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(BEXM—K 1)

Numerous literature and patent references have been cited in the present
patent application.

For some references, the complete citation is in the body of the text. For other
references the citation in the body of the text is by author and year, the complete citation being as
follows: '

Alexander, J., Rothenberg, M., Henry, G. L., and Stainier, D. Y. (1999).
Casanova plays an early and essential role in endoderm formation in zebrafish. Dev Biol 275,
343-357. .
A Alexander, J., and Stainier, D. Y. (1999). A molecular pathway lea&ing to
endoderm formation in zebrafish. Curr Biol 9,1147-1157.

Aoki, T. O., Mathieu, J., Saint-Etienne, L., Rebagliati, M. R., Peyrieras, N.,
and Rosa, F. M. (2002). Regulation of nodal signalling and mesendoderm formation by TARAM-
A, a TGFbeta-related type I'receptor. Dev Biol 241, 273-288.

. Beck, 8., Le Good, J. A., Guzman, M., Ben Haim, N,, Roy, K., Beermamn, F.,
and Constam, D. B. (2002). Extra-embryonic proteases regulate Nodal signalling during
gastrulation. Nat Cell Biol 4, 981-985.

. Beddington, R. S., Rashbass, P., and Wilson, V. (1992). Brachyury--a gene
affecting mouse gastrulation and early organogenesis. Dev Suppl, 157-165.

Bongso, A., Fong, C. Y., Ng, 8. C., and Ratnam, S. (1994). Isolation and
culture of inmer cell mass cells from human blastocysts. Hum Reprod 9, 2110-2117.
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(BEXH—E 2]

Chang, H., Brown, C. W., and Matzuk, M. M. (2002). Genetic analysis of the
mammalian transforming growth factor-beta superfamily. Endocr Rev 23, 787-823.

Conlon, F. L., Lyons, K. M., Takaesu, N., Barth, K. S., Kispert, A,
Herrmam, B., and Robertson, E. J. (1994). A primary requirement for nodal in the formation and
maintenance of the primitive streak in the mouse. Development 720, 1919-1928.

Dougan, S. T., Warga, R. M., Kane, D. A., Schier, A. F., and Talbot, W. S.
(2003). The role of the zebrafish nodal-related genes squint and cyclops in patterning of
mesendoderm. Development 130, 1837-1851.

) Feldman, B., Gates, M. A., Egan, E. S., Dougan, S. T., Rennebeck, G.,
Sirotkin, H. L, Schier, A. F., and Talbot, W. S. (1998). Zebrafish organizer development and
germ-layer formation require nodal-related signals, Nature 395, 181-185.

Feng, Y., Broder, C. C., Kennedy, P. E., and Berger, E. A. (1996). HIV-1
entry cofactor: functional cDNA cloning of a seven-transmembrane, G protein-coupled receptor.
Science 272, 872-877.

Futaki, S., Hayashi, Y., Yamashita, M., Yagi, K., Bono, H., Hayashizaki, Y.,
Okazaki, Y., and Sekiguchi, K. (2003). Molecular basis of constitutive production of basement

10

20

membrane components: Gene expression profiles of engelbreth-holm-swarm tumor and F9
embryonal carcinoma cells. J Biol Chem.
Grapin-Botton, A., and Melton, D. A. (2000). Endoderm development: from
patterning to organogenesis. Trends Genet 16, 124-130.
' Harris, T. M., and Childs, G. (2002). Global gene expression patterns during
differentiation of F9 embryonal carcinoma cells into parietal endoderm. Funct Integr Genomics 2,
105-119.

30

Hogan, B. L. (1996). Bone morphogenetic proteins in development. Curr
. Opin Genet Dev 6, 432-438.

Hogan, B. L. (1997). Pluripotent embryonic cells and methods of making
same (U.S.A., Vanderbilt University).

Howe, C. C., Overton, G. C., Sawicki, 1., Solter, D., Stein, P., and Strickland,
S. (1988) Expression of SPARC/osteonectin transcript in murine embryos and gonads.
Differentiation 37, 20-25.

) Hudson, C., Clements, D., Friday, R. V., Stott, D., and Woodland, H. R.

(1997). Xsoxl?alpha and -beta mediate endoderm formation in Xenopus. Cell 91, 397-405.

