Tyr Thr Ile Gln Lys Asp Gly
805 810 815

Leu Asp Asn Asp Val Glu Gln Met Tyr Phe Trp Gln Tyr Gly His Trp
820 825 830

Thr Glu Cys Ser Val Thr Cys Gly Thr Gly Ile Arg Arg Gln Thr Ala
835 840 845

His Cys Ile Lys Lys Gly Arg Gly Met Val Lys Ala Thr Phe Cys Asp
850 855 860

Pro Glu Thr Gln Pro Asn Gly Arg Gln Lys Lys Cys His Glu Lys Ala
865 870 875 880

Cys Pro Pro Arg Trp Trp Ala Gly Glu Trp Glu Ala Cys Ser Ala Thr
885 890 895

Cys Gly Pro His Gly Glu Lys Lys Arg Thr Val Leu Cys Ile Gln Thr
900 905 910

Met Val Ser Asp Glu Gln Ala Leu Pro Pro Thr Asp Cys Gln His Leu
915 920 925

Leu Lys Pro Lys Thr Leu Leu Ser Cys Asn Arg Asp Ile Leu Cys Pro
930 935 940

Ser Asp Trp Thr Val Gly Asn Trp Ser Glu Cys Ser Val Ser Cys Gly
945 950 955 960

Gly Gly Val Arg Ile Arg Ser Val Thr Cys Ala Lys Asn His Asp Glu
965 970 975

Pro Cys Asp Val Thr Arg Lys Pro Asn Ser Arg Ala Leu Cys Gly Leu
980 985 990

Gln Gln Cys Pro Ser Ser Arg Arg Val Leu Lys Pro Asn Lys Gly Thr
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995 1000 1005

Ile Ser Asn Gly Lys Asn Pro Pro Thr Leu Lys Pro Val Pro Pro
1010 1015 1020

Pro Thr Ser Arg Pro Arg Met Leu Thr Thr Pro Thr Gly Pro Glu
1025 1030 1035

Ser Met Ser Thr Ser Thr Pro Ala Ile Ser Ser Pro Ser Pro Thr
1040 1045 1050

Thr Ala Ser Lys Glu Gly Asp Leu Gly Gly Lys Gln Trp Gln Asp
1055 1060 1065

Ser Ser Thr Gln Pro Glu Leu Ser Ser Arg Tyr Leu Ile Ser Thr
1070 1075 1080

Gly Ser Thr Ser Gln Pro Ile Leu Thr Ser Gln Ser Leu Ser Ile
1085 1090 1095

Gln Pro Ser Glu Glu Asn Val Ser Ser Ser Asp Thr Gly Pro Thr
1100 1105 1110

Ser Glu Gly Gly Leu Val Ala Thr Thr Thr Ser Gly Ser Gly Leu
1115 1120 1125

Ser Ser Ser Arg Asn Pro Ile Thr Trp Pro Val Thr Pro Phe Tyr
1130 1135 1140

Asn Thr Leu Thr Lys Gly Pro Glu Met Glu Ile His Ser Gly Ser
1145 1150 1155

Gly Glu Glu Arg Glu Gln Pro Glu Asp Lys Asp Glu Ser Asn Pro
1160 1165 1170

Val Ile Trp Thr Lys Ile Arg Val Pro Gly Asn Asp Ala Pro Val
1175 1180 1185

Glu Ser Thr Glu Met Pro Leu Ala Pro Pro Leu Thr Pro Asp Leu
1190 1195 1200

Ser Arg Glu Ser Trp Trp Pro Pro Phe Ser Thr Val Met Glu Gly
1205 1210 1215

Leu Leu Pro Ser Gln Arg Pro Thr Thr Ser Glu Thr Gly Thr Pro
1220 1225 1230

Arg Val Glu Gly Met Val Thr Glu Lys Pro Ala Asn Thr Leu Leu
1235 1240 1245

Pro Leu Gly Gly Asp His Gln Pro Glu Pro Ser Gly Lys Thr Ala
1250 1255 1260

Asn Arg Asn His Leu Lys Leu Pro Asn Asn Met Asn Gln Thr Lys
1265 1270 1275

Ser Ser Glu Pro Val Leu Thr Glu Glu Asp Ala Thr Ser Leu Ile
1280 1285 1290

Thr Glu Gly Phe Leu Leu Asn Ala Ser Asn Tyr Lys Gln Leu Thr
1295 1300 1305

Asn Gly His Gly Ser Ala His Trp Ile Val Gly Asn Trp Ser Glu
1310 1315 1320

Cys Ser Thr Thr Cys Gly Leu Gly Ala Tyr Trp Lys Arg Val Glu
1325 1330 1335

Cys Thr Thr Gln Met Asp Ser Asp Cys Ala Ala Ile Gln Arg Pro
1340 1345 1350

Asp Pro Ala Lys Arg Cys His Leu Arg Pro Cys Ala Gly Trp Lys
1355 1360 1365

Val Gly Asn Trp Ser Lys Cys Ser Arg Asn Cys Ser Gly Gly Phe
1370 1375 1380
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Lys Ile Arg Glu Ile Gln Cys Val Asp Ser Arg Asp His Arg Asn
1385 1390 1395

Leu Arg Pro Phe His Cys Gln Phe Leu Ala Gly Ile Pro Pro Pro
1400 1405 1410

Leu Ser Met Ser Cys Asn Pro Glu Pro Cys Glu Ala Trp Gln Val
1415 1420 1425

Glu Pro Trp Ser Gln Cys Ser Arg Ser Cys Gly Gly Gly Val Gln
1430 1435 1440

Glu Arg Gly Val Phe Cys Pro Gly Gly Leu Cys Asp Trp Thr Lys
1445 1450 1455

Arg Pro Thr Ser Thr Met Ser Cys Asn Glu His Leu Cys Cys His
1460 1465 1470

Trp Ala Thr Gly Asn Trp Asp Leu Cys Ser Thr Ser Cys Gly Gly
1475 1480 1485

Gly Phe Gln Lys Arg Ile Val Gln Cys Val Pro Ser Glu Gly Asn
1490 1495 1500

Lys Thr Glu Asp Gln Asp Gln Cys Leu Cys Asp His Lys Pro Arg
1505 1510 1515

Pro Pro Glu Phe Lys Lys Cys Asn Gln Gln Ala Cys Lys Lys Ser
1520 1525 1530

Ala Asp Leu Leu Cys Thr Lys Asp Lys Leu Ser Ala Ser Phe Cys
1535 1540 1545

Gln Thr Leu Lys Ala Met Lys Lys Cys Ser Val Pro
1550 1555 1560

<210> SEQ ID NO 90

<211> LENGTH: 96

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 90

Met Cys Cys Thr Lys Ser Leu Leu Leu Ala Ala Leu Met Ser Val Leu
1 5 10 15

Leu Leu His Leu Cys Gly Glu Ser Glu Ala Ala Ser Asn Phe Asp Cys
20 25 30

Cys Leu Gly Tyr Thr Asp Arg Ile Leu His Pro Lys Phe Ile Val Gly
Phe Thr Arg Gln Leu Ala Asn Glu Gly Cys Asp Ile Asn Ala Ile Ile
50 55 60

Phe His Thr Lys Lys Lys Leu Ser Val Cys Ala Asn Pro Lys Gln Thr
65 70 75 80

Trp Val Lys Tyr Ile Val Arg Leu Leu Ser Lys Lys Val Lys Asn Met

<210> SEQ ID NO 91

<211> LENGTH: 336

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 91

Met Leu Gln Ser Leu Ala Gly Ser Ser Cys Val Arg Leu Val Glu Arg
1 5 10 15

His Arg Ser Ala Trp Cys Phe Gly Phe Leu Val Leu Gly Tyr Leu Leu
20 25 30
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Tyr Leu Val Phe Gly Ala Val Val Phe Ser Ser Val Glu Leu Pro Tyr
35 40 45

Glu Asp Leu Leu Arg Gln Glu Leu Arg Lys Leu Lys Arg Arg Phe Leu
Glu Glu His Glu Cys Leu Ser Glu Gln Gln Leu Glu Gln Phe Leu Gly
65 70 75 80

Arg Val Leu Glu Ala Ser Asn Tyr Gly Val Ser Val Leu Ser Asn Ala
85 90 95

Ser Gly Asn Trp Asn Trp Asp Phe Thr Ser Ala Leu Phe Phe Ala Ser
100 105 110

Thr Val Leu Ser Thr Thr Gly Tyr Gly His Thr Val Pro Leu Ser Asp
115 120 125

Gly Gly Lys Ala Phe Cys Ile Ile Tyr Ser Val Ile Gly Ile Pro Phe
130 135 140

Thr Leu Leu Phe Leu Thr Ala Val Val Gln Arg Ile Thr Val His Val
145 150 155 160

Thr Arg Arg Pro Val Leu Tyr Phe His Ile Arg Trp Gly Phe Ser Lys
165 170 175

Gln Val Val Ala Ile Val His Ala Val Leu Leu Gly Phe Val Thr Vval
180 185 190

Ser Cys Phe Phe Phe Ile Pro Ala Ala Val Phe Ser Val Leu Glu Asp
195 200 205

Asp Trp Asn Phe Leu Glu Ser Phe Tyr Phe Cys Phe Ile Ser Leu Ser
210 215 220

Thr Ile Gly Leu Gly Asp Tyr Val Pro Gly Glu Gly Tyr Asn Gln Lys
225 230 235 240

Phe Arg Glu Leu Tyr Lys Ile Gly Ile Thr Cys Tyr Leu Leu Leu Gly
245 250 255

Leu Ile Ala Met Leu Val Val Leu Glu Thr Phe Cys Glu Leu His Glu
260 265 270

Leu Lys Lys Phe Arg Lys Met Phe Tyr Val Lys Lys Asp Lys Asp Glu
275 280 285

Asp Gln Val His Ile Ile Glu His Asp Gln Leu Ser Phe Ser Ser Ile
290 295 300

Thr Asp Gln Ala Ala Gly Met Lys Glu Asp Gln Lys Gln Asn Glu Pro
305 310 315 320

Phe Val Ala Thr Gln Ser Ser Ala Cys Val Asp Gly Pro Ala Asn His
325 330 335

<210> SEQ ID NO 92

<211> LENGTH: 103

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 92

Met Glu Thr Thr Asn Gly Thr Glu Thr Trp Tyr Glu Ser Leu His Ala
1 5 10 15

Val Leu Lys Ala Leu Asn Ala Thr Leu His Ser Asn Leu Leu Cys Arg
20 25 30

Pro Gly Pro Gly Leu Gly Pro Asp Asn Gln Thr Glu Glu Arg Arg Ala
35 40 45

Ser Leu Pro Gly Arg Asp Asp Asn Ser Tyr Met Tyr Ile Leu Phe Val
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50

55

60

Met Phe Leu Phe Ala Val Thr Val Gly Ser Leu Ile Leu Gly Tyr Thr

65

70

75

80

Arg Ser Arg Lys Val Asp Lys Arg Ser Asp Pro Tyr His Val Tyr Ile

85

Lys Asn Arg Val Ser Met Ile

100

<210> SEQ ID NO 93

<211> LENGTH:

<212> TYPE: PRT
<213> ORGANISM:

<400> SEQUENCE:

Met Gly Arg His

1
His

Gln

Ala

His

65

Asn

Arg

Lys

Val

Leu

145

Asn

Asp

Asp

Arg

Ala

225

Ala

Ile

Tyr

Ile

Phe

Phe

Lys

50

Pro

Leu

Ile

Asp

Glu

130

Arg

Thr

Ile

Met

Leu

210

Asp

Lys

Thr

Ala

Ala
250

Gly

Thr

35

Thr

Ala

Phe

Arg

His

115

Ala

Pro

Ala

Gly

Phe

195

Asp

Arg

Leu

Ala

Ile

275

Ser

Asp

20

His

Tyr

Trp

Lys

Thr

100

Tyr

Arg

Leu

Ile

Thr

180

Ala

Tyr

Gly

Thr

Val

260

Val

Leu

4590

93

Leu

Ser

Leu

Val

Glu

Ala

85

Lys

Thr

Thr

Phe

Arg

165

Asn

Ile

Leu

Met

Val

245

Thr

Thr

Ser

Ala

Asp

Glu

Gly

Val

70

Glu

Gly

Leu

Lys

Ser

150

Thr

Gly

His

Glu

Lys

230

His

Leu

Val

Ile

Homo Sapiens

Leu

Gly

Tyr

His

Arg

Glu

Gly

Ile

Val

135

Pro

Ser

Glu

Pro

Thr

215

Leu

Ile

Ser

Asp

Val
295

Leu

Ser

Asn

40

Pro

Tyr

Tyr

Asn

Val

120

Arg

Thr

Ile

Phe

Thr

200

Lys

Tyr

Glu

Pro

Asp

280

Ala

Leu

Gln

25

Val

Val

Lys

Ile

Thr

105

Lys

Val

Ser

Ala

Tyr

185

Ser

Leu

Gly

Gln

Ser

265

Cys

Gly

90

Leu

10

Arg

Thr

Lys

Ile

Leu

90

Ala

Ala

Gln

Tyr

Arg

170

Tyr

Gly

Tyr

Ser

Ala

250

Glu

Asp

Asp

Leu

Leu

Val

Met

val

75

Gly

Ile

Leu

Val

Ser

155

val

Ser

Val

Glu

Ser

235

Asn

Leu

Gln

Leu

Leu

Glu

Gln

Gly

Ser

Asp

Leu

Glu

Leu

140

Val

Ser

Phe

Ile

Met

220

Gly

Glu

Asp

Gly

Leu
300

Leu

Gln

Glu

45

Val

Gly

Phe

Asn

Lys

125

Asp

Ser

Ala

Lys

Val

205

Glu

Ile

Cys

Arg

Ala

285

Gln

Leu

Thr

30

Asn

Tyr

Asp

Cys

Arg

110

Asn

Thr

Leu

Thr

Asp

190

Leu

Ile

Ser

Ala

Asp

270

Asn

Gln

95

Phe

Pro

Ser

Ile

Ser

Phe

95

Glu

Thr

Asn

Pro

Asp

175

Arg

Thr

Leu

Ser

Pro

255

Pro

Gly

Phe

Gln

Leu

Ala

Thr

Glu

80

Leu

vVal

Asn

Asp

Glu

160

Ala

Thr

Gly

Ala

Met

240

val

Ala

Asp

Arg
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Thr Val Arg Ser Phe Pro Gly Ser Lys Glu Tyr Lys Val Lys Ala Ile
305 310 315 320

Gly Asp Ile Asp Trp Asp Ser His Pro Phe Gly Tyr Asn Leu Thr Leu
325 330 335

Gln Ala Lys Asp Lys Gly Thr Pro Pro Gln Phe Ser Ser Val Lys Val
340 345 350

Ile His Val Thr Ser Pro Gln Phe Lys Ala Gly Pro Val Lys Phe Glu
355 360 365

Lys Asp Val Tyr Arg Ala Glu Ile Ser Glu Phe Ala Pro Pro Asn Thr
370 375 380

Pro Val Val Met Val Lys Ala Ile Pro Ala Tyr Ser His Leu Arg Tyr
385 390 395 400

vVal Phe Lys Arqg Thr Pro Gly Lys Ala Lys Phe Ser Leu Asn Tyr Asn
405 410 415

Thr Gly Leu Ile Ser Ile Leu Glu Pro Val Lys Arg Gln Gln Ala Ala
420 425 430

His Phe Glu Leu Glu Val Thr Thr Ser Asp Arg Lys Ala Ser Thr Lys
435 440 445

Val Leu Val Lys Val Leu Gly Ala Asn Ser Asn Pro Pro Glu Phe Thr
450 455 460

Gln Thr Ala Tyr Lys Ala Ala Phe Asp Glu Asn Val Pro Ile Gly Thr
465 470 475 480

Thr Ile Met Ser Leu Ser Ala Val Asp Pro Asp Glu Gly Glu Asn Gly
485 490 495

Tyr Val Thr Tyr Ser Ile Ala Asn Leu Asn His Val Pro Phe Ala Ile
500 505 510

Asp His Phe Thr Gly Ala Val Ser Thr Ser Glu Asn Leu Asp Tyr Glu
515 520 525

Leu Met Pro Arg Val Tyr Thr Leu Arg Ile Arg Ala Ser Asp Trp Gly
530 535 540

Leu Pro Tyr Arg Arg Glu Val Glu Val Leu Ala Thr Ile Thr Leu Asn
545 550 555 560

Asn Leu Asn Asp Asn Thr Pro Leu Phe Glu Lys Ile Asn Cys Glu Gly
565 570 575

Thr Ile Pro Arg Asp Leu Gly Val Gly Glu Gln Ile Thr Thr Val Ser
580 585 590

Ala Ile Asp Ala Asp Glu Leu Gln Leu Val Gln Tyr Gln Ile Glu Ala
595 600 605

Gly Asn Glu Leu Asp Leu Phe Ser Leu Asn Pro Asn Ser Gly Val Leu
610 615 620

Ser Leu Lys Arg Ser Leu Met Asp Gly Leu Gly Ala Lys Val Ser Phe
625 630 635 640

His Ser Leu Arg Ile Thr Ala Thr Asp Gly Glu Asn Phe Ala Thr Pro
645 650 655

Leu Tyr Ile Asn Ile Thr Val Ala Ala Ser His Lys Leu Val Asn Leu
660 665 670

Gln Cys Glu Glu Thr Gly Val Ala Lys Met Leu Ala Glu Lys Leu Leu
675 680 685

Gln Ala Asn Lys Leu His Asn Gln Gly Glu Val Glu Asp Ile Phe Phe
690 695 700

Asp Ser His Ser Val Asn Ala His Ile Pro Gln Phe Arg Ser Thr Leu
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705 710 715 720

Pro Thr Gly Ile Gln Val Lys Glu Asn Gln Pro Val Gly Ser Ser Val
725 730 735

Ile Phe Met Asn Ser Thr Asp Leu Asp Thr Gly Phe Asn Gly Lys Leu
740 745 750

Val Tyr Ala Val Ser Gly Gly Asn Glu Asp Ser Cys Phe Met Ile Asp
755 760 765

Met Glu Thr Gly Met Leu Lys Ile Leu Ser Pro Leu Asp Arg Glu Thr
770 775 780

Thr Asp Lys Tyr Thr Leu Asn Ile Thr Val Tyr Asp Leu Gly Ile Pro
785 790 795 800

Gln Lys Ala Ala Trp Arg Leu Leu His Val Val Val val Asp Ala Asn
805 810 815

Asp Asn Pro Pro Glu Phe Leu Gln Glu Ser Tyr Phe Val Glu Val Ser
820 825 830

Glu Asp Lys Glu Val His Ser Glu Ile Ile Gln Val Glu Ala Thr Asp
835 840 845

Lys Asp Leu Gly Pro Asn Gly His Val Thr Tyr Ser Ile Leu Thr Asp
850 855 860

Thr Asp Thr Phe Ser Ile Asp Ser Val Thr Gly Val Val Asn Ile Ala
865 870 875 880

Arg Pro Leu Asp Arg Glu Leu Gln His Glu His Ser Leu Lys Ile Glu
885 890 895

Ala Arg Asp Gln Ala Arg Glu Glu Pro Gln Leu Phe Ser Thr Val Val
900 905 910

Val Lys Val Ser Leu Glu Asp Val Asn Asp Asn Pro Pro Thr Phe Ile
915 920 925

Pro Pro Asn Tyr Arg Val Lys Val Arg Glu Asp Leu Pro Glu Gly Thr
930 935 940

Val Ile Met Trp Leu Glu Ala His Asp Pro Asp Leu Gly Gln Ser Gly
945 950 955 960

Gln Val Arg Tyr Ser Leu Leu Asp His Gly Glu Gly Asn Phe Asp Val
965 970 975

Asp Lys Leu Ser Gly Ala Val Arg Ile Val Gln Gln Leu Asp Phe Glu
980 985 990

Lys Lys Gln Val Tyr Asn Leu Thr Val Arg Ala Lys Asp Lys Gly Lys
995 1000 1005

Pro Val Ser Leu Ser Ser Thr Cys Tyr Val Glu Val Glu Val Val
1010 1015 1020

Asp Val Asn Glu Asn Leu His Pro Pro Val Phe Ser Ser Phe Val
1025 1030 1035

Glu Lys Gly Thr Val Lys Glu Asp Ala Pro Val Gly Ser Leu Val
1040 1045 1050

Met Thr Val Ser Ala His Asp Glu Asp Ala Gly Arg 2Asp Gly Glu
1055 1060 1065

Ile Arg Tyr Ser Ile Arg Asp Gly Ser Gly Val Gly Val Phe Lys
1070 1075 1080

Ile Gly Glu Glu Thr Gly Val Ile Glu Thr Ser Asp Arg Leu Asp
1085 1090 1095

Arg Glu Ser Thr Ser His Tyr Trp Leu Thr Val Phe BAla Thr Asp
1100 1105 1110
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Gln Gly Val Val Pro Leu Ser Ser Phe Ile Glu Ile Tyr Ile Glu
1115 1120 1125

Val Glu Asp Val Asn Asp Asn Ala Pro Gln Thr Ser Glu Pro Val
1130 1135 1140

Tyr Tyr Pro Glu Ile Met Glu Asn Ser Pro Lys Asp Val Ser Val
1145 1150 1155

Val Gln 1Ile Glu Ala Phe Asp Pro Asp Ser Ser Ser Asn Asp Lys
1160 1165 1170

Leu Met Tyr Lys Ile Thr Ser Gly Asn Pro Gln Gly Phe Phe Ser
1175 1180 1185

Ile His Pro Lys Thr Gly Leu Ile Thr Thr Thr Ser Arg Lys Leu
1190 1195 1200

Asp Arg Glu Gln Gln Asp Glu His Ile Leu Glu Val Thr Val Thr
1205 1210 1215

Asp Asn Gly Ser Pro Prc Lys Ser Thr Ile Ala Arg Val Ile Val
1220 1225 1230

Lys Ile Leu Asp Glu Asn Asp Asn Lys Pro Gln Phe Leu Gln Lys
1235 1240 1245

Phe Tyr Lys Ile Arg Leu Pro Glu Arg Glu Lys Pro Asp Arg Glu
1250 1255 1260

Arg Asn Ala Arg Arg Glu Pro Leu Tyr Arg Val Ile BAla Thr Asp
1265 1270 1275

Lys Asp Glu Gly Pro Asn Ala Glu Ile Ser Tyr Ser Ile Glu Asp
1280 1285 1290

Gly Asn Glu His Gly Lys Phe Phe Ile Glu Pro Lys Thr Gly Val
1295 1300 1305

Val Ser Ser Lys Arg Phe Ser Ala Ala Gly Glu Tyr Asp Ile Leu
1310 1315 1320

Ser Ile Lys Ala Val Asp Asn Gly Arg Pro Gln Lys Ser Ser Thr
1325 1330 1335

Thr Arg Leu His Ile Glu Trp Ile Ser Lys Pro Lys Gln Ser Leu
1340 1345 1350

Glu Pro Ile Ser Phe Glu Glu Ser Phe Phe Thr Phe Thr Val Met
1355 1360 1365

Glu Ser Asp Pro Val Ala His Met Ile Gly Val Ile Ser Val Glu
1370 1375 1380

Pro Pro Gly Ile Pro Leu Trp Phe Asp Ile Thr Gly Gly Asn Tyr
1385 1390 1395

Asp Ser His Phe Asp Val Asp Lys Gly Thr Gly Thr 1Ile Ile Val
1400 1405 1410

Ala Lys Pro Leu Asp Ala Glu Gln Lys Ser Asn Tyr Asn Leu Thr
1415 1420 1425

Val Glu Ala Thr Asp Gly Thr Thr Thr Ile Leu Thr Gln Val Phe
1430 1435 1440

Ile Lys Val Ile Asp Thr Asn Asp His Arg Pro Gln Phe Ser Thr
1445 1450 1455

Ser Lys Tyr Glu Val val Ile Pro Glu Asp Thr Ala Pro Glu Thr
1460 1465 1470

Glu Ile Leu Gln Ile Ser Ala Val Asp Gln Asp Glu Lys Asn Lys
1475 1480 1485



US 2004/0219579 Al Nov. 4, 2004
185

-continued

Leu Ile Tyr Thr Leu Gln Ser Ser Arg Asp Pro Leu Ser Leu Lys
1490 1495 1500

Lys Phe Arg Leu Asp Pro Ala Thr Gly Ser Leu Tyr Thr Ser Glu
1505 1510 1515

Lys Leu Asp His Glu Ala Val 8er Pro Ala His Leu Thr Val Met
1520 1525 1530

Val Arg Asp Gln Asp Val Pro Val Lys Arg Asn Phe Ala Arg Ile
1535 1540 1545

vVal Val Asn Val Ser Asp Thr Asn Asp His Ala Pro Trp Phe Thr
1550 1555 1560

Ala Ser Ser Tyr Lys Gly Arg Val Tyr Glu Ser Ala Ala Val Gly
1565 1570 1575

Ser Val Val Leu Gln Val Thr Ala Leu Asp Lys Asp Lys Gly Lys
1580 1585 1590

Asn Ala Glu Val Leu Tyr Ser Ile Glu Ser Gly Asn Ile Gly Asn
1595 1600 1605

Ile Gly Asn Ser Phe Met Ile Asp Pro Val Leu Gly Ser Ile Lys
1610 1615 1620

Thr Ala Lys Glu Leu Asp Arg Ser Asn Gln Ala Glu Tyr Asp Leu
1625 1630 1635

Met Val Lys Ala Thr Asp Lys Gly Ser Pro Pro Met Ser Glu Ile
1640 1645 1650

Thr Ser Val Arg Ile Phe Val Thr Ile Ala Asp Asn Ala Ser Pro
1655 1660 1665

Lys Phe Thr Ser Lys Glu Tyr Ser Val Glu Leu Ser Glu Thr Val
1670 1675 1680

Ser Ile Gly Ser Phe Val Gly Met Val Thr Ala His Ser Gln Ser
1685 1690 1695

Ser Val Val Tyr Glu Ile Lys Asp Gly Asn Thr Gly Asp Ala Phe
1700 1705 1710

Asp Ile Asn Pro His Ser Gly Thr Ile Ile Thr Gln Lys Ala Leu
1715 1720 1725

Asp Phe Glu Thr Leu Pro Ile Tyr Thr Leu Ile Ile Gln Gly Thr
1730 1735 1740

Asn Met Ala Gly Leu Ser Thr Asn Thr Thr Val Leu Val His Leu
1745 1750 1755

Gln Asp Glu Asn Asp Asn Ala Pro Val Phe Met Gln Ala Glu Tyr
1760 1765 1770

Thr Gly Leu Ile Ser Glu Ser Ala Ser Ile Asn Ser Val Val Leu
1775 1780 1785

Thr Asp Arg Asn Val Pro Leu Val Ile Arg Ala Ala Asp Ala Asp
1790 1795 1800

Lys Asp Ser Asn Ala Leu Leu Val Tyr His Ile Val Glu Pro Ser
1805 1810 1815

Val His Thr Tyr Phe Ala Ile Asp Ser Ser Thr Gly Ala Ile His
1820 1825 1830

Thr Val Leu Ser Leu Asp Tyr Glu Glu Thr Ser Ile Phe His Phe
1835 1840 1845

Thr Val Gln Val His Asp Met Gly Thr Pro Arg Leu Phe Ala Glu
1850 1855 1860

Tyr Ala Ala Asn Val Thr Val His Val Ile Asp Ile Asn Asp Cys
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1865 1870 1875

Pro Pro Val Phe Ala Lys Pro Leu Tyr Glu Ala Ser Leu Leu Leu
1880 1885 1890

Pro Thr Tyr Lys Gly Val Lys Val Ile Thr Val Asn Ala Thr Asp
1895 1900 1905

Ala Asp Ser Ser Ala Phe Ser Gln Leu Ile Tyr Ser Ile Thr Glu
1310 1915 1920

Gly Asn Ile Gly Glu Lys Phe Ser Met Asp Tyr Lys Thr Gly Ala
1925 1930 1935

Leu Thr Val Gln Asn Thr Thr Gln Leu Arg Ser Arg Tyr Glu Leu
1940 1945 1950

Thr Vval Arg Ala Ser Asp Gly Arg Phe Ala Gly Leu Thr Ser Val
1955 1960 1965

Lys Ile Asn Val Lys Glu Ser Lys Glu Ser His Leu Lys Phe Thr
1870 1975 1980

Gln Asp Val Tyr Ser Ala Val Val Lys Glu Asn Ser Thr Glu Ala
1985 1990 1995

Glu Thr Leu Ala Val Ile Thr Ala Ile Gly Ser Pro Ile Asn Glu
2000 2005 2010

Pro Leu Phe Tyr His Ile Leu Asn Pro Asp Arg Arg Phe Lys Ile
2015 2020 2025

Ser Arg Thr Ser Gly Val Leu Ser Thr Thr Gly Thr Pro Phe Asp
2030 2035 2040

Arg Glu Gln Gln Glu Ala Phe Asp Val Val Val Glu Val Ile Glu
2045 2050 2055

Glu His Lys Pro Ser Ala Val Ala His Vval val val Lys Val Ile
2060 2065 2070

Val Glu Asp Gln Asn Asp Asn Ala Pro Val Phe Val BAsn Leu Pro
2075 2080 2085

Tyr Tyr Ala Val Val Lys Val Asp Thr Glu Val Gly His Val Ile
2090 2095 2100

Arg Tyr Val Thr Ala Val Asp Arg Asp Ser Gly Arg Asn Gly Glu
2105 2110 2115

Val His Tyr Tyr Leu Lys Glu His His Glu His Phe Gln Ile Gly
2120 2125 2130

Pro Leu Gly Glu Ile Ser Leu Lys Lys Gln Phe Glu Leu Asp Thr
2135 2140 2145

Leu Asn Lys Glu Tyr Leu Val Thr Val Val Ala Lys Asp Gly Gly
2150 2155 2160

Asn Pro Ala Phe Ser Ala Glu Val Ile Val Pro Ile Thr Val Met
2165 2170 2175

Asn Lys Ala Met Pro Val Phe Glu Lys Pro Phe Tyr Ser Ala Glu
2180 2185 2190

Ile Ala Glu Ser Ile Gln Val His Ser Pro Val Val His Val Gln
2195 2200 2205

Ala Asn Ser Pro Glu Gly Leu Lys Val Phe Tyr Ser 1Ile Thr Asp
2210 2215 2220

Gly Asp Pro Phe Ser Gln Phe Thr Ile Asn Phe Asn Thr Gly Val
2225 2230 2235

Ile Asn Val Ile Ala Pro Leu Asp Phe Glu Ala His Pro Ala Tyr
2240 2245 2250
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Lys Leu Ser Ile Arg Ala Thr Asp Ser Leu Thr Gly Ala His Ala
2255 2260 2265

Glu Val Phe Val Asp Ile Ile Val Asp Asp Ile Asn Asp Asn Pro
2270 2275 2280

Pro Val Phe Ala Gln Gln Ser Tyr Ala Val Thr Leu Ser Glu Ala
2285 2290 2295

Ser Val TIle Gly Thr Ser Val Val Gln Val Arg Ala Thr Asp Ser
2300 2305 2310

Asp Ser Glu Pro Asn Arg Gly Ile Ser Tyr Gln Met Phe Gly Asn
2315 2320 2325

His Ser Lys Ser His Asp His Phe His Val Asp Ser Ser Thr Gly
2330 2335 2340

Leu Ile Ser Leu Leu Arg Thr Leu Asp Tyr Glu Gln Ser Arg Gln
2345 2350 2355

His Thr 1Ile Phe Val Arg Ala Val Asp Gly Gly Met Pro Thr Leu
2360 2365 2370

Ser Ser Asp Val Ile Val Thr Val Asp Val Thr Asp Leu Asn Gly
2375 2380 2385

Asn Pro Pro Leu Phe Glu Gln Gln Ile Tyr Glu Ala Arg Ile Ser
2390 2395 2400

Glu His Ala Pro His Gly His Phe Val Thr Cys Val Lys Ala Tyr
2405 2410 2415

Asp Ala Asp Ser Ser Asp Ile Asp Lys Leu Gln Tyr Ser Ile Leu
2420 2425 2430

Ser Gly Asn Asp His Lys His Phe Val Ile Asp Ser Ala Thr Gly
2435 2440 2445

Ile Ile Thr Leu Ser Asn Leu His Arg His Ala Leu Lys Pro Phe
2450 2455 2460

Tyr Ser Leu Asn Leu Ser Val Ser Asp Gly Val Phe Arg Ser Ser
2465 2470 2475

Thr Gln Val His Val Thr Val 1Ile Gly Gly Asn Leu His Ser Pro
2480 2485 2490

Ala Phe Leu Gln Asn Glu Tyr Glu Val Glu Leu Ala Glu Asn Ala
2495 2500 2505

Pro Leu His Thr Leu Val Met Glu Val Lys Thr Thr Asp Gly Asp
2510 2515 2520

Ser Gly Ile Tyr Gly His Val Thr Tyr His Ile Val Asn Asp Phe
2525 2530 2535

Ala Lys Asp Arg Phe Tyr Ile Asn Glu Arg Gly Gln 1Ile Phe Thr
2540 2545 2550

Leu Glu Lys Leu Asp Arg Glu Thr Pro Ala Glu Lys Val Ile Ser
2555 2560 2565

Val Arg Leu Met Ala Lys Asp Ala Gly Gly Lys Val Ala Phe Cys
2570 2575 2580

Thr Vval Asn Val Ile Leu Thr Asp Asp Asn Asp Asn Ala Pro Gln
2585 2590 2595

Phe Arg Ala Thr Lys Tyr Glu Val Asn Ile Gly Ser Ser Ala Ala
2600 2605 2610

Lys Gly Thr Ser Val Val Lys Ser Ala Ser Asp Ala Asp Glu Gly
2615 2620 2625
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Ser Asn Ala Asp Ile Thr Tyr Ala Ile Glu Ala Asp Ser Glu Ser
2630 2635 2640

Val Lys Glu Asn Leu Glu Ile Asn Lys Leu Ser Gly Val Ile Thr
2645 2650 2655

Thr Lys Glu Ser Leu Ile Gly Leu Glu Asn Glu Phe Phe Thr Phe
2660 2665 2670

Phe Val Arg Ala Val Asp Asn Gly Ser Pro Ser Lys Glu Ser Val
2675 2680 2685

Val Leu Val Tyr Val Lys Ile Leu Pro Pro Glu Met Gln Leu Pro
2690 2695 2700

Lys Phe Ser Glu Pro Phe Tyr Thr Phe Thr Val Ser Glu Asp Val
2705 2710 2715

Pro Val Gly Thr Glu Ile Asp Leu Ile Arg Ala Glu His Ser Gly
2720 2725 2730

Thr Val Leu Tyr Ser Leu Val Lys Gly Asn Thr Pro Glu Ser Asn
2735 2740 2745

Arg Asp Glu Ser Phe Val Ile Asp Arg Gln Ser Gly Arg Leu Lys
2750 2755 2760

Leu Glu Lys Ser Leu Asp His Glu Thr Thr Lys Trp Tyr Gln Phe
2765 2770 2775

Ser Ile Leu Ala Arg Cys Thr Gln Asp Asp His Glu Met Val Ala
2780 2785 2790

Ser Val Asp Val Ser Ile Gln Val Lys Asp Ala Asn Asp Asn Ser
2795 2800 2805

Pro Val Phe Glu Ser Ser Pro Tyr Glu Ala Phe Ile Val Glu Asn
2810 2815 2820

Leu Pro Gly Gly Ser Arg Val TIle Gln Ile Arg Ala Ser Asp Ala
2825 2830 2835

Asp Ser Gly Thr Asn Gly Gln Val Met Tyr Ser Leu Asp Gln Ser
2840 2845 2850

Gln Ser Val Glu Val Ile Glu Ser Phe Ala Ile Asn Met Glu Thr
2855 2860 2865

Gly Trp 1Ile Thr Thr Leu Lys Glu Leu Asp His Glu Lys Arg Asp
2870 2875 2880

Asn Tyr Gln Ile Lys Val Val Ala Ser Asp His Gly Glu Lys Ile
2885 2890 2895

Gln Leu Ser Ser Thr Ala Ile Val Asp Val Thr Val Thr Asp Val
2900 2905 2910

Asn Asp Ser Pro Pro Arg Phe Thr Ala Glu Ile Tyr Lys Gly Thr
2915 2920 2925

Val Ser Glu Asp Asp Pro Gln Gly Gly Val Ile Ala Ile Leu Ser
2930 2935 2940

Thr Thr Asp Ala Asp Ser Glu Glu Ile Asn Arg Gln Val Thr Tyr
2945 2950 2955

Phe Ile Thr Gly Gly Asp Pro Leu Gly Gln Phe Ala Val Glu Thr
2960 2965 2970

Ile Gln Asn Glu Trp Lys Val Tyr Val Lys Lys Pro Leu Asp Arg
28975 2980 2985

Glu Lys Arg Asp Asn Tyr Leu Leu Thr Ile Thr Ala Thr Asp Gly
2990 2995 3000

Thr Phe Ser Ser Lys Ala Ile Val Glu Val Lys Val Leu Asp Ala
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3005 3010 3015

Asn Asp Asn Ser Pro Val Cys Glu Lys Thr Leu Tyr Ser Asp Thr
3020 3025 3030

Ile Pro Glu Asp Val Leu Pro Gly Lys Leu Ile Met Gln Ile Ser
3035 3040 3045

Ala Thr Asp Ala Asp Ile Arg Ser Asn Ala Glu Ile Thr Tyr Thr
3050 3055 3060

Leu Leu Gly Ser Gly Ala Glu Lys Phe Lys Leu Asn Pro Asp Thr
3065 3070 3075

Gly Glu Leu Lys Thr Ser Thr Pro Leu Asp Arg Glu Glu Gln Ala
3080 3085 3090

val Tyr His Leu Leu Val Arg Ala Thr Asp Gly Gly Gly Arg Phe
3095 3100 3105

Cys Gln Ala Ser Ile Val Val Thr Leu Glu Asp Val Asn Asp Asn
3110 3115 3120

Ala Pro Glu Phe Ser Ala Asp Pro Tyr Ala Ile Thr Val Phe Glu
3125 3130 3135

Asn Thr Glu Pro Gly Thr Leu Leu Thr Arg Val Gln Ala Thr Asp
3140 3145 3150

Ala Asp Ala Gly Leu Asn Arg Lys Ile Leu Tyr Ser Leu Ile Asp
3155 3160 3165

Ser Ala Asp Gly Gln Phe Ser Ile Asn Glu Leu Ser Gly Ile Ile
3170 3175 3180

Gln Leu Glu Lys Pro Leu Asp Arg Glu Leu Gln Ala Val Tyr Thr
3185 3190 3195

Leu Ser Leu Lys Ala Val Asp Gln Gly Leu Pro Arg Arg Leu Thr
3200 3205 3210

Ala Thr Gly Thr Val Ile Val Ser Val Leu Asp Ile Asn Asp Asn
3215 3220 3225

Pro Pro Val Phe Glu Tyr Arg Glu Tyr Gly Ala Thr Val Ser Glu
3230 3235 3240

Asp Ile Leu Val Gly Thr Glu Val Leu Gln Val Tyr Ala Ala Ser
3245 3250 3255

Arg Asp Ile Glu Ala Asn Ala Glu Ile Thr Tyr Ser Ile Ile Ser
3260 3265 3270

Gly Asn Glu His Gly Lys Phe Ser Ile Asp Ser Lys Thr Gly Ala
3275 3280 3285

Val Phe 1Ile Ile Glu Asn Leu Asp Tyr Glu Ser Ser His Glu Tyr
3290 3295 3300

Tyr Leu Thr Val Glu Ala Thr Asp Gly Gly Thr Pro Ser Leu Ser
3305 3310 3315

Asp Val Ala Thr Val Asn Val Asn Val Thr Asp Ile Asn Asp Asn
3320 3325 3330

Thr Pro Val Phe Ser Gln Asp Thr Tyr Thr Thr Val Ile Ser Glu
3335 3340 3345

Asp Ala Val Leu Glu Gln Ser Val Ile Thr Val Met Ala Asp Asp
3350 3355 3360

Ala Asp Gly Pro Ser Asn Ser His Ile His Tyr Ser 1Ile Ile Asp
3365 3370 3375

Gly Asn Gln Gly Ser Ser Phe Thr Ile Asp Pro Val Arg Gly Glu
3380 3385 3390
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Val Lys Val Thr Lys Leu Leu Asp Arg Glu Thr Ile Ser Gly Tyr
3395 3400 3405

Thr Leu Thr Val Gln Ala Ser Asp Asn Gly Ser Pro Pro Arg Val
3410 3415 3420

Asn Thr Thr Thr Val Asn Ile Asp Val Ser Asp Val Asn Asp Asn
3425 3430 3435

Ala Pro Val Phe Ser Arg Gly Asn Tyr Ser Val Ile Ile Gln Glu
3440 3445 3450

Asn Lys Pro Val Gly Phe Ser Val Leu Gln Leu Val Val Thr Asp
3455 3460 3465

Glu Asp Ser Ser His Asn Gly Pro Pro Phe Phe Phe Thr Ile Val
3470 3475 3480

Thr Gly Asn Asp Glu Lys Ala Phe Glu Val Asn Pro Gln Gly Val
3485 3490 3495

Leu Leu Thr Ser Ser Ala Ile Lys Arg Lys Glu Lys Asp His Tyr
3500 3505 3510

Leu Leu Gln Val Lys Val Ala Asp Asn Gly Lys Pro Gln Leu Ser
3515 3520 3525

Ser Leu Thr Tyr Ile Asp Ile Arg Val Ile Glu Glu Ser Ile Tyr
3530 3535 3540

Pro Pro Ala Ile Leu Pro Leu Glu Ile Phe Ile Thr Ser Ser Gly
3545 3550 3555

Glu Glu Tyr Ser Gly Gly Val 1Ile Gly Lys Ile His Ala Thr Asp
3560 3565 3570

Gln Asp Val Tyr Asp Thr Leu Thr Tyr Ser Leu Asp Pro Gln Met
3575 3580 3585

Asp Asn Leu Phe Ser Val Ser Ser Thr Gly Gly Lys Leu Ile Ala
3590 3595 3600

His Lys Lys Leu Asp Ile Gly Gln Tyr Leu Leu Asn Val Ser Val
3605 3610 3615

Thr Asp Gly Lys Phe Thr Thr Val Ala Asp Ile Thr Val His Ile
3620 3625 3630

Arg Gln Val Thr Gln Glu Met Leu Asn His Thr Ile Ala Ile Arg
3635 3640 3645

Phe Ala Asn Leu Thr Pro Glu Glu Phe Val Gly Asp Tyr Trp Arg
3650 3655 3660

Asn Phe Gln Arg Ala Leu Arg Asn Ile Leu Gly Val Arg Arg Asn
3665 3670 3675

Asp Ile Gln Ile Val Ser Leu Gln Ser Ser Glu Pro His Pro His
3680 3685 3690

Leu Asp Val Leu Leu Phe Val Glu Lys Pro Gly Ser Ala Gln Ile
3695 3700 3705

Ser Thr Lys Gln Leu Leu His Lys Ile Asn Ser Ser Val Thr Asp
3710 3715 3720

Ile Glu Glu Ile Ile Gly Val Arg Ile Leu Asn Val Phe Gln Lys
3725 3730 3735

Leu Cys Ala Gly Leu Asp Cys Pro Trp Lys Phe Cys Asp Glu Lys
3740 3745 3750

Val Ser Val Asp Glu Ser Val Met Ser Thr His Ser Thr Ala Arg
3755 3760 3765
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Leu Ser Phe Val Thr Pro Arg His His Arg Ala Ala Val Cys Leu
3770 3775 3780