Imada, M., Imada, S., Iwasaki, H., Kume, A., Yamaguchi, H., and Moore, E.
E. (1987). Fetomodulin: marker surface protein of fetal development which is modulatable by
cyclic AMP. Dev Biol 122, 483-491.
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[(BEIR—E 3]
Kanai-Azuma, M., Kanai, Y., Gad, J. M., Tajima, Y., Taya, C., Kurohmaru,

M., Sanai, Y., Yonekawa, H., Yazaki, K., Tam, P. P., and Hayashi, Y. (2002). Depletion of
definitive gut endoderm in Sox17-null mutant mice. Development ] 29,2367-2379.

Katoh, M. (2002). Expression of human SOX?7 in normal tissues and fumors.
Int J Mol Med 9, 363-368.

Kikuchi, Y., Agathon, A., Alexander, J., Thisse, C., Waldron, S., Yelon, D.,
Thisse, B., and Stainier, D. Y. (2001). casanova encodes a novel Sox-related protein necessary
and sufficient for early endoderm formation in zebrafish. Genes Dev 15, 1493-1505.

Kim, C. H., and Broxmeyer, H. E. (1999). Chemokines: signal lamps for
trafﬁckmg of T and B cells for development and effector function. I Leukoc Biol 63, 6-15.

, Kimelman, D., and Griffin, K. J. (2000). Vertebrate mesendoderm induction
and patterning. Curr Opin Genet Dev 10, 350-356.

Kubo A, Shinozaki K, Shannon JM, Kouskoff V, Kennedy M, Woo §,
Fehling HIJ, Keller G. (2004) Development of definitive endoderm from embryonic stem cells in
culture. Development. 731,1651-62.

Kumar, A., Novoselov, V., Celeste, A. J., Wolfiman, N. M., ten Dijke, P., and
Kuchn M. R. (2001). Nodal signaling uses activin and transforming growth factor-beta receptor-
regulated Smads. J Biol Chem 276, 656-661.

Labosky, P. A., Barlow, D. P., and Hogan, B. L. (1994a). Embryonic germ
cell lines and their derivation from mouse primordial germ cells. Ciba Found Symp 182, 157-168;
discussion 168-178.

) ) Labosky, P. A., Barlow, D. P., and Hogan, B. L. (1994b). Mouse embryonic
germ (EG) cell lines: transmission through the germline and differences in the methylation
imprint of insulin-like growth factor 2 receptor (Igf2r) gene compared with embryonic stem (ES)
cell lines. Development 120, 3197-3204.

3 Lickert, H., Kutsch, S., Kanzler, B., Tamai, Y., Taketo, M. M., and Kemler,
R. (2002). Formation of multiple hearts in mice following deletion of beta-catenin in the
embryonic endoderm. Dev Cell 3, 171-181.

- Lu, C. C,, Brennan, J., and Robertson, E. J. (2001). From fertilization to

gastrulation: axis formation in the mouse embryo. Curr Opin Genet Dev 11, 384-392.

Ma, Q., Jones, D., and Springer, T. A. (1999). The chemokine receptor
CXCR4 is required for the retention of B lineage and granulocytic precursors within the bone
marrow microenvironment, Immunity 70, 463-471.

McGrath KE, Koniski AD, Maltby KM, McGann JK, Palis J. (1999)
Embryonic expression and function of the chemokine SDF-1 and its receptor, CXCR4. Dev Biol.
213, 442-56.
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(BEXB—E 4]
Miyazono, K., Kusanagi, K., and Inoue, H. (2001). Divergence and

convergence of TGF-beta/BMP signaling. J Cell Physiol 187, 265-276.

Nagasawa, T., Hirota, S., Tachibana, K., Takakura, N., Nishikawa, S.,
Kitamura, Y., Yoshida, N., Kikutani, H., and Kishimoto, T. (1996). Defects of B-cell
lymphopoiesis and bone-marrow myelopoiesis in mice lacking the CXC chemokine PBSF/SDF-1.
Nature 382, 635-638.

Niwa, H. (2001). Molecular mechanism to maintain stem cell renewal of ES
cells. Cell Struct Funct 26, 137-148,

] Ogura, H., Aruga, JI., and Mlkoshlba, K. (2001). Behavioral abnormalities of

Zicl and Zic2 mutant mice: implications as models for human neurological disorders. Behav
Genet 31, 317-324.

Reubinoff, B. E., Pera, M. F., Fong, C. Y., Trounson, A., and Bongso, A.
(2000). Embryonic stem cell lines from human blastocysts: somatic differentiation in vitro. Nat
Biotechnol 18, 399-404, |

Rodaway, A., and Patient, R. (2001). Mesendoderm. an ancient germ layer?
Cell 105, 169-172.