Cys Lys Glu Gly Arg Cys Pro Pro Val His His Gly Cys Glu Asp
3785 3790 3795

Asp Pro Cys Pro Glu Gly Ser Glu Cys Val Ser Asp Pro Trp Glu
3800 3805 3810

Glu Lys His Thr Cys Val Cys Pro Ser Gly Arg Phe Gly Gln Cys
3815 3820 3825

Pro Gly Ser Ser Ser Met Thr Leu Thr Gly Asn Ser Tyr Val Lys
3830 3835 3840

Tyr Arg Leu Thr Glu Asn Glu Asn Lys Leu Glu Met Lys Leu Thr
3845 3850 3855

Met Arg Leu Arg Thr Tyr Ser Thr His Ala val val Met Tyr Ala
3860 3865 3870

Arg Gly Thr Asp Tyr Ser Ile Leu Glu Ile His His Gly Arg Leu
3875 3880 3885

Gln Tyr Lys Phe Asp Cys Gly Ser Gly Pro Gly Ile Val Ser Val
3890 3895 3900

Gln Ser 1Ile Gln Val Asn Asp Gly Gln Trp His Ala Val Ala Leu
3905 3910 3915

Glu Val Asn Gly Asn Tyr Ala Arg Leu Val Leu Asp Gln Val His
3920 3925 3930

Thr Ala Ser Gly Thr Ala Pro Gly Thr Leu Lys Thr Leu Asn Leu
3935 3940 3945

Asp Asn Tyr Val Phe Phe Gly Gly His Ile Arg Gln Gln Gly Thr
3950 3955 3960

Arg His Gly Arg Ser Pro Gln Val Gly Asn Gly Phe Arg Gly Cys
3965 3970 3975

Met Asp Ser Ile Tyr Leu Asn Gly Gln Glu Leu Pro Leu Asn Ser
3980 3985 3990

Lys Pro Arg Ser Tyr Ala His Ile Glu Glu Ser Val Asp Val Ser
3995 4000 4005

Pro Gly Cys Phe Leu Thr Ala Thr Glu Asp Cys Ala Ser Asn Pro
4010 4015 4020

Cys Gln Asn Gly Gly Val Cys Asn Pro Ser Pro Ala Gly Gly Tyr
4025 4030 4035

Tyr Cys Lys Cys Ser Ala Leu Tyr Ile Gly Thr His Cys Glu Ile
4040 4045 4050

Ser Val Asn Pro Cys Ser Ser Asn Pro Cys Leu Tyr Gly Gly Thr
4055 4060 4065

Cys Val Val Asp Asn Gly Gly Phe Val Cys Gln Cys Arg Gly Leu
4070 4075 4080

Tyr Thr Gly Gln Arg Cys Gln Leu Ser Pro Tyr Cys Lys Asp Glu
4085 4090 4095

Pro Cys Lys Asn Gly Gly Thr Cys Phe Asp Ser Leu Asp Gly Ala
4100 4105 4110

Val Cys Gln Cys Asp Ser Gly Phe Arg Gly Glu Arg Cys Gln Ser
4115 4120 4125

Asp Ile Asp Glu Cys Ser Gly Asn Pro Cys Leu His Gly Ala Leu
4130 4135 4140

Cys Glu Asn Thr His Gly Ser Tyr His Cys Asn Cys Ser His Glu
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4145 4150 4155

Tyr Arg Gly Arg His Cys Glu Asp Ala Ala Pro Asn Gln Tyr Val
4160 4165 4170

Ser Thr Pro Trp Asn Ile Gly Leu Ala Glu Gly Ile Gly Ile Val
4175 4180 4185

Val Phe Val Ala Gly Ile Phe Leu Leu Val Val Val Phe Val Leu
4190 4195 4200

Cys Arg Lys Met Ile Ser Arg Lys Lys Lys His Gln Ala Glu Pro
4205 4210 4215

Lys Asp Lys His Leu Gly Pro Ala Thr Ala Phe Leu Gln Arg Pro
4220 4225 4230

Tyr Phe Asp Ser Lys Leu Asn Lys Asn Ile Tyr Ser Asp Ile Pro
4235 4240 4245

Pro Gln Val Pro Val Arg Pro Ile Ser Tyr Thr Pro Ser Ile Pro
4250 4255 4260

Ser Asp Ser Arg Asn Asn Leu Asp Arg Asn Ser Phe Glu Gly Ser
4265 4270 4275

Ala Ile Pro Glu His Pro Glu Phe Ser Thr Phe Asn Pro Glu Ser
4280 4285 4290

vVal His Gly His Arg Lys Ala Val Ala Val Cys Ser Val Ala Pro
4295 4300 4305

Asn Leu Pro Pro Pro Proc Pro Ser Asn Ser Pro Ser Asp Ser Asp
4310 4315 4320

Ser Ile Gln Lys Pro Ser Trp Asp Phe Asp Tyr Asp Thr Lys Val
4325 4330 4335

Val Asp Leu Asp Pro Cys Leu Ser Lys Lys Pro Leu Glu Glu Lys
4340 4345 4350

Pro Ser Gln Pro Tyr Ser Ala Arg Glu Ser Leu Ser Glu Val Gln
4355 4360 4365

Ser Leu Ser Ser Phe Gln Ser Glu Ser Cys Asp Asp Asn Gly Tyr
4370 4375 4380

His Trp Asp Thr Ser Asp Trp Met Pro Ser Val Pro Leu Pro Asp
4385 4390 4395

Ile Gln Glu Phe Pro Asn Tyr Glu Val Ile Asp Glu Gln Thr Pro
4400 4405 4410

Leu Tyr Ser Ala Asp Pro Asn Ala Ile Asp Thr Asp Tyr Tyr Pro
4415 4420 4425

Gly Gly Tyr Asp Ile Glu Ser Asp Phe Pro Pro Pro Pro Glu Asp
4430 4435 4440

Phe Pro Ala Ala Asp Glu Leu Pro Pro Leu Pro Pro Glu Phe Ser
4445 4450 4455

Asn Gln Phe Glu Ser Ile His Pro Pro Arg Asp Met Pro Ala Ala
4460 4465 4470

Gly Ser Leu Gly Ser Ser Ser Arg Asn Arg Gln Arg Phe Asn Leu
4475 4480 4485

Asn Gln Tyr Leu Pro Asn Phe Tyr Pro Leu Asp Met Ser Glu Pro
4490 4495 4500

Gln Thr Lys Gly Thr Gly Glu Asn Ser Thr Cys Arg Glu Pro His
4505 4510 4515

Ala Pro Tyr Pro Pro Gly Tyr Gln Arg His Phe Glu Ala Pro Ala
4520 4525 4530
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Val Glu
4535

Ser Asp Val Ser Ala

4550

Ser Asp Tyr Glu Ser

4565

Ile Pro
4580

<210> SEQ ID NO 94
<211> LENGTH: 202
<212> TYPE: PRT

<213> ORGANISM: Homo

<400> SEQUENCE: 94

Ser Met Pro

Pro Leu Asp

Met

1

Leu

Gly

Phe

Phe

65

Ala

Leu

Asn

Thr

145

Ser

Cys

Cys

Cys

Ala

Glu

Phe

50

Val

Glu

Leu

Gly

Tyr

130

Trp

Leu

Leu

Cys

Tyr Gly Lys

Leu

Thr

35

Ser

Phe

Asn

Ile

Leu

115

Thr

Ser

Phe

Ile

Ser
195

Leu

20

Lys

Gly

Ile

Cys

Gly

100

Ala

Phe

Glu

Ser

Gln

180

His

5

Cys

Tyr

Ile

Gly

Gly

85

Ile

Glu

Ala

Cys

Ile

165

Val

Gln

<210> SEQ ID NO 95
<211> LENGTH: 1035
<212> TYPE: PRT

Met Ser Val Tyr Ala

Cys Cys

4540

Glu Val Glu
4555

Gly Asp Asp Gly His

Ser Gln

4570

Gln His Thr
4585

Saplens

Cys

Ile

Ala

Val

Leu

70

Lys

Ala

Gly

Ser

Thr

150

Leu

Ile

Gln

Ser

Ser

Phe

Glu

Thr Ala Ser Cys
4545

Glu Val Met Met
4560

Glu Glu Vval Thr
4575

Val
4590

Ala

Ala

Ser

Gly

55

Glu

Arg

Gly

Pro

Thr

135

Glu

Leu

Asn

Gln

Arg

Ala

Glu

40

Gly

Gln

Cys

Ser

Leu

120

Glu

Pro

Ala

Gly

Tyr
200

Cys Ile
10

Asn Ile
25

Asn His

Gly Leu

Asp Asp

Ala Met
90

Gly Tyr
105

Cys Leu

Gly Gln

Lys His

Leu Gly
170

Val Leu
185

Asp Cys

Gly

Leu

Leu

Leu

Cys

75

Leu

Cys

Asp

Tyr

Ile

155

Gly

Gly

His

Leu

Ser

Met

60

Cys

Ser

Val

Ser

Leu

140

val

Ile

Gly

Ser Leu

Tyr Phe
30

Arg Phe
45

Leu Leu

Gly Cys

Ser Val

Ile Val

110

Leu Gly
125

Leu Asp
Glu Trp

Glu Phe

Ile Cys
190

val

15

Pro

val

Pro

Cys

Leu

95

Ala

Gln

Thr

Asn

Ile
175

Gly

Asn

Trp

Ala

Gly

80

Ala

Ala

Trp

Ser

val

160

Leu

Phe

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 95

Met Ser Thr Glu Asn Val Glu Gly Lys Pro Ser Asn Leu Gly Glu Arg

1 5

10

15

Gly Arg Ala Arg Ser Ser Thr Phe Leu Arg Val Val Gln Pro Met Phe

20

Asn His Ser Ile Phe Thr Ser Ala Val

35

25

40

30

Ser Pro Ala Ala Glu Arg Ile

45



US 2004/0219579 Al Nov. 4, 2004
194

-continued

Arg Phe Ile Leu Gly Glu Glu Asp Asp Ser Pro Ala Pro Pro Gln Leu
50 55 60

Phe Thr Glu Leu Asp Glu Leu Leu Ala Val Asp Gly Gln Glu Met Glu
65 70 75 80

Trp Lys Glu Thr Ala Arg Trp Ile Lys Phe Glu Glu Lys Val Glu Gln
85 90 95

Gly Gly Glu Arg Trp Ser Lys Pro His Val Ala Thr Leu Ser Leu His
100 105 110

Ser Leu Phe Glu Leu Arg Thr Cys Met Glu Lys Gly Ser Ile Met Leu
115 120 125

Asp Arg Glu Ala Ser Ser Leu Pro Gln Leu Val Glu Met Ile Val Asp
130 135 140

His Gln Ile Glu Thr Gly Leu Leu Lys Pro Glu Leu Lys Asp Lys Val
145 150 155 160

Thr Tyr Thr Leu Leu Arg Lys His Arg His Gln Thr Lys Lys Ser Asn
165 170 175

Leu Arg Ser Leu Ala Asp Ile Gly Lys Thr Val Ser Ser Ala Ser Arg
180 185 190

Met Phe Thr Asn Pro Asp Asn Gly Ser Pro Ala Met Thr His Arg Asn
195 200 205

Leu Thr Ser Ser Ser Leu Asn Asp Ile Ser Asp Lys Pro Glu Lys Asp
210 215 220

Gln Leu Lys Asn Lys Phe Met Lys Lys Leu Pro Arg Asp Ala Glu Ala
225 230 235 240

Ser Asn Val Leu Val Gly Glu Val Asp Phe Leu Asp Thr Pro Phe Ile
245 250 255

Ala Phe Val Arg Leu Gln Gln Ala Val Met Leu Gly Ala Leu Thr Glu
260 265 270

Val Pro Val Pro Thr Arg Phe Leu Phe Ile Leu Leu Gly Pro Lys Gly
275 280 285

Lys Ala Lys Ser Tyr His Glu Ile Gly Arg Ala Ile Ala Thr Leu Met
290 295 300

Ser Asp Glu Val Phe His Asp Ile Ala Tyr Lys Ala Lys Asp Arg His
305 310 315 320

Asp Leu Ile Ala Gly Ile Asp Glu Phe Leu Asp Glu Val Ile Val Leu
325 330 335

Pro Pro Gly Glu Trp Asp Pro Ala Ile Arg Ile Glu Pro Pro Lys Ser
340 345 350

Leu Pro Ser Ser Asp Lys Arg Lys Asn Met Tyr Ser Gly Gly Glu Asn
355 360 365

vVal Gln Met Asn Gly Asp Thr Pro His Asp Gly Gly His Gly Gly Gly
370 3175 380

Gly His Gly Asp Cys Glu Glu Leu Gln Arg Thr Gly Arg Phe Cys Gly
385 390 395 400

Gly Leu Ile Lys Asp Ile Lys Arg Lys Ala Pro Phe Phe Ala Ser Asp
405 410 415

Phe Tyr Asp Ala Leu Asn Ile Gln Ala Leu Ser Ala Ile Leu Phe Ile
420 425 430

Tyr Leu Ala Thr Val Thr Asn Ala Ile Thr Phe Gly Gly Leu Leu Gly
435 440 445
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Asp Ala Thr Asp Asn Met Gln Gly Val Leu Glu Ser Phe Leu Gly Thr
450 455 460

Ala Val Ser Gly Ala Ile Phe Cys Leu Phe Ala Gly Gln Pro Leu Thr
465 470 475 480

Ile Leu Ser Ser Thr Gly Pro Val Leu Val Phe Glu Arg Leu Leu Phe
485 490 495

Asn Phe Ser Lys Asp Asn Asn Phe Asp Tyr Leu Glu Phe Arg Leu Trp
500 505 510

Ile Gly Leu Trp Ser Ala Phe Leu Cys Leu Ile Leu Val Ala Thr Asp
515 520 525

Ala Ser Phe Leu Val Gln Tyr Phe Thr Arg Phe Thr Glu Glu Gly Phe
530 535 540

Ser Ser Leu Ile Ser Phe Ile Phe Ile Tyr Asp Ala Phe Lys Lys Met
545 550 555 560

Ile Lys Leu Ala Asp Tyr Tyr Pro Ile Asn Ser Asn Phe Lys Val Gly
565 570 575

Tyr Asn Thr Leu Phe Ser Cys Thr Cys Val Pro Pro Asp Pro Ala Asn
580 585 590

Ile Ser Ile Ser Asn Asp Thr Thr Leu Ala Pro Glu Tyr Leu Pro Thr
595 600 605

Met Ser Ser Thr Asp Met Tyr His Asn Thr Thr Phe Asp Trp Ala Phe
610 615 620

Leu Ser Lys Lys Glu Cys Ser Lys Tyr Gly Gly Asn Leu Val Gly Asn
625 630 635 640

Asn Cys Asn Phe Val Pro Asp Ile Thr Leu Met Ser Phe Ile Leu Phe
645 650 655

Leu Gly Thr Tyr Thr Ser Ser Met Ala Leu Lys Lys Phe Lys Thr Ser
660 665 670

Pro Tyr Phe Pro Thr Thr Ala Arg Lys Leu Ile Ser Asp Phe Ala Ile
675 680 685

Ile Leu Ser Ile Leu Ile Phe Cys Val Ile Asp Ala Leu Val Gly Val
690 695 700

Asp Thr Pro Lys Leu Ile Val Pro Ser Glu Phe Lys Pro Thr Ser Pro
705 710 715 720

Asn Arg Gly Trp Phe Val Pro Pro Phe Gly Glu Asn Pro Trp Trp Val
725 730 735

Cys Leu Ala Ala Ala Ile Pro Ala Leu Leu Val Thr Ile Leu Ile Phe
740 745 750

Met Asp Gln Gln Ile Thr Ala Val Ile Val Asn Arg Lys Glu His Lys
755 760 765

Leu Lys Lys Gly Ala Gly Tyr His Leu Asp Leu Phe Trp Val Ala Ile
770 775 780

Leu Met Val Ile Cys Ser Leu Met Ala Leu Pro Trp Tyr Val Ala Ala
785 790 795 800

Thr Val Ile Ser Ile Ala His Ile Asp Ser Leu Lys Met Glu Thr Glu
805 810 815

Thr Ser Ala Pro Gly Glu Gln Pro Lys Phe Leu Gly Val Arg Glu Gln
820 825 830

Arg Val Thr Gly Thr Leu Val Phe Ile Leu Thr Gly Leu Ser Val Phe
835 840 845

Met Ala Pro Ile Leu Lys Phe Ile Pro Met Pro Val Leu Tyr Gly Val
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8350 855 860

Phe Leu Tyr Met Gly Val Ala Ser Leu Asn Gly Val Gln Phe Met Asp
865 870 875 880

Arg Leu Lys Leu Leu Leu Met Pro Leu Lys His Gln Pro Asp Phe Ile
885 890 895

Tyr Leu Arg His Val Pro Leu Arg Arg Val His Leu Phe Thr Phe Leu
900 905 910

Gln Val Leu Cys Leu Ala Leu Leu Trp Ile Leu Lys Ser Thr Val Ala
915 920 925

Ala Ile Ile Phe Pro Val Met Ile Leu Ala Leu Val Ala Val Arg Lys
930 935 940

Gly Met Asp Tyr Leu Phe Ser Gln His Asp Leu Ser Phe Leu Asp Asp
945 950 955 960

Val Ile Pro Glu Lys Asp Lys Lys Lys Lys Glu Asp Glu Lys Lys Lys
965 970 975

Lys Lys Lys Lys Gly Ser Leu Asp Ser Asp Asn Asp Asp Ser Asp Cys
980 985 990

Pro Tyr Ser Glu Lys Val Pro Ser Ile Lys Ile Pro Met Asp Ile Met
995 1000 1005

Glu Gln Gln Pro Phe Leu Ser Asp Ser Lys Pro Ser Asp Arg Glu
1010 1015 1020

Arg Ser Pro Thr Phe Leu Glu Arg His Thr Ser Cys
1025 1030 1035

<210> SEQ ID NO 96

<211> LENGTH: 480

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 96

Met Ser Thr Pro Gly Val Asn Ser Ser Ala Ser Leu Ser Pro Asp Arg
1 5 10 15

Leu Asn Ser Pro Val Thr Ile Pro Ala Val Met Phe Ile Phe Gly Val
20 25 30

Val Gly Asn Leu Val Ala Ile Val Val Leu Cys Lys Ser Arg Lys Glu
35 40 45

Gln Lys Glu Thr Thr Phe Tyr Thr Leu Val Cys Gly Leu Ala Val Thr
50 55 60

Asp Leu Leu Gly Thr Leu Leu Val Ser Pro Val Thr Ile Ala Thr Tyr
Met Lys Gly Gln Trp Pro Gly Gly Gln Pro Leu Cys Glu Tyr Ser Thr
85 90 95

Phe Ile Leu Leu Phe Phe Ser Leu Ser Gly Leu Ser Ile Ile Cys Ala
100 105 110

Met Ser Val Glu Arg Tyr Leu Ala Ile Asn His Ala Tyr Phe Tyr Ser
115 120 125

His Tyr Val Asp Lys Arg Leu Ala Gly Leu Thr Leu Phe Ala Val Tyr
130 135 140

Ala Ser Asn Val Leu Phe Cys Ala Leu Pro Asn Met Gly Leu Gly Ser
145 150 155 160

Ser Arg Leu Gln Tyr Pro Asp Thr Trp Cys Phe Ile Asp Trp Thr Thr
165 170 175
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Asn Val Thr Ala His Ala Ala Tyr Ser Tyr Met Tyr Ala Gly Phe Ser
180 185 190

Ser Phe Leu Ile Leu Ala Thr Val Leu Cys Asn Val Leu Val Cys Gly
195 200 205

Ala Leu Leu Arg Met His Arg Gln Phe Met Arg Arg Thr Ser Leu Gly
210 215 220

Thr Glu Gln His His Ala Ala Ala Ala Ala Ser Val Ala Ser Arg Gly
225 230 235 240

His Pro Ala Ala Ser Pro Ala Leu Pro Arg Leu Ser Asp Phe Arg Arg
245 250 255

Arg Arg Ser Phe Arg Arg Ile Ala Gly Ala Glu Ile Gln Met Val Ile
260 265 270

Leu Leu Ile Ala Thr Ser Leu Val Val Leu Ile Cys Ser Ile Pro Leu
275 280 285

Val Val Arg Val Phe Val Asn Gln Leu Tyr Gln Pro Ser Leu Glu Arg
2390 295 300

Glu Val Ser Lys Asn Pro Asp Leu Gln Ala Ile Arg Ile Ala Ser Val
305 310 315 320

Asn Pro Ile Leu Asp Pro Trp Ile Tyr Ile Leu Leu Arg Lys Thr Val
325 330 335

Leu Ser Lys Ala Ile Glu Lys Ile Lys Cys Leu Phe Cys Arg Ile Gly
340 345 350

Gly Ser Arg Arg Glu Arg Ser Gly Gln His Cys Ser Asp Ser Gln Arg
355 360 365

Thr Ser Ser Ala Met Ser Gly His Ser Arg Ser Phe Ile Ser Arg Glu
370 375 380

Leu Lys Glu Ile Ser Ser Thr Ser Gln Thr Leu Leu Pro Asp Leu Ser
385 390 395 400

Leu Pro Asp Leu Ser Glu Asn Gly Leu Gly Gly Arg Asn Leu Leu Pro
405 410 415

Gly Val Pro Gly Met Gly Leu Ala Gln Glu Asp Thr Thr Ser Leu Arg
420 425 430

Thr Leu Arg Ile Ser Glu Thr Ser Asp Ser Ser Gln Gly Gln Asp Ser
435 440 445

Glu Ser Val Leu Leu Val Asp Glu Ala Gly Gly Ser Gly Arg Ala Gly
450 455 460

Pro Ala Pro Lys Gly Ser Ser Leu Gln Val Thr Phe Pro Ser Glu Thr
465 470 475 480

<210> SEQ ID NO 97

<211> LENGTH: 335

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 97

Met Gly His Pro Pro Leu Leu Pro Leu Leu Leu Leu Leu His Thr Cys
1 5 10 15

Val Pro Ala Ser Trp Gly Leu Arg Cys Met Gln Cys Lys Thr Asn Gly
20 25 30

Asp Cys Arg Val Glu Glu Cys Ala Leu Gly Gln Asp Leu Cys Arg Thr
35 40 45

Thr Ile Val Arg Leu Trp Glu Glu Gly Glu Glu Leu Glu Leu Val Glu
50 55 60
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Lys Ser Cys Thr His Ser Glu Lys Thr Asn Arg Thr Leu Ser Tyr Arg
65 70 75 80

Thr Gly Leu Lys Ile Thr Ser Leu Thr Glu Val Val Cys Gly Leu Asp
Leu Cys Asn Gln Gly Asn Ser Gly Arg Ala Val Thr Tyr Ser Arg Ser
100 105 110

Arg Tyr Leu Glu Cys Ile Ser Cys Gly Ser Ser Asp Met Ser Cys Glu
115 120 125

Arg Gly Arg His Gln Ser Leu Gln Cys Arg Ser Pro Glu Glu Gln Cys
130 135 140

Leu Asp Val Val Thr His Trp Ile Gln Glu Gly Glu Glu Gly Arg Pro
145 150 155 160

Lys Asp Asp Arg His Leu Arg Gly Cys Gly Tyr Leu Pro Gly Cys Pro
165 170 175

Gly Ser Asn Gly Phe His Asn Asn Asp Thr Phe His Phe Leu Lys Cys
180 185 190

Cys Asn Thr Thr Lys Cys Asn Glu Gly Pro Ile Leu Glu Leu Glu Asn
195 200 205

Leu Pro Gln Asn Gly Arg Gln Cys Tyr Ser Cys Lys Gly Asn Ser Thr
210 215 220

His Gly Cys Ser Ser Glu Glu Thr Phe Leu Ile Asp Cys Arg Gly Pro
225 230 235 240

Met Asn Gln Cys Leu Val Ala Thr Gly Thr His Glu Pro Lys Asn Gln
245 250 255

Ser Tyr Met Val Arg Gly Cys Ala Thr Ala Ser Met Cys Gln His Ala
260 265 270

His Leu Gly Asp Ala Phe Ser Met Asn His Ile Asp Val Ser Cys Cys
275 280 285

Thr Lys Ser Gly Cys Asn His Pro Asp Leu Asp Val Gln Tyr Arg Ser
290 295 300

Gly Ala Ala Pro Gln Pro Gly Pro Ala His Leu Ser Leu Thr Ile Thr
305 310 315 320

Leu Leu Met Thr Ala Arg Leu Trp Gly Gly Thr Leu Leu Trp Thr

325 330 335

<210> SEQ ID NO 98

<211> LENGTH: 512

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 98

Met Asp Phe Glu Ser Gly Gln Val Asp Pro Leu Ala Ser Val Ile Leu
1 5 10 15

Pro Pro Asn Leu Leu Glu Asn Leu Ser Pro Glu Asp Ser Val Leu Val
20 25 30

Arg Arg Ala Gln Phe Thr Phe Phe Asn Lys Thr Gly Leu Phe Gln Asp
Val Gly Pro Gln Arg Lys Thr Leu Val Ser Tyr Val Met Ala Cys Ser
50 55 60

Ile Gly Asn Ile Thr Ile Gln Asn Leu Lys Asp Pro Val Gln Ile Lys
65 70 75 80

Ile Lys His Thr Arg Thr Gln Glu Val His His Pro Ile Cys Ala Phe
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85 90 95

Trp Asp Leu Asn Lys Asn Lys Ser Phe Gly Gly Trp Asn Thr Ser Gly
100 105 110

Cys Val Ala His Arg Asp Ser Asp Ala Ser Glu Thr Val Cys Leu Cys
115 120 125

Asn His Phe Thr His Phe Gly Val Leu Met Asp Leu Pro Arg Ser Ala
130 135 140

Ser Gln Leu Asp Ala Arg Asn Thr Lys Val Leu Thr Phe Ile Ser Tyr
145 150 155 160

Ile Gly Cys Gly Ile Ser Ala Ile Phe Ser Ala Ala Thr Leu Leu Thr
165 170 175

Tyr Val Ala Phe Glu Lys Leu Arg Arg Asp Tyr Pro Ser Lys Ile Leu
180 185 190

Met Asn Leu Ser Thr Ala Leu Leu Phe Leu Asn Leu Leu Phe Leu Leu
195 200 205

Asp Gly Trp Ile Thr Ser Phe Asn Val Asp Gly Leu Cys Ile Ala Val
210 215 220

Ala Val Leu Leu His Phe Phe Leu Leu Ala Thr Phe Thr Trp Met Gly
225 230 235 240

Leu Glu Ala Ile His Met Tyr Ile Ala Leu Val Lys Val Phe Asn Thr
245 250 255

Tyr Ile Arg Arg Tyr Ile Leu Lys Phe Cys Ile Ile Gly Trp Gly Leu
260 265 270

Pro Ala Leu Val Val Ser Val Val Leu Ala Ser Arg Asn Asn Asn Glu
275 280 285

Val Tyr Gly Lys Glu Ser Tyr Gly Lys Glu Lys Gly Asp Glu Phe Cys
230 295 300

Trp Ile Gln Asp Pro Val Ile Phe Tyr Val Thr Cys Ala Gly Tyr Phe
305 310 315 320

Gly Val Met Phe Phe Leu Asn Ile Ala Met Phe Ile Val Val Met Val
325 330 335

Gln Ile Cys Gly Arg Asn Gly Lys Arg Ser Asn Arg Thr Leu Arg Glu
340 345 350

Glu Val Leu Arg Asn Leu Arg Ser Val Val Ser Leu Thr Phe Leu Leu
355 360 365

Gly Met Thr Trp Gly Phe Ala Phe Phe Ala Trp Gly Pro Leu Asn Ile
370 375 380

Pro Phe Met Tyr Leu Phe Ser Ile Phe Asn Ser Leu Gln Gly Leu Phe
385 390 395 400

Ile Phe Ile Phe His Cys Ala Met Lys Glu Asn Val Gln Lys Gln Trp
405 410 415

Arg Arg His Leu Cys Cys Gly Arg Phe Arg Leu Ala Asp Asn Ser Asp
420 425 430

Trp Ser Lys Thr Ala Thr Asn Ile Ile Lys Lys Ser Ser Asp Asn Leu
435 440 445

Gly Lys Ser Leu Ser Ser Ser Ser Ile Gly Ser Asn Ser Thr Tyr Leu
450 455 460

Thr Ser Lys Ser Lys Ser Ser Ser Thr Thr Tyr Phe Lys Arg Asn Ser
165 470 475 480

His Thr Asp Asn Val Ser Tyr Glu His Ser Phe Asn Lys Ser Gly Ser
485 490 495
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Leu Arg Gln Cys Phe His Gly Gln Val Leu Val Lys Thr Gly Pro Cys
500 505 510

<210> SEQ ID NO 99

<211> LENGTH: 202

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 99

Met Lys Val Leu Ala Ala Gly Val Val Pro Leu Leu Leu Val Leu His
1 5 10 15

Trp Lys His Gly Ala Gly Ser Pro Leu Pro Ile Thr Pro Val Asn Ala
20 25 30

Thr Cys Ala Ile Arg His Pro Cys His Asn Asn Leu Met Asn Gln Ile
35 40 45

Arg Ser Gln Leu Ala Gln Leu Asn Gly Ser Ala Asn Ala Leu Phe Ile
50 55 60

Leu Tyr Tyr Thr Ala Gln Gly Glu Pro Phe Pro Asn Asn Leu Asp Lys
65 70 75 80

Leu Cys Gly Pro Asn Val Thr Asp Phe Pro Pro Phe His Ala Asn Gly
85 90 95

Thr Glu Lys Ala Lys Leu Val Glu Leu Tyr Arg Ile Val Val Tyr Leu
100 105 110

Gly Thr Ser Leu Gly Asn Ile Thr Arg Asp Gln Lys Ile Leu Asn Pro
115 120 125

Ser Ala Leu Ser Leu His Ser Lys Leu Asn Ala Thr Ala Asp Ile Leu
130 135 140

Arg Gly Leu Leu Ser Asn Val Leu Cys Arg Leu Cys Ser Lys Tyr His
145 150 155 160

vVal Gly His Val Asp Val Thr Tyr Gly Pro Asp Thr Ser Gly Lys Asp
165 170 175

Val Phe Gln Lys Lys Lys Leu Gly Cys Gln Leu Leu Gly Lys Tyr Lys
180 185 190

Gln Ile Ile Ala Val Leu Ala Gln Ala Phe
195 200

<210> SEQ ID NO 100

<211> LENGTH: 504

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 100

Met Thr Pro Ser Pro Leu Leu Leu Leu Leu Leu Pro Pro Leu Leu Leu
1 5 10 15

Gly Ala Phe Pro Pro Ala Ala Ala Ala Arg Gly Pro Pro Lys Met Ala
20 25 30

Asp Lys Val Val Pro Arg Gln Val Ala Arg Leu Gly Arg Thr Val Arg
35 40 45

Leu Gln Cys Pro Val Glu Gly Asp Pro Pro Pro Leu Thr Met Trp Thr
50 55 60

Lys Asp Gly Arg Thr Ile His Ser Gly Trp Ser Arg Phe Arg Val Leu
65 70 75 80

Pro Gln Gly Leu Lys Val Lys Gln Val Glu Arg Glu Asp Ala Gly Val
85 90 95
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Tyr Val Cys Lys Ala Thr Asn Gly Phe Gly Ser Leu Ser Val Asn Tyr
100 105 110

Thr Leu Val Val Leu Asp Asp Ile Ser Pro Gly Lys Glu Ser Leu Gly
115 120 125

Pro Asp Ser Ser Ser Gly Gly Gln Glu Asp Pro Ala Ser Gln Gln Trp
130 135 140

Ala Arg Pro Arg Phe Thr Gln Pro Ser Lys Met Arg Arg Arg Val Ile
145 150 155 160

Ala Arg Pro Val Gly Ser Ser Val Arg Leu Lys Cys Val Ala Ser Gly
165 170 175

His Pro Arg Pro Asp Ile Thr Trp Met Lys Asp Asp Gln Ala Leu Thr
180 185 190

Arg Pro Glu Ala Ala Glu Pro Arg Lys Lys Lys Trp Thr Leu Ser Leu
195 200 205

Lys Asn Leu Arg Pro Glu Asp Ser Gly Lys Tyr Thr Cys Arg Val Ser
210 215 220

Asn Arg Ala Gly Ala Ile Asn Ala Thr Tyr Lys Val Asp Val Ile Gln
225 230 235 240

Arg Thr Arg Ser Lys Pro Val Leu Thr Gly Thr His Pro Val Asn Thr
245 250 255

Thr Val Asp Phe Gly Gly Thr Thr Ser Phe Gln Cys Lys Val Arg Ser
260 265 270

Asp Val Lys Pro Val Ile Gln Trp Leu Lys Arg Val Glu Tyr Gly Ala
275 280 285

Glu Gly Arg His Asn Ser Thr Ile Asp Val Gly Gly Gln Lys Phe Vval
290 295 300

Val Leu Pro Thr Gly Asp Val Trp Ser Arg Pro Asp Gly Ser Tyr Leu
305 310 315 320

Asn Lys Leu Leu Ile Thr Arg Ala Arg Gln Asp Asp Ala Gly Met Tyr
325 330 335

Ile Cys Leu Gly Ala Asn Thr Met Gly Tyr Ser Phe Arg Ser Ala Phe
340 345 350

Leu Thr Val Leu Pro Asp Pro Lys Pro Gln Gly Pro Pro Val Ala Ser
355 360 365

Ser Ser Ser Ala Thr Ser Leu Pro Trp Pro Val Val Ile Gly Ile Pro
370 375 380

Ala Gly Ala Val Phe Ile Leu Gly Thr Leu Leu Leu Trp Leu Cys Gln
385 390 395 400

Ala Gln Lys Lys Pro Cys Thr Pro Ala Pro Ala Pro Pro Leu Pro Gly
405 410 415

His Arg Pro Pro Gly Thr Ala Arg Asp Arg Ser Gly Asp Lys Asp Leu
420 425 430

Pro Ser Leu Ala Ala Leu Ser Ala Gly Pro Gly Val Gly Leu Cys Glu
435 440 445

Glu His Gly Ser Pro Ala Ala Pro Gln His Leu Leu Gly Pro Gly Pro
450 455 460

val Ala Gly Pro Lys Leu Tyr Pro Lys Leu Tyr Thr Asp Ile His Thr
465 470 475 480

His Thr His Thr His Ser His Thr His Ser His Val Glu Gly Lys Val
485 490 495
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His Gln His Ile His Tyr Gln Cys
500

<210> SEQ ID NO 101

<211> LENGTH: 915

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 101

Met Gly Arg Pro Arg Leu Thr Leu Val Cys His Val Ser Ile Ile Ile
1 5 10 15

Ser Ala Arg Asp Leu Ser Met Asn Asn Leu Thr Glu Leu Gln Pro Gly
20 25 30

Leu Phe His His Leu Arg Phe Leu Glu Glu Leu Arg Leu Ser Gly Asn
35 40 45

His Leu Ser His Ile Pro Gly Gln Ala Phe Ser Gly Leu Tyr Ser Leu
50 55 60

Lys Ile Leu Met Leu Gln Asn Asn Gln Leu Gly Gly Ile Pro Ala Glu
65 70 75 80

Ala Leu Trp Glu Leu Pro Ser Leu Gln Ser Leu Arg Leu Asp Ala Asn
85 90 95

Leu Ile Ser Leu Val Pro Glu Arg Ser Phe Glu Gly Leu Ser Ser Leu
100 105 110

Arg His Leu Trp Leu Asp Asp Asn Ala Leu Thr Glu Ile Pro Val Arg
115 120 125

Ala Leu Asn Asn Leu Pro Ala Leu Gln Ala Met Thr Leu Ala Leu Asn
130 135 140

Arg Ile Ser His Ile Pro Asp Tyr Ala Phe Gln Asn Leu Thr Ser Leu
145 150 155 160

Val Val Leu His Leu His Asn Asn Arg Ile Gln His Leu Gly Thr His
165 170 175

Ser Phe Glu Gly Leu His Asn Leu Glu Thr Leu Asp Leu Asn Tyr Ash
180 185 190

Lys Leu Gln Glu Phe Pro Val Ala Ile Arg Thr Leu Gly Arg Leu Gln
195 200 205

Glu Leu Gly Phe His Asn Asn Asn Ile Lys Ala Ile Pro Glu Lys Ala
210 215 220

Phe Met Gly Asn Pro Leu Leu Gln Thr Ile His Phe Tyr Asp Asn Pro
225 230 235 240

Ile Gln Phe Val Gly Arg Ser Ala Phe Gln Tyr Leu Pro Lys Leu His
245 250 255

Thr Leu Ser Leu Asn Gly Ala Met Asp Ile Gln Glu Phe Pro Asp Leu
260 265 270

Lys Gly Thr Thr Ser Leu Glu Ile Leu Thr Leu Thr Arg Ala Gly Ile
275 280 285

Arg Leu Leu Pro Ser Gly Met Cys Gln Gln Leu Pro Arg Leu Arg Val
290 295 300

Leu Glu Leu Ser His Asn Gln Ile Glu Glu Leu Pro Ser Leu His Arg
305 310 315 320

Cys Gln Lys Leu Glu Glu Ile Gly Leu Gln His Asn Arg Ile Trp Glu
325 330 335

Ile Gly Ala Asp Thr Phe Ser Gln Leu Ser Ser Leu Gln Ala Leu Asp
340 345 350
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Leu Ser Trp Asn Ala Ile Arg Ser Ile His Pro Glu Ala Phe Ser Thr
355 360 365

Leu His Ser Leu Val Lys Leu Asp Leu Thr Asp Asn Gln Leu Thr Thr
370 375 380

Leu Pro Leu Ala Gly Leu Gly Gly Leu Met His Leu Lys Leu Lys Gly
385 390 395 400

Asn Leu Ala Leu Ser Gln Ala Phe Ser Lys Asp Ser Phe Pro Lys Leu
405 410 415

Arg Ile Leu Glu Val Pro Tyr Ala Tyr Gln Cys Cys Pro Tyr Gly Met
420 425 430

Cys Ala Ser Phe Phe Lys Ala Ser Gly Gln Trp Glu Ala Glu Asp Leu
435 440 445

His Leu Asp Asp Glu Glu Ser Ser Lys Arg Pro Leu Gly Leu Leu Ala
450 455 460

Arg Gln Ala Glu Asn His Tyr Asp Gln Asp Leu Asp Glu Leu Gln Leu
465 470 475 480

Glu Met Glu Asp Ser Lys Pro His Pro Ser Val Gln Cys Ser Pro Thr
485 490 495

Pro Gly Pro Phe Lys Pro Cys Glu Tyr Leu Phe Glu Ser Trp Gly Ile
500 505 510

Arg Leu Ala Val Trp Ala Ile Val Leu Leu Ser Val Leu Cys Asn Gly
515 520 525

Leu Val Leu Leu Thr Val Phe Ala Gly Gly Pro Val Pro Leu Pro Pro
530 535 540

vVal Lys Phe Val Val Gly Ala Ile Ala Gly Ala Asn Thr Leu Thr Gly
545 550 555 560

Ile Ser Cys Gly Leu Leu Ala Ser Val Asp Ala Leu Thr Phe Gly Gln
565 570 575

Phe Ser Glu Tyr Gly Ala Arg Trp Glu Thr Gly Leu Gly Cys Arg Ala
580 585 590

Thr Gly Phe Leu Ala Val Leu Gly Ser Glu Ala Ser Val Leu Leu Leu
595 600 605

Thr Leu Ala Ala Val Gln Cys Ser Val Ser Val Ser Cys Val Arg Ala
610 615 620

Tyr Gly Lys Ser Pro Ser Leu Gly Ser Val Arg Ala Gly Val Leu Gly
625 630 635 640

Cys Leu Ala Leu Ala Gly Leu Ala Ala Ala Leu Pro Leu Ala Ser Val
645 650 655

Gly Glu Tyr Gly Ala Ser Pro Leu Cys Leu Pro Tyr Ala Pro Pro Glu
660 665 670

Gly Gln Pro Ala Ala Leu Gly Phe Thr Val Ala Leu Val Met Met Asn
675 680 685

Ser Phe Cys Phe Leu Val Val Ala Gly Ala Tyr Ile Lys Leu Tyr Cys
690 695 700

Asp Leu Pro Arg Gly Asp Phe Glu Ala Val Trp Asp Cys Ala Met Val
705 710 715 720

Arg His Val Ala Trp Leu Ile Phe Ala Asp Gly Leu Leu Tyr Cys Pro
725 730 735

Val Ala Phe Leu Ser Phe Ala Ser Met Leu Gly Leu Phe Pro Val Thr
740 745 750
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Pro Glu Ala Val Lys Ser Val Leu Leu Val Val Leu Pro Leu Pro Ala
755 760 765

Cys Leu Asn Pro Leu Leu Tyr Leu Leu Phe Asn Pro His Phe Arg Asp
770 775 780

Asp Leu Arg Arg Leu Arg Pro Arg Ala Gly Asp Ser Gly Pro Leu Ala
785 790 795 800

Tyr Ala Ala Ala Gly Glu Leu Glu Lys Ser Ser Cys Asp Ser Thr Gln
805 810 815

Ala Leu Val Ala Phe Ser Asp Val Asp Leu Ile Leu Glu Ala Ser Glu
820 825 830

Ala Gly Arg Pro Pro Gly Leu Glu Thr Tyr Gly Phe Pro Ser Val Thr
835 840 845

Leu Ile Ser Cys Gln Gln Pro Gly Ala Pro Arg Leu Glu Gly Ser His
850 855 860

Cys Val Glu Pro Glu Gly Asn His Phe Gly Asn Pro Gln Pro Ser Met
865 870 875 880

Asp Gly Glu Leu Leu Leu Arg Ala Glu Gly Ser Thr Pro Ala Gly Gly
885 890 895

Gly Leu Ser Gly Gly Gly Gly Phe Gln Pro Ser Gly Leu Ala Phe Ala
900 905 910

Ser His Val
915

<210> SEQ ID NO 102

<211> LENGTH: 647

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens
<400> SEQUENCE: 102

Met Ala Ser Leu Val Ser Leu Glu Leu Gly Leu Leu Leu Ala Val Leu
1 5 10 15

Val Val Thr Ala Thr Ala Ser Pro Pro Ala Gly Leu Leu Ser Leu Leu
20 25 30

Thr Ser Gly Gln Gly Ala Leu Asp Gln Glu Ala Leu Gly Gly Leu Leu
Asn Thr Leu Ala Asp Arg Val His Cys Thr Asn Gly Pro Cys Gly Lys
50 55 60

Cys Leu Ser Val Glu Asp Ala Leu Gly Leu Gly Glu Pro Glu Gly Ser
65 70 75 80

Gly Leu Pro Pro Gly Pro Val Leu Glu Ala Arg Tyr Val Ala Arg Leu
Ser Ala Ala Ala Val Leu Tyr Leu Ser Asn Pro Glu Gly Thr Cys Glu
100 105 110

Asp Thr Arg Ala Gly Leu Trp Ala Ser His Ala Asp His Leu Leu Ala
115 120 125

Leu Leu Glu Ser Pro Lys Ala Leu Thr Pro Gly Leu Ser Trp Leu Leu
130 135 140

Gln Arg Met Gln Ala Arg Ala Ala Gly Gln Thr Pro Lys Thr Ala Cys
145 150 155 160

Val Asp Ile Pro Gln Leu Leu Glu Glu Ala Val Gly Ala Gly Ala Pro
165 170 175

Gly Ser Ala Gly Gly Val Leu Ala Ala Leu Leu Asp His Val Arg Ser
180 185 190
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Gly Ser Cys Phe His Ala Leu Pro Ser Pro Gln Tyr Phe Val Asp Phe
195 200 205

Val Phe Gln Gln His Ser Ser Glu Val Pro Met Thr Leu Ala Glu Leu
210 215 220

Ser Ala Leu Met Gln Arg Leu Gly Val Gly Arg Glu Ala His Ser Asp
225 230 235 240

His Ser His Arg His Arg Gly Ala Ser Ser Arg Asp Pro Val Pro Leu
245 250 255

Ile Ser Ser Ser Asn Ser Ser Ser Val Trp Asp Thr Val Cys Leu Ser
260 265 270

Ala Arg Asp Val Met Ala Ala Tyr Gly Leu Ser Glu Gln Ala Gly Val
275 280 285

Thr Pro Glu Ala Trp Ala Gln Leu Ser Pro Ala Leu Leu Gln Gln Gln
2390 295 300

Leu Ser Gly Ala Cys Thr Ser Gln Ser Arg Pro Pro Val Gln Asp Gln
305 310 315 320

Leu Ser Gln Ser Glu Arg Tyr Leu Tyr Gly Ser Leu Ala Thr Leu Leu
325 330 335

Ile Cys Leu Cys Ala Val Phe Gly Leu Leu Leu Leu Thr Cys Thr Gly
340 345 350

Cys Arg Gly Val Ala His Tyr Ile Leu Gln Thr Phe Leu Ser Leu Ala
355 360 365

Val Gly Ala Leu Thr Gly Asp Ala Val Leu His Leu Thr Pro Lys Val
370 375 380

Leu Gly Leu His Thr His Ser Glu Glu Gly Leu Ser Pro Gln Pro Thr
385 390 395 400

Trp Arg Leu Leu Ala Met Leu Ala Gly Leu Tyr Ala Phe Phe Leu Phe
405 410 415

Glu Asn Leu Phe Asn Leu Leu Leu Pro Arg Asp Pro Glu Asp Leu Glu
420 425 430

Asp Gly Pro Cys Gly His Ser Ser His Ser His Gly Gly His Ser His
435 440 445

Gly Val Ser Leu Gln Leu Ala Pro Ser Glu Leu Arg Gln Pro Lys Pro
450 455 460

Pro His Glu Gly Ser Arg Ala Asp Leu Val Ala Glu Glu Ser Pro Glu
465 470 475 480

Leu Leu Asn Pro Glu Pro Arg Arg Leu Ser Pro Glu Leu Arg Leu Leu
485 490 495

Pro Tyr Met Ile Thr Leu Gly Asp Ala Val His Asn Phe Ala Asp Gly
500 505 510

Leu Ala Val Gly Ala Ala Phe Ala Ser Ser Trp Lys Thr Gly Leu Ala
515 520 525

Thr Ser Leu Ala Val Phe Cys His Glu Leu Pro His Glu Leu Gly Asp
530 535 540

Phe Ala Ala Leu Leu His Ala Gly Leu Ser Val Arg Gln Ala Leu Leu
545 550 555 560

Leu Asn Leu Ala Ser Ala Leu Thr Ala Phe Ala Gly Leu Tyr Val Ala
565 570 575

Leu Ala Val Gly Val Ser Glu Glu Ser Glu Ala Trp Ile Leu Ala Val
580 585 590
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Ala Thr Gly Leu Phe Leu Tyr Val Ala Leu Cys Asp Met Leu Pro Ala
595 600 605

Met Leu Lys Val Arg Asp Pro Arg Pro Trp Leu Leu Phe Leu Leu His
610 615 620

Asn Val Gly Leu Leu Gly Gly Trp Thr Val Leu Leu Leu Leu Ser Leu
625 630 635 640

Tyr Glu Asp Asp Ile Thr Phe
645

<210> SEQ ID NO 103

<211> LENGTH: 522

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens
<400> SEQUENCE: 103

Met Asp Phe Leu Leu Leu Gly Leu Cys Leu Tyr Trp Leu Leu Arg Arg
1 5 10 15

Pro Ser Gly Val Val Leu Cys Leu Leu Gly Ala Cys Phe Gln Met Leu
Pro Ala Ala Pro Ser Gly Cys Pro Gln Leu Cys Arg Cys Glu Gly Arg
35 40 45

Leu Leu Tyr Cys Glu Ala Leu Asn Leu Thr Glu Ala Pro His Asn Leu
50 55 60

Ser Gly Leu Leu Gly Leu Ser Leu Arg Tyr Asn Ser Leu Ser Glu Leu
Arg Ala Gly Gln Phe Thr Gly Leu Met Gln Leu Thr Trp Leu Tyr Leu
85 90 95

Asp His Asn His Ile Cys Ser Val Gln Gly Asp Ala Phe Gln Lys Leu
100 105 110

Arg Arg Val Lys Glu Leu Thr Leu Ser Ser Asn Gln Ile Thr Gln Leu
115 120 125

Pro Asn Thr Thr Phe Arg Pro Met Pro Asn Leu Arg Ser Val Asp Leu
130 135 140

Ser Tyr Asn Lys Leu Gln Ala Leu Ala Pro Asp Leu Phe His Gly Leu
145 150 155 160

Arg Lys Leu Thr Thr Leu His Met Arg Ala Asn Ala Ile Gln Phe Val
165 170 175

Pro Val Arg Ile Phe Gln Asp Cys Arg Ser Leu Lys Phe Leu Asp Ile
180 185 190

Gly Tyr Asn Gln Leu Lys Ser Leu Ala Arg Asn Ser Phe Ala Gly Leu
195 200 205

Phe Lys Leu Thr Glu Leu His Leu Glu His Asn Asp Leu Val Lys Val
210 215 220

Asn Phe Ala His Phe Pro Arg Leu Ile Ser Leu His Ser Leu Cys Leu
225 230 235 240

Arg Arg Asn Lys Val Ala Ile Val Val Ser Ser Leu Asp Trp Val Trp
245 250 255

Asn Leu Glu Lys Met Asp Leu Ser Gly Asn Glu Ile Glu Tyr Met Glu
260 265 270

Pro His Val Phe Glu Thr Val Pro His Leu Gln Ser Leu Gln Leu Asp
275 280 285

Ser Asn Arg Leu Thr Tyr Ile Glu Pro Arg Ile Leu Asn Ser Trp Lys
290 295 300
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Ser Leu Thr Ser Ile Thr Leu Ala Gly Asn Leu Trp Asp Cys Gly Arg
305 310 315 320

Asn Val Cys Ala Leu Ala Ser Trp Leu Asn Asn Phe Gln Gly Arg Tyr
325 330 335

Asp Gly Asn Leu Gln Cys Ala Ser Pro Glu Tyr Ala Gln Gly Glu Asp
340 345 350

Val Leu Asp Ala Val Tyr Ala Phe His Leu Cys Glu Asp Gly Ala Glu
355 360 365

Pro Thr Ser Gly His Leu Leu Ser Ala Val Thr Asn Arg Ser Asp Leu
370 375 380

Gly Pro Pro Ala Ser Ser Ala Thr Thr Leu Ala Asp Gly Gly Glu Gly
385 390 395 400

Gln His Asp Gly Thr Phe Glu Pro Ala Thr Val Ala Leu Pro Gly Gly
405 410 415

Glu His Ala Glu Asn Ala Val Gln Ile His Lys Val Val Thr Gly Thr
420 425 430

Met Ala Leu Ile Phe Ser Phe Leu Ile Val Val Leu Val Leu Tyr Val
435 440 445

Ser Trp Lys Cys Phe Pro Ala Ser Leu Arg Gln Leu Arg Gln Cys Phe
450 455 460

vVal Thr Gln Arg Arg Lys Gln Lys Gln Lys Gln Thr Met His Gln Met
165 470 475 480

Ala Ala Met Ser Ala Gln Glu Tyr Tyr Val Asp Tyr Lys Pro Asn His
485 490 495

Ile Glu Gly Ala Leu Val Thr Ile Asn Glu Tyr Gly Ser Cys Thr Cys
500 505 510

His Gln Gln Pro Ala Arg Glu Cys Glu Val
515 520

<210> SEQ ID NO 104

<211> LENGTH: 375

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens
<400> SEQUENCE: 104

Met Ala Asn Ala Ser Glu Pro Gly Gly Ser Gly Gly Gly Glu Ala Ala
1 5 10 15

Ala Leu Gly Leu Lys Leu Ala Thr Leu Ser Leu Leu Leu Cys Val Ser
20 25 30

Leu Ala Gly Asn Val Leu Phe Ala Leu Leu Ile Val Arg Glu Arg Ser
35 40 45

Leu His Arg Ala Pro Tyr Tyr Leu Leu Leu Asp Leu Cys Leu Ala Asp

Gly Leu Arg Ala Leu Ala Cys Leu Pro Ala Val Met Leu Ala Ala Arg
65 70 75 80

Arg Ala Ala Ala Ala Ala Gly Ala Pro Pro Gly Ala Leu Gly Cys Lys
Leu Leu Ala Phe Leu Ala Ala Leu Phe Cys Phe His Ala Ala Phe Leu

100 105 110

Leu Leu Gly Val Gly Val Thr Arg Tyr Leu Ala Ile Ala His His Arg
115 120 125

Phe Tyr Ala Glu Arg Leu Ala Gly Trp Pro Cys Ala Ala Met Leu Val
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130 135 140

Cys Ala Ala Trp Ala Leu Ala Leu Ala Ala Ala Phe Pro Pro Val Leu
145 150 155 160

Asp Gly Gly Gly Asp Asp Glu Asp Ala Pro Cys Ala Leu Glu Gln Arg
165 170 175

Pro Asp Gly Ala Pro Gly Ala Leu Gly Phe Leu Leu Leu Leu Ala Val
180 185 190

Val Val Gly Ala Thr His Leu Val Tyr Leu Arg Leu Leu Phe Phe Ile
195 200 205

His Asp Arg Arg Lys Met Arg Pro Ala Arg Leu Val Pro Ala Val Ser
210 215 220

His Asp Trp Thr Phe His Gly Pro Gly Ala Thr Gly Gln Ala Ala Ala
225 230 235 240

Asn Trp Thr Ala Gly Phe Gly Arg Gly Pro Thr Pro Pro Ala Leu Val
245 250 255

Gly Ile Arg Pro Ala Gly Pro Gly Arg Gly Ala Arg Arg Leu Leu Val
260 265 270

Leu Glu Glu Phe Lys Thr Glu Lys Arg Leu Cys Lys Met Phe Tyr Ala
275 280 285

Val Thr Leu Leu Phe Leu Leu Leu Trp Gly Pro Tyr Val Val Ala Ser
2390 295 300

Tyr Leu Arg Val Leu Val Arg Pro Gly Ala Val Pro Gln Ala Tyr Leu
305 310 315 320

Thr Ala Ser Val Trp Leu Thr Phe Ala Gln Ala Gly Ile Asn Pro Val
325 330 335

Val Cys Phe Leu Phe Asn Arg Glu Leu Arg Asp Cys Phe Arg Ala Gln
340 345 350

Phe Pro Cys Cys Gln Ser Pro Arg Thr Thr Gln Ala Thr His Pro Cys
355 360 365

Asp Leu Lys Gly Ile Gly Leu
370 375

<210> SEQ ID NO 105

<211> LENGTH: 349

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 105

Met Asn Arg Lys Ala Arg Arg Cys Leu Gly His Leu Phe Leu Ser Leu
1 5 10 15

Gly Met Val Tyr Leu Arg Ile Gly Gly Phe Ser Ser Val Val Ala Leu
20 25 30

Gly Ala Ser Ile Ile Cys Asn Lys Ile Pro Gly Leu Ala Pro Arg Gln
35 40 45

Arg Ala Ile Cys Gln Ser Arg Pro Asp Ala Ile Ile Val Ile Gly Glu
50 55 60

Gly Ser Gln Met Gly Leu Asp Glu Cys Gln Phe Gln Phe Arg Asn Gly
65 70 75 80

Arg Trp Asn Cys Ser Ala Leu Gly Glu Arg Thr Val Phe Gly Lys Glu

Leu Lys Val Gly Ser Arg Glu Ala Ala Phe Thr Tyr Ala Ile Ile Ala
100 105 110
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Ala Gly Val Ala His Ala Ile Thr Ala Ala Cys Thr Gln Gly Asn Leu
115 120 125

Ser Asp Cys Gly Cys Asp Lys Glu Lys Gln Gly Gln Tyr His Arg Asp
130 135 140

Glu Gly Trp Lys Trp Gly Gly Cys Ser Ala Asp Ile Arg Tyr Gly Ile
145 150 155 160

Gly Phe Ala Lys Val Phe Val Asp Ala Arg Glu Ile Lys Gln Asn Ala
165 170 175

Arg Thr Leu Met Asn Leu His Asn Asn Glu Ala Gly Arg Lys Ile Leu
180 185 190

Glu Glu Asn Met Lys Leu Glu Cys Lys Cys His Gly Val Ser Gly Ser
195 200 205

Cys Thr Thr Lys Thr Cys Trp Thr Thr Leu Pro Gln Phe Arg Glu Leu
210 215 220

Gly Tyr Val Leu Lys Asp Lys Tyr Asn Glu Ala Val His Val Glu Pro
225 230 235 240

Val Arg Ala Ser Arg Asn Lys Arg Pro Thr Phe Leu Lys Ile Lys Lys
245 250 255

Pro Leu Ser Tyr Arg Lys Pro Met Asp Thr Asp Leu Val Tyr Ile Glu
260 265 270

Lys Ser Pro Asn Tyr Cys Glu Glu Asp Pro Val Thr Gly Ser Val Gly
275 280 285

Thr Gln Gly Arg Ala Cys Asn Lys Thr Ala Pro Gln Ala Ser Gly Cys
290 295 300

Asp Leu Met Cys Cys Gly Arg Gly Tyr Asn Thr His Gln Tyr Ala Arg
305 310 315 320

Val Trp Gln Cys Asn Cys Lys Phe His Trp Cys Cys Tyr Val Lys Cys
325 330 335

Asn Thr Cys Ser Glu Arg Thr Glu Met Tyr Thr Cys Lys
340 345

<210> SEQ ID NO 106

<211> LENGTH: 694

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 106

Met Glu Trp Gly Tyr Leu Leu Glu Val Thr Ser Leu Leu Ala Ala Leu
1 5 10 15

Ala Leu Leu Gln Arg Ser Ser Gly Ala Ala Ala Ala Ser Ala Lys Glu
20 25 30

Leu Ala Cys Gln Glu Ile Thr Val Pro Leu Cys Lys Gly Ile Gly Tyr
35 40 45

Asn Tyr Thr Tyr Met Pro Asn Gln Phe Asn His Asp Thr Gln Asp Glu
50 55 60

Ala Gly Leu Glu Val His Gln Phe Trp Pro Leu Val Glu Ile Gln Cys
65 70 75 80

Ser Pro Asp Leu Lys Phe Phe Leu Cys Ser Met Tyr Thr Pro Ile Cys
85 90 95

Leu Glu Asp Tyr Lys Lys Pro Leu Pro Pro Cys Arg Ser Val Cys Glu
100 105 110

Arg Ala Lys Ala Gly Cys Ala Pro Leu Met Arg Gln Tyr Gly Phe Ala
115 120 125
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Trp Pro Asp Arg Met Arg Cys Asp Arg Leu Pro Glu Gln Gly Asn Pro
130 135 140

Asp Thr Leu Cys Met Asp Tyr Asn Arqg Thr Asp Leu Thr Thr Ala Ala
145 150 155 160

Pro Ser Pro Pro Arg Arg Leu Pro Pro Pro Pro Pro Gly Glu Gln Pro
165 170 175

Pro Ser Gly Ser Gly His Gly Arg Pro Pro Gly Ala Arg Pro Pro His
180 185 190

Arg Gly Gly Gly Arg Gly Gly Gly Gly Gly Asp Ala Ala Ala Pro Pro
195 200 205

Ala Arg Gly Gly Gly Gly Gly Gly Lys Ala Arg Pro Pro Gly Gly Gly
210 215 220

Ala Ala Pro Cys Glu Pro Gly Cys Gln Cys Arg Ala Pro Met Val Ser
225 230 235 240

Val Ser Ser Glu Arg His Pro Leu Tyr Asn Arg Val Lys Thr Gly Gln
245 250 255

Ile Ala Asn Cys Ala Leu Pro Cys His Asn Pro Phe Phe Ser Gln Asp
260 265 270

Glu Arg Ala Phe Thr Val Phe Trp Ile Gly Leu Trp Ser Val Leu Cys
275 280 285

Phe Val Ser Thr Phe Ala Thr Val Ser Thr Phe Leu Ile Asp Met Glu
2390 295 300

Arg Phe Lys Tyr Pro Glu Arg Pro Ile Ile Phe Leu Ser Ala Cys Tyr
305 310 315 320

Leu Phe Val Ser Val Gly Tyr Leu Val Arg Leu Val Ala Gly His Glu
325 330 335

Lys Val Ala Cys Ser Gly Gly Ala Pro Gly Ala Gly Gly Ala Gly Gly
340 345 350

Ala Gly Gly Ala Ala Ala Gly Ala Gly Ala Ala Gly Ala Gly Ala Gly
355 360 365

Gly Pro Gly Gly Arg Gly Glu Tyr Glu Glu Leu Gly Ala Val Glu Gln
370 375 380

His Val Arg Tyr Glu Thr Thr Gly Pro Ala Leu Cys Thr Val Val Phe
385 390 395 400

Leu Leu Val Tyr Phe Phe Gly Met Ala Ser Ser Ile Trp Trp Val Ile
405 410 415

Leu Ser Leu Thr Trp Phe Leu Ala Ala Gly Met Lys Trp Gly Asn Glu
420 425 430

Ala Ile Ala Gly Tyr Ser Gln Tyr Phe His Leu Ala Ala Trp Leu Val
435 440 445

Pro Ser Val Lys Ser Ile Ala Val Leu Ala Leu Ser Ser Val Asp Gly
450 455 460

Asp Pro Val Ala Gly Ile Cys Tyr Val Gly Asn Gln Ser Leu Asp Asn
465 470 475 480

Leu Arg Gly Phe Val Leu Ala Pro Leu Val Ile Tyr Leu Phe Ile Gly
485 490 495

Thr Met Phe Leu Leu Ala Gly Phe Val Ser Leu Phe Arg Ile Arg Ser
500 505 510

Val Ile Lys Gln Gln Asp Gly Pro Thr Lys Thr His Lys Leu Glu Lys
515 520 525
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Leu Met Ile Arg Leu Gly Leu Phe Thr Val Leu Tyr Thr Val Pro Ala
530 535 540

Ala Val Val val Ala Cys Leu Phe Tyr Glu Gln His Asn Arg Pro Arg
545 550 555 560

Trp Glu Ala Thr His Asn Cys Pro Cys Leu Arg Asp Leu Gln Pro Asp
565 570 575

Gln Ala Arg Arg Pro Asp Tyr Ala Val Phe Met Leu Lys Tyr Phe Met
580 585 590

Cys Leu Val Val Gly Ile Thr Ser Gly Val Trp Val Trp Ser Gly Lys
595 600 605

Thr Leu Glu Ser Trp Arg Ser Leu Cys Thr Arg Cys Cys Trp Ala Ser
610 615 620

Lys Gly Ala Ala Val Gly Gly Gly Ala Gly Ala Thr Ala Ala Gly Gly
625 630 635 640

Gly Gly Gly Pro Gly Gly Gly Gly Gly Gly Gly Pro Gly Gly Gly Gly
645 650 655

Gly Pro Gly Gly Gly Gly Gly Ser Leu Tyr Ser Asp Val Ser Thr Gly
660 665 670

Leu Thr Trp Arg Ser Gly Thr Ala Ser Ser Val Ser Tyr Pro Lys Gln
675 680 685

Met Pro Leu Ser Gln Val
690

<210> SEQ ID NO 107

<211> LENGTH: 295

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens

<400> SEQUENCE: 107

Met Leu Gln Gly Pro Gly Ser Leu Leu Leu Leu Phe Leu Ala Ser His
1 5 10 15

Cys Cys Leu Gly Ser Ala Arg Gly Leu Phe Leu Phe Gly Gln Pro Asp
20 25 30

Phe Ser Tyr Lys Arg Ser Asn Cys Lys Pro Ile Pro Ala Asn Leu Gln
35 40 45

Leu Cys His Gly Ile Glu Tyr Gln Asn Met Arg Leu Pro Asn Leu Leu
50 55 60

Gly His Glu Thr Met Lys Glu Val Leu Glu Gln Ala Gly Ala Trp Ile
65 70 75 80

Pro Leu Val Met Lys Gln Cys His Pro Asp Thr Lys Lys Phe Leu Cys
85 90 95

Ser Leu Phe Ala Pro Val Cys Leu Asp Asp Leu Asp Glu Thr Ile Gln
100 105 110

Pro Cys His Ser Leu Cys Val Gln Val Lys Asp Arg Cys Ala Pro Val
115 120 125

Met Ser Ala Phe Gly Phe Pro Trp Pro Asp Met Leu Glu Cys Asp Arg
130 135 140

Phe Pro Gln Asp Asn Asp Leu Cys Ile Pro Leu Ala Ser Ser Asp His
145 150 155 160

Leu Leu Pro Ala Thr Glu Glu Ala Pro Lys Val Cys Glu Ala Cys Lys
165 170 175

Asn Lys Asn Asp Asp Asp Asn Asp Ile Met Glu Thr Leu Cys Lys Asn
180 185 190
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Asp Phe Ala Leu Lys Ile Lys Val Lys Glu Ile Thr Tyr Ile Asn Arg
195 200 205

Asp Thr Lys Ile Ile Leu Glu Thr Lys Ser Lys Thr Ile Tyr Lys Leu
210 215 220

Asn Gly Val Ser Glu Arg Asp Leu Lys Lys Ser Val Leu Trp Leu Lys
225 230 235 240

Asp Ser Leu Gln Cys Thr Cys Glu Glu Met Asn Asp Ile Asn Ala Pro
245 250 255

Tyr Leu Val Met Gly Gln Lys Gln Gly Gly Glu Leu Val Ile Thr Ser
260 265 270

Val Lys Arg Trp Gln Lys Gly Gln Arg Glu Phe Lys Arg Ile Ser Arg
275 280 285

Ser Ile Arg Lys Leu Gln Cys

290 295

<210> SEQ ID NO 108

<211> LENGTH: 328

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 108

Met Gly Phe Trp Ile Leu Ala Ile Leu Thr Ile Leu Met Tyr Ser Thr
1 5 10 15

Ala Ala Lys Phe Ser Lys Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu
20 25 30

Ile Val Arg Cys Pro Arg Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp
35 40 45

Tyr Tyr Ser Gln Thr Asn Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg
50 55 60

Val Phe Ala Ser Gly Gln Leu Leu Lys Phe Leu Pro Ala Ala Val Ala
65 70 75 80

Asp Ser Gly Ile Tyr Thr Cys Ile Val Arg Ser Pro Thr Phe Asn Arg
85 90 95

Thr Gly Tyr Ala Asn Val Thr Ile Tyr Lys Lys Gln Ser Asp Cys Asn
100 105 110

Val Pro Asp Tyr Leu Met Tyr Ser Thr Val Ser Gly Ser Glu Lys Asn
115 120 125

Ser Lys Ile Tyr Cys Pro Thr Ile Asp Leu Tyr Asn Trp Thr Ala Pro
130 135 140

Leu Glu Trp Phe Lys Asn Cys Gln Ala Leu Gln Gly Ser Arg Tyr Arg
145 150 155 160

Ala His Lys Ser Phe Leu Val Ile Asp Asn Val Met Thr Glu Asp Ala
165 170 175

Gly Asp Tyr Thr Cys Lys Phe Ile His Asn Glu Asn Gly Ala Asn Tyr
180 185 190

Ser Val Thr Ala Thr Arg Ser Phe Thr Val Lys Asp Glu Gln Gly Phe
195 200 205

Ser Leu Phe Pro Val Ile Gly Ala Pro Ala Gln Asn Glu Ile Lys Glu
210 215 220

Val Glu Ile Gly Lys Asn Ala Asn Leu Thr Cys Ser Ala Cys Phe Gly
225 230 235 240

Lys Gly Thr Gln Phe Leu Ala Ala Val Leu Trp Gln Leu Asn Gly Thr
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245 250 255

Lys Ile Thr Asp Phe Gly Glu Pro Arg Ile Gln Gln Glu Glu Gly Gln
260 265 270

Asn Gln Ser Phe Ser Asn Gly Leu Ala Cys Leu Asp Met Val Leu Arg
275 280 285

Ile Ala Asp Val Lys Glu Glu Asp Leu Leu Leu Gln Tyr Asp Cys Leu
230 295 300

Ala Leu Asn Leu His Gly Leu Arg Arg His Thr Val Arg Leu Ser Arg
305 310 315 320

Lys Asn Pro Ser Lys Glu Cys Phe
325

<210> SEQ ID NO 109

<211> LENGTH: 89

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 109

Met Lys Gly Leu Ala Ala Ala Leu Leu Val Leu Val Cys Thr Met Ala
1 5 10 15

Leu Cys Ser Cys Ala Gln Val Gly Thr Asn Lys Glu Leu Cys Cys Leu
20 25 30

Val Tyr Thr Ser Trp Gln Ile Pro Gln Lys Phe Ile Val Asp Tyr Ser
35 40 45

Glu Thr Ser Pro Gln Cys Pro Lys Pro Gly Val Ile Leu Leu Thr Lys
50 55 60

Arg Gly Arg Gln Ile Cys Ala Asp Pro Asn Lys Lys Trp Val Gln Lys
65 70 75 80

Tyr Ile Ser Asp Leu Lys Leu Asn Ala
85

<210> SEQ ID NO 110

<211> LENGTH: 540

<212> TYPE: PRT

<213> ORGANISM: Homo Sapilens
<400> SEQUENCE: 110

Met Ala Thr Ala Pro Gly Pro Ala Gly Ile Ala Met Gly Ser Val Gly
1 5 10 15

Ser Leu Leu Glu Arg Gln Asp Phe Ser Pro Glu Glu Leu Arg Ala Ala
20 25 30

Leu Ala Gly Ser Arg Gly Ser Arg Gln Pro Asp Gly Leu Leu Arg Lys
Gly Leu Gly Gln Arg Glu Phe Leu Ser Tyr Leu His Leu Pro Lys Lys
50 55 60

Asp Ser Lys Ser Thr Lys Asn Thr Lys Arg Ala Pro Arg Asn Glu Pro
65 70 75 80

Ala Asp Tyr Ala Thr Leu Tyr Tyr Arg Glu His Ser Arg Ala Gly Asp
Phe Ser Lys Thr Ser Leu Pro Glu Arg Gly Arg Phe Asp Lys Cys Arg
100 105 110

Ile Arg Pro Ser Val Phe Lys Pro Thr Ala Gly Asn Gly Lys Gly Phe
115 120 125

Leu Ser Met Gln Ser Leu Ala Ser His Lys Gly Gln Lys Leu Trp Arg



US 2004/0219579 Al Nov. 4, 2004
214

-continued

130 135 140

Ser Asn Gly Ser Leu His Thr Leu Ala Cys His Pro Pro Leu Ser Pro
145 150 155 160

Gly Pro Arg Ala Ser Gln Ala Arg Ala Gln Leu Leu His Ala Leu Ser
165 170 175

Leu Asp Glu Gly Gly Pro Glu Pro Glu Pro Ser Leu Ser Asp Ser Ser
180 185 190

Ser Gly Gly Ser Phe Gly Arg Ser Pro Gly Thr Gly Pro Ser Pro Phe
195 200 205

Ser Ser Ser Leu Gly His Leu Asn His Leu Gly Gly Ser Leu Asp Arg
210 215 220

Ala Ser Gln Gly Pro Lys Glu Ala Gly Pro Pro Ala Val Leu Ser Cys
225 230 235 240

Leu Pro Glu Pro Pro Pro Pro Tyr Glu Phe Ser Cys Ser Ser Ala Glu
245 250 255

Glu Met Gly Ala Val Leu Pro Glu Thr Cys Glu Glu Leu Lys Arg Gly
260 265 270

Leu Gly Asp Glu Asp Gly Ser Asn Pro Phe Thr Gln Val Leu Glu Glu
275 280 285

Arg Gln Arg Leu Trp Leu Ala Glu Leu Lys Arg Leu Tyr Val Glu Arg
2390 295 300

Leu His Glu Val Thr Gln Lys Ala Glu Arg Ser Glu Arg Asn Leu Gln
305 310 315 320

Leu Gln Leu Phe Met Ala Gln Gln Glu Gln Arg Arg Leu Arg Lys Glu
325 330 335

Leu Arg Ala Gln Gln Gly Leu Ala Pro Glu Pro Arg Ala Pro Gly Thr
340 345 350

Leu Pro Glu Ala Asp Pro Ser Ala Arg Pro Glu Glu Glu Ala Arg Trp
355 360 365

Glu Val Cys Gln Lys Thr Ala Glu Ile Ser Leu Leu Lys Gln Gln Leu
370 375 380

Arg Glu Ala Gln Ala Glu Leu Ala Gln Lys Leu Ala Glu Ile Phe Ser
385 390 395 400

Leu Lys Thr Gln Leu Arg Gly Ser Arg Ala Gln Ala Gln Ala Gln Asp
405 410 415

Ala Glu Leu Val Arg Leu Arg Glu Ala Val Arg Ser Leu Gln Glu Gln
420 425 430

Ala Pro Arg Glu Glu Ala Pro Gly Ser Cys Glu Thr Asp Asp Cys Lys
435 440 445

Ser Arg Gly Leu Leu Gly Glu Ala Gly Gly Ser Glu Ala Arg Asp Ser
450 455 460

Ala Glu Gln Leu Arg Ala Glu Leu Leu Gln Glu Arg Leu Arg Gly Gln
465 470 475 480

Glu Gln Ala Leu Arg Phe Glu Gln Glu Arg Arg Thr Trp Gln Glu Glu
485 490 495

Lys Glu Arg Val Leu Arg Tyr Gln Arg Glu Ile Gln Gly Gly Tyr Met
500 505 510

Asp Met Tyr Arg Arg Asn Gln Ala Leu Glu Gln Glu Leu Arg Ala Leu
515 520 525

Arg Glu Pro Pro Thr Pro Trp Ser Pro Arg Leu Glu
530 535 540
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«210> SEQ ID NO 111

<211> LENGTH: 673

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 111

Met Pro Gly Gln Lys Phe Phe Leu Glu Val Leu Cys Cys Pro Ser Lys
1 5 10 15

Asn Trp Arg Ser Ser Ala Ala Glu Arg Val Pro Pro Ser Pro Ile Arg
20 25 30

Leu Arg Arg Arg Arg Pro Pro Ala Phe Ser Arg Arg Leu Pro Leu Arg
35 40 45

Arg Ser Asp Pro Ala Arg Ser Pro Gly Pro Ser Arg Arg Leu Ala Gly
50 55 60

Gly Phe Lys Ser Ala Arg Gly Ser Cys Asp Ala Gln Gly Leu Arg Ser
65 70 75 80

Arg Gly Pro Ala Ser Ala Ser Pro Pro Trp Ala Ala Val Ser Ser Ile
85 90 95

Ser Thr Lys Asp Trp Ser Glu Ser Asn Ser Ser Pro Cys Ser Glu Ile
100 105 110

Pro Val Leu Pro Ala Asn Leu Gly Asp Trp Arg Gly Ile Trp Trp Gly
115 120 125

Thr Trp Gln Glu Ala Pro Gly Pro Ala Gly Ile Ala Met Gly Ser Val
130 135 140

Gly Ser Leu Leu Glu Arg Gln Asp Phe Ser Pro Glu Glu Leu Arg Ala
145 150 155 160

Ala Leu Ala Gly Ser Arg Gly Ser Arg Gln Pro Asp Gly Leu Leu Arg
165 170 175

Lys Gly Leu Gly Gln Arg Glu Phe Leu Ser Tyr Leu His Leu Pro Lys
180 185 190

Lys Asp Ser Lys Ser Thr Lys Asn Thr Lys Arg Ala Pro Arg Asn Glu
195 200 205

Pro Ala Asp Tyr Ala Thr Leu Tyr Tyr Arg Glu His Ser Arg Ala Gly
210 215 220

Asp Phe Ser Lys Thr Ser Leu Pro Glu Arg Gly Arg Phe Asp Lys Cys
225 230 235 240

Arg Ile Arg Pro Ser Val Phe Lys Pro Thr Ala Gly Asn Gly Lys Gly
245 250 255

Phe Leu Ser Met Gln Ser Leu Ala Ser His Lys Gly Gln Lys Leu Trp
260 265 270

Arg Ser Asn Gly Ser Leu His Thr Leu Ala Cys His Pro Pro Leu Ser
275 280 285

Pro Gly Pro Arg Ala Ser Gln Ala Arg Ala Gln Leu Leu His Ala Leu
290 295 300

Ser Leu Asp Glu Gly Gly Pro Glu Pro Glu Pro Ser Leu Ser Asp Ser
305 310 315 320

Ser Ser Gly Gly Ser Phe Gly Arg Ser Pro Gly Thr Gly Pro Ser Pro
325 330 335

Phe Ser Ser Ser Leu Gly His Leu Asn His Leu Gly Gly Ser Leu Asp
340 345 350

Arg Ala Ser Gln Gly Pro Lys Glu Ala Gly Pro Pro Ala Val Leu Ser
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355 360 365

Cys Leu Pro Glu Pro Pro Pro Pro Tyr Glu Phe Ser Cys Ser Ser Ala
370 375 380

Glu Glu Met Gly Ala Val Leu Pro Glu Thr Cys Glu Glu Leu Lys Arg
385 390 395 400

Gly Leu Gly Asp Glu Asp Gly Ser Asn Pro Phe Thr Gln Val Leu Glu
405 410 415

Glu Arg Gln Arg Leu Trp Leu Ala Glu Leu Lys Arg Leu Tyr Val Glu
420 425 430

Arg Leu His Glu Val Thr Gln Lys Ala Glu Arg Ser Glu Arg Asn Leu
435 440 445

Gln Leu Gln Leu Phe Met Ala Gln Gln Glu Gln Arg Arg Leu Arg Lys
450 455 460

Glu Leu Arg Ala Gln Gln Gly Leu Ala Pro Glu Pro Arg Ala Pro Gly
465 470 475 480

Thr Leu Pro Glu Ala Asp Pro Ser Ala Arg Pro Glu Glu Glu Ala Arg
485 490 495

Trp Glu Val Cys Gln Lys Thr Ala Glu Ile Ser Leu Leu Lys Gln Gln
500 505 510

Leu Arg Glu Ala Gln Ala Glu Leu Ala Gln Lys Leu Ala Glu Ile Phe
515 520 525

Ser Leu Lys Thr Gln Leu Arg Gly Ser Arg Ala Gln Ala Gln Ala Gln
530 535 540

Asp Ala Glu Leu Val Arg Leu Arg Glu Ala Val Arg Ser Leu Gln Glu
545 550 555 560

Gln Ala Pro Arg Glu Glu Ala Pro Gly Ser Cys Glu Thr Asp Asp Cys
565 570 575

Lys Ser Arg Gly Leu Leu Gly Glu Ala Gly Gly Ser Glu Ala Arg Asp
580 585 590

Ser Ala Glu Gln Leu Arg Ala Glu Leu Leu Gln Glu Arg Leu Arg Gly
595 600 605

Gln Glu Gln Ala Leu Arg Phe Glu Gln Glu Arg Arg Thr Trp Gln Glu
610 615 620

Glu Lys Glu Arg Val Leu Arg Tyr Gln Arg Glu Ile Gln Gly Gly Tyr
625 630 635 640

Met Asp Met Tyr Arg Arg Asn Gln Ala Leu Glu Gln Glu Leu Arg Ala
645 650 655

Leu Arg Glu Pro Pro Thr Pro Trp Ser Pro Arg Leu Glu Ser Ser Lys
660 665 670

Ile

<210> SEQ ID NO 112

<211> LENGTH: 998

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 112

Met Ala Arg Ala Arg Pro Pro Pro Pro Pro Ser Pro Pro Pro Gly Leu
1 5 10 15

Leu Pro Leu Leu Pro Pro Leu Leu Leu Leu Pro Leu Leu Leu Leu Pro
20 25 30

Ala Gly Cys Arg Ala Leu Glu Glu Thr Leu Met Asp Thr Lys Trp Val
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35 40 45

Thr Ser Glu Leu Ala Trp Thr Ser His Pro Glu Ser Gly Trp Glu Glu
50 55 60

Val Ser Gly Tyr Asp Glu Ala Met Asn Pro Ile Arg Thr Tyr Gln Val
65 70 75 80

Cys Asn Val Arg Glu Ser Ser Gln Asn Asn Trp Leu Arg Thr Gly Phe
85 90 95

Ile Trp Arg Arg Asp Val Gln Arg Val Tyr Val Glu Leu Lys Phe Thr
100 105 110

Val Arg Asp Cys Asn Ser Ile Pro Asn Ile Pro Gly Ser Cys Lys Glu
115 120 125

Thr Phe Asn Leu Phe Tyr Tyr Glu Ala Asp Ser Asp Val Ala Ser Ala
130 135 140

Ser Ser Pro Phe Trp Met Glu Asn Pro Tyr Val Lys Val Asp Thr Ile
145 150 155 160

Ala Pro Asp Glu Ser Phe Ser Arg Leu Asp Ala Gly Arg Val Asn Thr
165 170 175

Lys Val Arg Ser Phe Gly Pro Leu Ser Lys Ala Gly Phe Tyr Leu Ala
180 185 190

Phe Gln Asp Gln Gly Ala Cys Met Ser Leu Ile Ser Val Arg Ala Phe
195 200 205

Tyr Lys Lys Cys Ala Ser Thr Thr Ala Gly Phe Ala Leu Phe Pro Glu
210 215 220

Thr Leu Thr Gly Ala Glu Pro Thr Ser Leu Val Ile Ala Pro Gly Thr
225 230 235 240

Cys Ile Pro Asn Ala Val Glu Val Ser Val Pro Leu Lys Leu Tyr Cys
245 250 255

Asn Gly Asp Gly Glu Trp Met Val Pro Val Gly Ala Cys Thr Cys Ala
260 265 270

Thr Gly His Glu Pro Ala Ala Lys Glu Ser Gln Cys Arg Pro Cys Pro
275 280 285

Pro Gly Ser Tyr Lys Ala Lys Gln Gly Glu Gly Pro Cys Leu Pro Cys
290 295 300

Pro Pro Asn Ser Arg Thr Thr Ser Pro Ala Ala Ser Ile Cys Thr Cys
305 310 315 320

His Asn Asn Phe Tyr Arg Ala Asp Ser Asp Ser Ala Asp Ser Ala Cys
325 330 335

Thr Thr Val Pro Ser Pro Pro Arg Gly Val Ile Ser Asn Val Asn Glu
340 345 350

Thr Ser Leu Ile Leu Glu Trp Ser Glu Pro Arg Asp Leu Gly Gly Arg
355 360 365

Asp Asp Leu Leu Tyr Asn Val Ile Cys Lys Lys Cys His Gly Ala Gly
370 375 380

Gly Ala Ser Ala Cys Ser Arg Cys Asp Asp Asn Val Glu Phe Val Pro
385 390 395 400

Arg Gln Leu Gly Leu Thr Glu Arg Arg Val His Ile Ser His Leu Leu
405 410 415

Ala His Thr Arg Tyr Thr Phe Glu Val Gln Ala Val Asn Gly Val Ser
420 425 430

Gly Lys Ser Pro Leu Pro Pro Arg Tyr Ala Ala Val Asn Ile Thr Thr
435 440 445
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Asn Gln Ala Ala Pro Ser Glu Val Pro Thr Leu Arg Leu His Ser Ser
450 455 460

Ser Gly Ser Ser Leu Thr Leu Ser Trp Ala Pro Pro Glu Arg Pro Asn
465 470 475 480

Gly Val Ile Leu Asp Tyr Glu Met Lys Tyr Phe Glu Lys Ser Glu Gly
485 490 495

Ile Ala Ser Thr Val Thr Ser Gln Met Asn Ser Val Gln Leu Asp Gly
500 505 510

Leu Arg Pro Asp Ala Arg Tyr Val Val Gln Val Arg Ala Arg Thr Val
515 520 525

Ala Gly Tyr Gly Gln Tyr Ser Arg Pro Ala Glu Phe Glu Thr Thr Ser
530 535 540

Glu Arg Gly Ser Gly Ala Gln Gln Leu Gln Glu Gln Leu Pro Leu Ile
545 550 555 560

Val Gly Ser Ala Thr Ala Gly Leu Val Phe Val Val Ala Val Val Val
565 570 575

Ile Ala Ile Val Cys Leu Arg Lys Gln Arg His Gly Ser Asp Ser Glu
580 585 590

Tyr Thr Glu Lys Leu Gln Gln Tyr Ile Ala Pro Gly Met Lys Val Tyr
595 600 605

Ile Asp Pro Phe Thr Tyr Glu Asp Pro Asn Glu Ala Val Arg Glu Phe
610 615 620

Ala Lys Glu Ile Asp Val Ser Cys Val Lys Ile Glu Glu Val Ile Gly
625 630 635 640

Ala Gly Glu Phe Gly Glu Val Cys Arg Gly Arg Leu Lys Gln Pro Gly
645 650 655

Arg Arg Glu Val Phe Val Ala Ile Lys Thr Leu Lys Val Gly Tyr Thr
660 665 670

Glu Arg Gln Arg Arg Asp Phe Leu Ser Glu Ala Ser Ile Met Gly Gln
675 680 685

Phe Asp His Pro Asn Ile Ile Arg Leu Glu Gly Val Val Thr Lys Ser
690 695 700

Arg Pro Val Met Ile Leu Thr Glu Phe Met Glu Asn Cys Ala Leu Asp
705 710 715 720

Ser Phe Leu Arg Leu Asn Asp Gly Gln Phe Thr Val Ile Gln Leu Val
725 730 735

Gly Met Leu Arg Gly Ile Ala Ala Gly Met Lys Tyr Leu Ser Glu Met
740 745 750

Asn Tyr Val His Arg Asp Leu Ala Ala Arg Asn Ile Leu Val Asn Ser
755 760 765

Asn Leu Val Cys Lys Val Ser Asp Phe Gly Leu Ser Arg Phe Leu Glu
770 775 780

Asp Asp Pro Ser Asp Pro Thr Tyr Thr Ser Ser Leu Gly Gly Lys Ile
785 790 795 800

Pro Ile Arg Trp Thr Ala Pro Glu Ala Ile Ala Tyr Arg Lys Phe Thr
805 810 815

Ser Ala Ser Asp Val Trp Ser Tyr Gly Ile Val Met Trp Glu Val Met
820 825 830

Ser Tyr Gly Glu Arg Pro Tyr Trp Asp Met Ser Asn Gln Asp Val Ile
835 840 845
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Asn Ala Val Glu Gln Asp Tyr Arg Leu Pro Pro Pro Met Asp Cys Pro
850 855 860

Thr Ala Leu His Gln Leu Met Leu Asp Cys Trp Val Arg Asp Arg Asn
865 870 875 880

Leu Arg Pro Lys Phe Ser Gln Ile Val Asn Thr Leu Asp Lys Leu Ile
885 890 895

Arg Asn Ala Ala Ser Leu Lys Val Ile Ala Ser Ala Gln Ser Gly Met
900 905 910

Ser Gln Pro Leu Leu Asp Arg Thr Val Pro Asp Tyr Thr Thr Phe Thr
915 920 925

Thr Val Gly Asp Trp Leu Asp Ala Ile Lys Met Gly Arg Tyr Lys Glu
930 935 940

Ser Phe Val Ser Ala Gly Phe Ala Ser Phe Asp Leu Val Ala Gln Met
945 950 955 960

Thr Ala Glu Asp Leu Leu Arg Ile Gly Val Thr Leu Ala Gly His Gln
965 970 975

Lys Lys Ile Leu Ser Ser Ile Gln Asp Met Arg Leu Gln Met Asn Gln
980 985 990

Thr Leu Pro Val Gln Val

995

«210> SEQ ID NO 113

<211> LENGTH: 413

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 113

Met Gly Gly Thr Thr Leu Ala Trp Ser Met Ala Arg Asp Ser Ala Gly
1 5 10 15

Leu Val Ala Gly Asn Leu Asp Leu Ser Glu Lys His Asp Pro Arg Pro
20 25 30

Pro Pro Leu Leu His Pro Pro Gly Pro Thr Ala Val Leu Ala Gly Asp
35 40 45

Gly Ser Phe Arg Lys Cys Ala Glu Lys Ser Thr Phe Pro Cys Gln Ala
Thr Ala Arg Glu Leu Thr Pro Leu Phe Glu Pro Cys Gln Pro Pro His
65 70 75 80

Leu Val Gly Arg Val Lys Gly Arg Glu Val Asn Thr Ala Pro Thr Pro
85 90 95

Leu Pro Cys Arg Pro Ser Gly Arg Pro Val Ala Gly Gly Gly Gly Asp
100 105 110

Gly Pro Gly Gly Pro Glu Pro Gly Trp Val Asp Pro Arg Thr Trp Leu
115 120 125

Ser Phe Gln Gly Pro Pro Gly Gly Pro Gly Ile Gly Pro Gly Val Gly
130 135 140

Pro Gly Ser Glu Val Trp Gly Ile Pro Pro Cys Pro Pro Pro Tyr Glu
145 150 155 160

Phe Cys Gly Gly Met Ala Tyr Cys Gly Pro Gln Val Gly Val Gly Leu
165 170 175

Val Pro Gln Gly Gly Leu Glu Thr Ser Gln Pro Glu Gly Glu Ala Gly
180 185 190

Val Gly Val Glu Ser Asn Ser Asp Gly Ala Ser Pro Glu Pro Cys Thr
195 200 205
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Val Thr Pro Gly Ala Val Lys Leu Glu Lys Glu Lys Leu Glu Gln Asn
210 215 220

Pro Glu Glu Ala Arg Lys Val Phe Ser Gln Thr Thr Ile Cys Arg Phe
225 230 235 240

Glu Ala Leu Gln Leu Ser Phe Lys Asn Met Cys Lys Leu Arg Pro Leu
245 250 255

Leu Gln Lys Trp Val Glu Glu Ala Asp Asn Asn Glu Asn Leu Gln Glu
260 265 270

Ile Cys Lys Ala Glu Thr Leu Val Gln Ala Arg Lys Arg Lys Arg Thr
275 280 285

Ser Ile Glu Asn Arg Val Arg Gly Asn Leu Glu Asn Leu Phe Leu Gln
290 295 300

Cys Pro Lys Pro Thr Leu Gln Gln Ile Ser His Ile Ala Gln Gln Leu
305 310 315 320

Gly Leu Glu Lys Asp Val Val Arg Val Trp Phe Cys Asn Arg Arg Gln
325 330 335

Lys Gly Lys Arg Ser Ser Ser Asp Tyr Ala Gln Arg Glu Asp Phe Glu
340 345 350

Ala Ala Gly Ser Pro Phe Ser Gly Gly Pro Val Ser Phe Pro Leu Ala
355 360 365

Pro Gly Pro His Phe Gly Thr Pro Gly Tyr Gly Ser Pro His Phe Thr
370 3175 380

Ala Leu Tyr Ser Ser Val Pro Phe Pro Glu Gly Glu Ala Phe Pro Pro
385 390 395 400

val Ser Val Thr Thr Leu Gly Ser Pro Met His Ser Asn

405 410

<210> SEQ ID NO 114

<211> LENGTH: 360

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 114

Met Ala Gly His Leu Ala Ser Asp Phe Ala Phe Ser Pro Pro Pro Gly
1 5 10 15

Gly Gly Gly Asp Gly Pro Gly Gly Pro Glu Pro Gly Trp Val Asp Pro
20 25 30

Arg Thr Trp Leu Ser Phe Gln Gly Pro Pro Gly Gly Pro Gly Ile Gly
35 40 45

Pro Gly Val Gly Pro Gly Ser Glu Val Trp Gly Ile Pro Pro Cys Pro
Pro Pro Tyr Glu Phe Cys Gly Gly Met Ala Tyr Cys Gly Pro Gln Val
Gly Val Gly Leu Val Pro Gln Gly Gly Leu Glu Thr Ser Gln Pro Glu

85 90 95

Gly Glu Ala Gly Val Gly Val Glu Ser Asn Ser Asp Gly Ala Ser Pro
100 105 110

Glu Pro Cys Thr Val Thr Pro Gly Ala Val Lys Leu Glu Lys Glu Lys
115 120 125

Leu Glu Gln Asn Pro Glu Glu Ser Gln Asp Ile Lys Ala Leu Gln Lys
130 135 140

Glu Leu Glu Gln Phe Ala Lys Leu Leu Lys Gln Lys Arg Ile Thr Leu
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145 150 155 160

Gly Tyr Thr Gln Ala Asp Val Gly Leu Thr Leu Gly Val Leu Phe Gly
165 170 175

Lys Val Phe Ser Gln Thr Thr Ile Cys Arg Phe Glu Ala Leu Gln Leu
180 185 190

Ser Phe Lys Asn Met Cys Lys Leu Arg Pro Leu Leu Gln Lys Trp Val
195 200 205

Glu Glu Ala Asp Asn Asn Glu Asn Leu Gln Glu Ile Cys Lys Ala Glu
210 215 220

Thr Leu Val Gln Ala Arg Lys Arg Lys Arg Thr Ser Ile Glu Asn Arg
225 230 235 240

Val Arg Gly Asn Leu Glu Asn Leu Phe Leu Gln Cys Pro Lys Pro Thr
245 250 255

Leu Gln Gln Ile Ser His Ile Ala Gln Gln Leu Gly Leu Glu Lys Asp
260 265 270

Val Val Arg Val Trp Phe Cys Asn Arg Arg Gln Lys Gly Lys Arg Ser
275 280 285

Ser Ser Asp Tyr Ala Gln Arg Glu Asp Phe Glu Ala Ala Gly Ser Pro
290 295 300

Phe Ser Gly Gly Pro Val Ser Phe Pro Leu Ala Pro Gly Pro His Phe
305 310 315 320

Gly Thr Pro Gly Tyr Gly Ser Pro His Phe Thr Ala Leu Tyr Ser Ser
325 330 335

Val Pro Phe Pro Glu Gly Glu Ala Phe Pro Pro Val Ser Val Thr Thr
340 345 350

Leu Gly Ser Pro Met His Ser Asn

355 360

<210> SEQ ID NO 115

<211> LENGTH: 529

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens

<400> SEQUENCE: 115

Met Ser Val Lys Trp Thr Ser Val Ile Leu Leu Ile Gln Leu Ser Phe
1 5 10 15

Cys Phe Ser Ser Gly Asn Cys Gly Lys Val Leu Val Trp Ala Ala Glu
20 25 30

Tyr Ser His Trp Met Asn Ile Lys Thr Ile Leu Asp Glu Leu Ile Gln
Arg Gly His Glu Val Thr Val Leu Ala Ser Ser Ala Ser Ile Leu Phe
50 55 60

Asp Pro Asn Asn Ser Ser Ala Leu Lys Ile Glu Ile Tyr Pro Thr Ser
65 70 75 80

Leu Thr Lys Thr Glu Leu Glu Asn Phe Ile Met Gln Gln Ile Lys Arg
85 90 95

Trp Ser Asp Leu Pro Lys Asp Thr Phe Trp Leu Tyr Phe Ser Gln Val
100 105 110

Gln Glu Ile Met Ser Ile Phe Gly Asp Ile Thr Arg Lys Phe Cys Lys
115 120 125

Asp Val Val Ser Asn Lys Lys Phe Met Lys Lys Val Gln Glu Ser Arg
130 135 140
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Phe Asp Val Ile Phe Ala Asp Ala Ile Phe Pro Cys Ser Glu Leu Leu
145 150 155 160

Ala Glu Leu Phe Asn Ile Pro Phe Val Tyr Ser Leu Ser Phe Ser Pro
165 170 175

Gly Tyr Thr Phe Glu Lys His Ser Gly Gly Phe Ile Phe Pro Pro Ser
180 185 190

Tyr Val Pro Val Val Met Ser Glu Leu Thr Asp Gln Met Thr Phe Met
195 200 205

Glu Arg Val Lys Asn Met Ile Tyr Val Leu Tyr Phe Asp Phe Trp Phe
210 215 220

Glu Ile Phe Asp Met Lys Lys Trp Asp Gln Phe Tyr Ser Glu Val Leu
225 230 235 240

Gly Arg Pro Thr Thr Leu Ser Glu Thr Met Gly Lys Ala Asp Val Trp
245 250 255

Leu Ile Arg Asn Ser Trp Asn Phe Gln Phe Pro His Pro Leu Leu Pro
260 265 270

Asn Val Asp Phe Val Gly Gly Leu His Cys Lys Pro Ala Lys Pro Leu
275 280 285

Pro Lys Glu Met Glu Asp Phe Val Gln Ser Ser Gly Glu Asn Gly Val
290 295 300

Val Val Phe Ser Leu Gly Ser Met Val Ser Asn Met Thr Glu Glu Arg
305 310 315 320

Ala Asn Val Ile Ala Ser Ala Leu Ala Gln Ile Pro Gln Lys Val Leu
325 330 335

Trp Arg Phe Asp Gly Asn Lys Pro Asp Thr Leu Gly Leu Asn Thr Arg
340 345 350

Leu Tyr Lys Trp Ile Pro Gln Asn Asp Leu Leu Gly His Pro Lys Thr
355 360 365

Arg Ala Phe Ile Thr His Gly Gly Ala Asn Gly Ile Tyr Glu Ala Ile
370 375 380

Tyr His Gly Ile Pro Met Val Gly Ile Pro Leu Phe Ala Asp Gln Pro
385 390 395 400

Asp Asn Ile Ala His Met Lys Ala Arg Gly Ala Ala Vval Arg Val Asp
405 410 415

Phe Asn Thr Met Ser Ser Thr Asp Leu Leu Asn Ala Leu Lys Arg Val
420 425 430

Ile Asn Asp Pro Ser Tyr Lys Glu Asn Val Met Lys Leu Ser Arg Ile
435 440 445

Gln His Asp Gln Pro Val Lys Pro Leu Asp Arg Ala Val Phe Trp Ile
450 455 460

Glu Phe Val Met Arg His Lys Gly Ala Lys His Leu Arg Val Ala Ala
465 470 475 480

His Asp Leu Thr Trp Phe Gln Tyr His Ser Leu Asp Val Ile Gly Phe
485 490 495

Leu Leu Val Cys Val Ala Thr Val Ile Phe Ile Val Thr Lys Cys Cys
500 505 510

Leu Phe Cys Phe Trp Lys Phe Ala Arg Lys Ala Lys Lys Gly Lys Asn
515 520 525

Asp

<210> SEQ ID NO 116
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<211> LENGTH: 2872

<212> TYPE: PRT

<213> ORGANISM: Homo Sapiens
<400> SEQUENCE: 116

Met Leu Gln Cys Thr Pro Ala Asn Met Val Glu Val His Lys Asp Lys
1 5 10 15

Glu Ser Ser Lys Gly His Thr Arg His Lys Val Glu Glu Ala Leu Ile
20 25 30

Asn Glu Glu Ala Ile Leu Asn Leu Met Glu Asn Ser Gln Thr Phe Gln
35 40 45

Pro Leu Thr Gln Arg Leu Ser Glu Ser Pro Val Phe Met Asp Ser Ser
50 55 60

Pro Asp Glu Ala Leu Val His Leu Leu Ala Gly Leu Glu Ser Asp Gly
65 70 75 80

Tyr Arg Gly Glu Arg Asn Arg Met Pro Ser Pro Cys Arg Ser Phe Gly
85 90 95

Asn Asn Lys Tyr Pro Gln Asn Ser Asp Asp Glu Glu Asn Glu Pro Gln
100 105 110

Ile Glu Lys Glu Glu Met Glu Leu Ser Leu Val Met Ser Gln Arg Trp
115 120 125

Asp Ser Asn Ile Glu Glu His Cys Ala Lys Lys Arg Ser Leu Cys Arg
130 135 140

Asn Thr His Arg Ser Ser Thr Glu Asp Asp Asp Ser Ser Ser Gly Glu
145 150 155 160

Glu Met Glu Trp Ser Asp Asn Ser Leu Leu Leu Ala Ser Leu Ser Ile
165 170 175

Pro Gln Leu Asp Gly Thr Ala Asp Glu Asn Ser Asp Asn Pro Leu Asn
180 185 190

Asn Glu Asn Ser Arg Thr His Ser Ser Val Ile Ala Thr Ser Lys Leu
195 200 205

Ser Val Lys Pro Ser Ile Phe His Lys Asp Ala Ala Thr Leu Glu Pro
210 215 220

Ser Ser Ser Ala Lys Ile Thr Phe Gln Cys Lys His Thr Ser Ala Leu
225 230 235 240

Ser Ser His Val Leu Asn Lys Glu Asp Leu Ile Glu Asp Leu Ser Gln
245 250 255

Thr Asn Lys Asn Thr Glu Lys Gly Leu Asp Asn Ser Val Thr Ser Phe
260 265 270

Thr Asn Glu Ser Thr Tyr Ser Met Lys Tyr Pro Gly Ser Leu Ser Ser
275 280 285

Thr Val His Ser Glu Asn Ser His Lys Glu Asn Ser Lys Lys Glu Ile
230 295 300

Leu Pro Val Ser Ser Cys Glu Ser Ser Ile Phe Asp Tyr Glu Glu Asp
305 310 315 320

Ile Pro Ser Val Thr Arg Gln Val Pro Ser Arg Lys Tyr Thr Asn Ile
325 330 335

Arg Lys Ile Glu Lys Asp Ser Pro Phe Ile His Met His Arg His Pro
340 345 350

Asn Glu Asn Thr Leu Gly Lys Asn Ser Phe Asn Phe Ser Asp Leu Asn
355 360 365

His Ser Lys Asn Lys Val Ser Ser Glu Gly Asn Glu Lys Gly Asn Ser
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370 375 380

Thr Ala Leu Ser Ser Leu Phe Pro Ser Ser Phe Thr Glu Asn Cys Glu
385 390 395 400

Leu Leu Ser Cys Ser Gly Glu Asn Arg Thr Met Val His Ser Leu Asn
405 410 415

Ser Thr Ala Asp Glu Ser Gly Leu Asn Lys Leu Lys Ile Arg Tyr Glu
420 425 430

Glu Phe Gln Glu His Lys Thr Glu Lys Pro Ser Leu Ser Gln Gln Ala
435 440 445

Ala His Tyr Met Phe Phe Pro Ser Val Val Leu Ser Asn Cys Leu Thr
450 455 460

Arg Pro Gln Lys Leu Ser Pro Val Thr Tyr Lys Leu Gln Pro Gly Asn
465 470 475 480

Lys Pro Ser Arg Leu Lys Leu Asn Lys Arg Lys Leu Ala Gly His Gln
485 490 495

Glu Thr Ser Thr Lys Ser Ser Glu Thr Gly Ser Thr Lys Asp Asn Phe
500 505 510

Ile Gln Asn Asn Pro Cys Asn Ser Asn Pro Glu Lys Asp Asn Ala Leu
515 520 525

Ala Ser Asp Leu Thr Lys Thr Thr Arg Gly Ala Phe Glu Asn Lys Thr
530 535 540

Pro Thr Asp Gly Phe Ile Asp Cys His Phe Gly Asp Gly Thr Leu Glu
545 550 555 560

Thr Glu Gln Ser Phe Gly Leu Tyr Gly Asn Lys Tyr Thr Leu Arg Ala
565 570 575

Lys Arg Lys Val Asn Tyr Glu Thr Glu Asp Ser Glu Ser Ser Phe Val
580 585 590

Thr His Asn Ser Lys Ile Ser Leu Pro His Pro Met Glu Ile Gly Glu
595 600 605

Ser Leu Asp Gly Thr Leu Lys Ser Arg Lys Arg Arg Lys Met Ser Lys
610 615 620

Lys Leu Pro Pro Val Ile Ile Lys Tyr Ile Ile Ile Asn Arg Phe Arg
625 630 635 640

Gly Arg Lys Asn Met Leu Val Lys Leu Gly Lys Ile Asp Ser Lys Glu
645 650 655

Lys Gln Val Ile Leu Thr Glu Glu Lys Met Glu Leu Tyr Lys Lys Leu
660 665 670

Ala Pro Leu Lys Asp Phe Trp Pro Lys Val Pro Asp Ser Pro Ala Thr
675 680 685

Lys Tyr Pro Ile Tyr Pro Leu Thr Pro Lys Lys Ser His Arg Arg Lys
690 695 700

Ser Lys His Lys Ser Ala Lys Lys Lys Thr Gly Lys Gln Gln Arg Thr
705 710 715 720

Asn Asn Glu Asn Ile Lys Arg Thr Leu Ser Phe Arg Lys Lys Arg Ser
725 730 735

His Ala Ile Leu Ser Pro Pro Ser Pro Ser Tyr Asn Ala Glu Thr Glu
740 745 750

Asp Cys Asp Leu Asn Tyr Ser Asp Val Met Ser Lys Leu Gly Phe Leu
755 760 765

Ser Glu Arg Ser Thr Ser Pro Ile Asn Ser Ser Pro Pro Arg Cys Trp
770 775 780
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Ser Pro Thr Asp Pro Arg Ala Glu Glu Ile Met Ala Ala Ala Glu Lys
785 790 795 800

Glu Ala Met Leu Phe Lys Gly Pro Asn Val Tyr Lys Lys Thr Val Asn
805 810 815

Ser Arg Ile Gly Lys Thr Ser Arg Ala Arg Ala Gln Ile Lys Lys Ser
820 825 830

Lys Ala Lys Leu Ala Asn Pro Ser Ile Val Thr Lys Lys Arg Asn Lys
835 840 845

Arg Asn Gln Thr Asn Lys Leu Val Asp Asp Gly Lys Lys Lys Pro Arg
850 855 860

Ala Lys Gln Lys Thr Asn Glu Lys Gly Thr Ser Arg Lys His Thr Thr
865 870 875 880

Leu Lys Asp Glu Lys Ile Lys Ser Gln Ser Gly Ala Glu Val Lys Phe
885 890 895

Val Leu Lys His Gln Asn Val Ser Glu Phe Ala Ser Ser Ser Gly Gly
900 905 910

Ser Gln Leu Leu Phe Lys Gln Lys Asp Met Pro Leu Met Gly Ser Ala
915 920 925

Val Asp His Pro Leu Ser Ala Ser Leu Pro Thr Gly Ile Asn Ala Gln
930 935 940

Gln Lys Leu Ser Gly Cys Phe Ser Ser Phe Leu Glu Ser Lys Lys Ser
945 950 955 960

Val Asp Leu Gln Thr Phe Pro Ser Ser Arg Asp Asp Leu His Pro Ser
965 970 975

vVal Val Cys Asn Ser Ile Gly Pro Gly Val Ser Lys Ile Asn Val Gln
980 985 990

Arg Pro His Asn Gln Ser Ala Met Phe Thr Leu Lys Glu Ser Thr Leu
995 1000 1005

Ile Gln Lys Asn Ile Phe Asp Leu Ser Asn His Leu Ser Gln Val
1010 1015 1020

Ala Gln Asn Thr Gln Ile Ser Ser Gly Met Ser Ser Lys Ile Glu
1025 1030 1035

Asp Asn Ala Asn Asn Ile Gln Arg Asn Tyr Leu Ser Ser Ile Gly
1040 1045 1050

Lys Leu Ser Glu Tyr Arg Asn Ser Leu Glu Ser Lys Leu Asp Gln
1055 1060 1065

Ala Tyr Thr Pro Asn Phe Leu His Cys Lys Asp Ser Gln Gln Gln
1070 1075 1080

Ile Val Cys Ile Ala Glu Gln Ser Lys His Ser Glu Thr Cys Ser
1085 1090 1095

Pro Gly Asn Thr Ala Ser Glu Glu Ser Gln Met Pro Asn Asn Cys
1100 1105 1110

Phe Val Thr Ser Leu Arg Ser Pro Ile Lys Gln Ile Ala Trp Glu
1115 1120 1125

Gln Lys Gln Arg Gly Phe Ile Leu Asp Met Ser Asn Phe Lys Pro
1130 1135 1140

Glu Arg Val Lys Pro Arg Ser Leu Ser Glu Ala Ile Ser Gln Thr
1145 1150 1155

Lys Ala Leu Ser Gln Cys Lys Asn Arg Asn Val Ser Thr Pro Ser
1160 1165 1170
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Ala Phe Gly Glu Gly Gln Ser Gly Leu Ala Val Leu Lys Glu Leu
1175 1180 1185

Leu Gln Lys Arg Gln Gln Lys Ala Gln Asn Ala Asn Thr Thr Gln
1190 1195 1200

Asp Pro Leu Ser Asn Lys His Gln Pro Asn Lys Asn Ile Ser Gly
1205 1210 1215

Ser Leu Glu His Asn Lys Ala Asn Lys Arg Thr Arg Ser Val Thr
1220 1225 1230

Ser Pro Arg Lys Pro Arg Thr Pro Arg Ser Thr Lys Gln Lys Glu
1235 1240 1245

Lys Ile Pro Lys Leu Leu Lys Val Asp Ser Leu Asn Leu Gln Asn
1250 1255 1260

Ser Ser Gln Leu Asp Asn Ser Val Ser Asp Asp Ser Pro Ile Phe
1265 1270 1275

Phe Ser Asp Pro Gly Phe Glu Ser Cys Tyr Ser Leu Glu Asp Ser
1280 1285 1290

Leu Ser Pro Glu His Asn Tyr Asn Phe Asp Ile Asn Thr Ile Gly
1295 1300 1305

Gln Thr Gly Phe Cys Ser Phe Tyr Ser Gly Ser Gln Phe Val Pro
1310 1315 1320

Ala Asp Gln Asn Leu Pro Gln Lys Phe Leu Ser Asp Ala Val Gln
1325 1330 1335

Asp Leu Phe Pro Gly Gln Ala Ile Glu Lys Asn Glu Phe Leu Ser
1340 1345 1350

His Asp Asn Gln Lys Cys Asp Glu Asp Lys His His Thr Thr Asp
1355 1360 1365

Ser Ala Ser Trp Ile Arg Ser Gly Thr Leu Ser Pro Glu Ile Phe
1370 1375 1380

Glu Lys Ser Thr Ile Asp Ser Asn Glu Asn Arg Arg His Asn Gln
1385 1390 1395

Trp Lys Asn Ser Phe His Pro Leu Thr Thr Arg Ser Asn Ser Ile
1400 1405 1410

Met Asp Ser Phe Cys Val Gln Gln Ala Glu Asp Cys Leu Ser Glu
1415 1420 1425

Lys Ser Arg Leu Asn Arg Ser Ser Val Ser Lys Glu Val Phe Leu
1430 1435 1440

Ser Leu Pro Gln Pro Asn Asn Ser Asp Trp Ile Gln Gly His Thr
1445 1450 1455

Arg Lys Glu Met Gly Gln Ser Leu Asp Ser Ala Asn Thr Ser Phe
1460 1465 1470

Thr Ala 1Ile Leu Ser Ser Pro Asp Gly Glu Leu Val Asp Val Ala
1475 1480 1485

Cys Glu Asp Leu Glu Leu Tyr Val Ser Arg Asn Asn Asp Met Leu
1490 1495 1500

Thr Pro Thr Pro Asp Ser Ser Pro Arg Ser Thr Ser Ser Pro Ser
1505 1510 1515

Gln Ser Lys Asn Gly Ser Phe Thr Pro Arg Thr Ala Asn Ile Leu
1520 1525 1530

Lys Pro Leu Met Ser Pro Pro Ser Arg Glu Glu Ile Met Ala Thr
1535 1540 1545

Leu Leu Asp His Asp Leu Ser Glu Thr Ile Tyr Gln Glu Pro Phe
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1550 1555 1560

Cys Ser Asn Pro Ser Asp Val Pro Glu Lys Pro Arg Glu Ile Gly
1565 1570 1575

Gly Arg Leu Leu Met Val Glu Thr Arg Leu Ala Asn Asp Leu Ala
1580 1585 1590

Glu Phe Glu Gly Asp Phe Ser Leu Glu Gly Leu Arg Leu Trp Lys
1595 1600 1605

Thr Ala Phe Ser Ala Met Thr Gln Asn Pro Arg Pro Gly Ser Pro
1610 1615 1620

Leu Arg Ser Gly Gln Gly Val Val Asn Lys Gly Ser Ser Asn Ser
1625 1630 1635

Pro Lys Met Val Glu Asp Lys Lys Ile Val Ile Met Pro Cys Lys
1640 1645 1650

Cys Ala Pro Ser Arg Gln Leu Val Gln Val Trp Leu Gln Ala Lys
1655 1660 1665

Glu Glu Tyr Glu Arg Ser Lys Lys Leu Pro Lys Thr Lys Pro Thr
1670 1675 1680

Gly Val Val Lys Ser Ala Glu Asn Phe Ser Ser Ser Val Asn Pro
1685 1690 1695

Asp Asp Lys Pro Val Val Pro Pro Lys Met Asp Val Ser Pro Cys
1700 1705 1710

Ile Leu Pro Thr Thr Ala His Thr Lys Glu Asp Val Asp Asn Ser
1715 1720 1725

Gln Ile Ala Leu Gln Ala Pro Thr Thr Gly Cys Ser Gln Thr Ala
1730 1735 1740

Ser Glu Ser Gln Met Leu Pro Pro Val Ala Ser Ala Ser Asp Pro
1745 1750 1755

Glu Lys Asp Glu Asp Asp Asp Asp Asn Tyr Tyr Ile Ser Tyr Ser
1760 1765 1770

Ser Pro Asp Ser Pro Val Ile Pro Pro Trp Gln Gln Pro Ile Ser
1775 1780 1785

Pro Asp Ser Lys Ala Leu Asn Gly Asp Asp Arg Pro Ser Ser Pro
1790 1795 1800

Val Glu Glu Leu Pro Ser Leu Ala Phe Glu Asn Phe Leu Lys Pro
1805 1810 1815

Ile Lys Asp Gly Ile Gln Lys Ser Pro Cys Ser Glu Pro Gln Glu
1820 1825 1830

Pro Leu Val Ile Ser Pro Ile Asn Thr Arg Ala Arg Thr Gly Lys
1835 1840 1845

Cys Glu Ser Leu Cys Phe His Ser Thr Pro Ile Ile Gln Arg Lys
1850 1855 1860

Leu Leu Glu Arg Leu Pro Glu Ala Pro Gly Leu Ser Pro Leu Ser
1865 1870 1875

Thr Glu Pro Lys Thr Gln Lys Leu Ser Asn Lys Lys Gly Ser Asn
1880 1885 1890

Thr Asp Thr Leu Arg Arg Val Leu Leu Thr Gln Ala Lys Asn Gln
1895 1900 1905

Phe Ala Ala Val Asn Thr Pro Gln Lys Glu Thr Ser Gln Ile Asp
1810 1915 1920

Gly Pro Ser Leu Asn Asn Thr Tyr Gly Phe Lys Val Ser Ile Gln
1925 1930 1935
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Asn Leu Gln Glu Ala Lys Ala Leu His Glu Ile Gln Asn Leu Thr
1840 1945 1950

Leu Ile Ser Val Glu Leu His Ala Arg Thr Arg Arg Asp Leu Glu
1955 1960 1965

Pro Asp Pro Glu Phe Asp Pro Ile Cys Ala Leu Phe Tyr Cys Ile
1970 1975 1980

Ser Ser Asp Thr Pro Leu Pro Asp Thr Glu Lys Thr Glu Leu Thr
1885 1990 1995

Gly Val 1Ile Val Ile Asp Lys Asp Lys Thr Val Phe Ser Gln Asp
2000 2005 2010

Ile Arg Tyr Gln Thr Pro Leu Leu Ile Arg Ser Gly Ile Thr Gly
2015 2020 2025

Leu Glu Val Thr Tyr Ala Ala Asp Glu Lys Ala Leu Phe His Glu
2030 2035 2040

Ile Ala Asn Ile Ile Lys Arg Tyr Asp Pro Asp Ile Leu Leu Gly
2045 2050 2055

Tyr Glu Ile Gln Met His Ser Trp Gly Tyr Leu Leu Gln Arg Ala
2060 2065 2070

Ala Ala Leu Ser Ile Asp Leu Cys Arg Met Ile Ser Arg Val Pro
2075 2080 2085

Asp Asp Lys Ile Glu Asn Arg Phe Ala Ala Glu Arg Asp Glu Tyr
2090 2095 2100

Gly Ser Tyr Thr Met Ser Glu Ile Asn Ile Val Gly Arg Ile Thr
2105 2110 2115

Leu Asn Leu Trp Arg Ile Met Arg Asn Glu Val Ala Leu Thr Asn
2120 2125 2130

Tyr Thr Phe Glu Asn Val Ser Phe His Val Leu His Gln Arg Phe
2135 2140 2145

Pro Leu Phe Thr Phe Arg Val Leu Ser Asp Trp Phe Asp Asn Lys
2150 2155 2160

Thr Asp Leu Tyr Arg Tyr Cys Ser Ile Thr Leu Lys Lys Arg Gln
2165 2170 2175

Gln Thr Ser Ala Leu Tyr His Trp Gln Val Leu Gly Pro Ile Tyr
2180 2185 2190

Phe Trp Val Ile Phe Thr Ser Tyr Asn Ile Lys Ile Leu Phe Met
2195 2200 2205

Asp Leu Leu Arg Val Leu Leu Phe Val Phe Leu Arqg Arg Trp Lys
2210 2215 2220

Met Val Asp His Tyr Val Ser Arg Val Arg Gly Asn Leu Gln Met
2225 2230 2235

Leu Glu Gln Leu Asp Leu Ile Gly Lys Thr Ser Glu Met Ala Arg
2240 2245 2250

Leu Phe Gly Ile Gln Phe Leu His Val Leu Thr Arg Gly Ser Gln
2255 2260 2265

Tyr Arg Val Glu Ser Met Met Leu Arg Ile Ala Lys Pro Met Asn
2270 2275 2280

Tyr Ile Pro Val Thr Pro Ser Val Gln Gln Arg Ser Gln Met Arg
2285 2290 2295

Ala Pro Gln Cys Val Pro Leu Ile Met Glu Pro Glu Ser Arg Phe
2300 2305 2310
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Tyr Ser Asn Ser Val Leu Val Leu Asp Phe Gln Ser Leu Tyr Pro
2315 2320 2325

Ser Ile Val Ile Ala Tyr Asn Tyr Cys Phe Ser Thr Cys Leu Gly
2330 2335 2340

His Val Glu Asn Leu Gly Lys Tyr Asp Glu Phe Lys Phe Gly Cys
2345 2350 2355

Thr Ser Leu Arg Val Pro Pro Asp Leu Leu Tyr Gln Val Arg His
2360 2365 2370

Asp Ile Thr Val Ser Proc Asn Gly Val Ala Phe Val Lys Pro Ser
2375 2380 2385

Val Arg Lys Gly Val Leu Pro Arg Met Leu Glu Glu Ile Leu Lys
2390 2395 2400

Thr Arg Phe Met Val Lys Gln Ser Met Lys Ala Tyr Lys Gln Asp
2405 2410 2415

Arg Ala Leu Ser Arg Met Leu Asp Ala Arg Gln Leu Gly Leu Lys
2420 2425 2430

Leu Ile Ala Asn Val Thr Phe Gly Tyr Thr Ser Ala Asn Phe Ser
2435 2440 2445

Gly Arg Met Pro Cys Ile Glu Val Gly Asp Ser Ile Val His Lys
2450 2455 2460

Ala Arg Glu Thr Leu Glu Arg Ala Ile Lys Leu Val Asn Asp Thr
2465 2470 2475

Lys Lys Trp Gly Ala Arg Val Val Tyr Gly Asp Thr Asp Ser Met
2480 2485 2490

Phe Val Leu Leu Lys Gly Ala Thr Lys Glu Gln Ser Phe Lys Ile
2495 2500 2505

Gly Gln Glu Ile Ala Glu Ala Val Thr Ala Thr Asn Pro Lys Pro
2510 2515 2520

Val Lys Leu Lys Phe Glu Lys Val Tyr Leu Pro Cys Val Leu Gln
2525 2530 2535

Thr Lys Lys Arg Tyr Val Gly Tyr Met Tyr Glu Thr Leu Asp Gln
2540 2545 2550

Lys Asp Pro Val Phe Asp Ala Lys Gly Ile Glu Thr Val Arg Arg
2555 2560 2565

Asp Ser Cys Pro Ala Val Ser Lys Ile Leu Glu Arg Ser Leu Lys
2570 2575 2580

Leu Leu Phe Glu Thr Arg Asp Ile Ser Leu Ile Lys Gln Tyr Val
2585 2590 2595

Gln Arg Gln Cys Met Lys Leu Leu Glu Gly Lys Ala Ser Ile Gln
2600 2605 2610

Asp Phe 1Ile Phe Ala Lys Glu Tyr Arg Gly Ser Phe Ser Tyr Lys
2615 2620 2625

Pro Gly Ala Cys Val Pro Ala Leu Glu Leu Thr Ser Phe Phe Ile
2630 2635 2640

Val Leu Leu Leu Phe Asn Ser Asp Leu Ile Cys Glu Lys Asp Gly
2645 2650 2655

Phe His Asn Ser Ile Trp Val Trp Phe Phe Ser Leu Asn Ser Asn
2660 2665 2670

Arg Lys Met Leu Thr Tyr Asp Arg Arg Ser Glu Pro Gln Val Gly
2675 2680 2685

Glu Arg Val Pro Tyr Val Ile Ile Tyr Gly Thr Pro Gly Val Pro
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-continued

2690 2695 2700

Leu Ile Gln Leu Val Arg Arg Pro Val Glu Val Leu Gln

2705 2710 2715

Thr Leu Arg Leu Asn Ala Thr Tyr Tyr Ile Thr Lys Gln

2720 2725 2730

Pro Pro Leu Ala Arg Ile Phe Ser Leu Ile Gly Ile Asp

2735 2740 2745

Ser Trp Tyr His Glu Leu Pro Arg Ile His Lys Ala Thr

2750 2755 2760

Ser Arg Ser Glu Pro Glu Gly Arg Lys Gly Thr Ile Ser

2765 2770 2775

Phe Thr Thr Leu His Cys Pro Val Cys Asp Asp Leu Thr

2780 2785 2790

Gly Ile Cys Ser Lys Cys Arg Ser Gln Pro Gln His Val

2795 2800 2805

Ile Leu Asn Gln Glu Ile Arg Glu Leu Glu Arg Gln Gln

2810 2815 2820

Leu Val Lys Ile Cys Lys Asn Cys Thr Gly Cys Phe Asp

2825 2830 2835

Ile Pro Cys Val Ser Leu Asn Cys Pro Val Leu Phe Lys

2840 2845 2850

Arg Val Asn Arg Glu Leu Ser Lys Ala Pro Tyr Leu Arg

2855 2860 2865
Leu Asp Gln Phe

2870

Asp Pro

Ile Leu

Val Phe

Ser Ser

Gln Tyr

Gln His

Ala Val

Glu Gln

Arg His

Leu Ser

Gln Leu

What is claimed is:

1. A method for detecting a pathological cell in a patient,
said method comprising detecting in a biological sample
from said patient a nucleic acid or polypeptide comprising a
sequence at least 80% identical to a sequence selected from
SEQ ID NOs:1-116.

2. The method of claim 1, wherein said pathological cell
has a pathology selected from those listed Table 1.

3. The method of claim 1, wherein said biological sample
is tissue from an organ which is affected by a pathology
listed in Table 1.

4. The method of claim 1, wherein said nucleic acids are
mRNA.

5. The method of claim 1, further comprising a step of
amplifying nucleic acids.

6. The method of claim 1, wherein said nucleic acid
comprises a sequence selected from SEQ ID NOs:1-58.

7. The method of claim 1, wherein said polypeptide
comprises a sequence selected from SEQ ID NOs:59-116.

8. The method of claim 1, wherein said detecting com-
prises using a biochip comprising a nucleic acid at least 80%
identical to SEQ ID NOs: 1-58.

9. The method of claim 1, wherein said patient is under-
going a therapeutic regimen to treat a pathology selected
from those listed Table 1.

10. The method of claim 1, wherein said patient is

suspected of having a pathology selected from those listed
Table 1.

11. An isolated nucleic acid molecule comprising a
sequence selected from SEQ ID NOs:1-58.

12. The nucleic acid molecule of claim 11, wherein the
nucleic acid is labeled.

13. An expression vector comprising the nucleic acid of
claim 11.

14. A host cell comprising the expression vector of claim
13.

15. An isolated nucleic acid encoding a polypeptide
sequence selected from SEQ ID NOs: 59-116.

16. An isolated polypeptide encoded by a sequence
selected from SEQ ID NOs:1-58.

17. An antibody that specifically binds a polypeptide of
claim 16.

18. The antibody of claim 17, wherein the antibody is a
humanized antibody.

19. The antibody of claim 17, wherein the antibody is an
antibody fragment.

20. The antibody of claim 17, wherein the antibody is
conjugated to an effector component.

21. The antibody of claim 17, wherein the antibody is
conjugated to a detectable label or a cytotoxic chemical.

22. A method for specifically targeting a compound to a
pathological cell in a patient, said method comprising
administering to said patient an antibody of claim 17,
wherein said antibody is conjugated to the compound.

23. A method for detecting a pathological cell in a patient,
said method comprising contacting a biological sample with
an antibody of claim 17.



US 2004/0219579 Al Nov. 4, 2004

231
24. The method of claim 22, wherein said antibody is 27. A screening assay comprising:
conjugated to an cffector component or a fluorescent label. a) administering a test compound to a cell from a mammal
25. The method of claim 22, wherein said said biological exhibiting a pathology selected from those listed in
sample is a blood, serum, urine, or stool sample. Table 1;
26. A method for identifying a compound that modulates b) administering a test compound to a cell from a mammal
a pathology-associated polypeptide, said method compris- not exhibiting said pathology;
ing: ¢) comparing the expression level of a polynucleotide of
the cell comprising a sequence at least 80% identical to
a) contacting said compound with a pathology-associated SEQ ID NOs:1-58 with the expression level of said
polypeptide, said polypeptide encoded by a polynucle- polynucleotide of a control cell;

otide that selectively hybridizes to a sequence at least

o whereby modulation of the expression level of the poly-
80% identical to SEQ ID NOs:1-58; and

nucleotide of the cell indicates that the test compound

b) determining the effect of said compound upon the is a drug candidate.

function of said polypeptide. N
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