Rodaway, A., Takeda, H., Koshida, S., Broadbent, J., Price, B., Smith, J. C.,
Patient, R., and Holder, N. (1999). Induction of the mesendoderm in the zebrafish germ ring by
yolk cell-derived TGF-beta family signals and discrimination of mesoderm and endoderm by
FGF. Development /26, 3067-3078. A

. Rohr, K. B., Schulte-Merker, S., and Tautz, D. (1999). Zebrafish zicl

expression in brain and somites is affected by BMP and hedgehog signalling. Mech Dev 85, 147-
159.

Schier, A. F. (2003). Nodal signaling in vertebrate development. Annu Rev
Cell Dev Biol 19, 589-621.

Schoenwolf, G. C., and Smith, J. L. (2000). Gastrulation and early
mesodermal patterning in vertebrates. Methods Mol Biol 135, 113-125.

Shamblott, M. J., Axelman, J., Wang, S., Bugg, E. M., Littlefield, J. W.,
Donovan, P. J., Blumenthal, P. D., Huggins, G. R., and Gearhart, J. D, (1998). Derivation of
pluripotent stem cells from cultured human primordial germ cells. Proc Natl Acad Sci U S A 95,
13726-13731.

Shapiro, A. M., Lakey, J. R., Ryan, E. A., Korbutt, G. S., Toth, E., Warnock,
G. L., Kneteman, N. M., and Rajotte, R. V. (2000). Islet transplantation in seven patients with
type 1 diabetes mellitus using a glucocorticoid-free immunosuppressive regimen. N Engl J Med
343, 230-238.
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[(BEXM—E 5]
Shapiro, A. M., Ryan, E. A, and Lakey, J. R. (2001a). Pancreatic islet

transplantation in the treatment of diabetes mellitus. Best Pract Res Clin Endocrinol Metab 15,
241-264.

Shapiro, J., Ryan, E., Wamnock, G. L., Kneteman, N. M., Lakey, J., Korbutt,
G. S,, and Rajotte, R. V. (2001b). Could fewer islet cells be transplanted in type 1 diabetes?
Insulin independence should be dominant force in islet transplantation, Bmj 322, 861.

Shiozawa, M., Hiraoka, Y., Komatsu, N., Ogawa, M., Sakai, Y., and Aiso, S.
(1996). Cloning and characterization of Xenopus laevis xSox7 cDNA. Biochim Biophys Acta
1309, 73-76.

Smith, J. (1997). Brachyury and the T-box genes. Curr Opin Genet Dev 7,
474-430.,

Smith, J. C., Armes, N. A., Conlon, F. L., Tada, M., Umbhauer, M., and
Weston, K. M. (1997). Upstream and downstream from Brachyury, a gene required for vertebrate
mesoderm formation. Cold Spring Harb Symp Quant Biol 62, 337-346.

Takash, W., Canizares, J., Bonneaud, N., Poulat, F., Mattei, M. G., Jay, P.,
and Berta, P. (2001). SOX7 transcription factor: sequence, chromosomal localisation, expression,
transactivation and interference with Wnt signalling. Nucleic Acids Res 29, 4274-4283.

- Teaniguchi, K., Hiraoka, Y., Ogawa, M., Sakai, Y., Kido, S., and Aiso, .
(1999). Isolation and characterization of a mouse SRY-related cDNA, mSox7. Biochim Biophys
Acta 1445, 225-231,

Technau, U. (2001). Brachyury, the blastopore and the evolution of the
mesoderm. Bioessays 23, 788-794,

Thomson, J. A., Itskovitz-Eldor, J., Shapiro, 8. §., Waknitz, M. A., Swiergiel,
J. J., Marshall, V. S., and Jones, J. M. (1'998). Embryonic stem cell lines derived from human
blastocysts. Science 282, 1145-1147.

Tremblay, K. D., Hoodless, P. A., Bikoff, E. K., and Robertson, E. J. (2000).
Formation of the definitive endoderm in mouse is a Smad2-dependent process. Development 127,
3079-3090.

Vandesompele, J., De Preter, K., Pattyn, F., Poppe, B., Van Roy, N., De
Paepe, A., and Speleman, F. (2002). Accurate normalization of real-time quantitative RT-PCR
data by geometric averaging of multiple internal control genes. Genome Biol 3,
RESEARCHO0034.

Varlet, 1, Collignon, J., and Robertson, E. J. (1997). nodal expression in the
primitive endoderm 1s required for specification of the anterior axis during mouse gastrulation.
Development 724, 1033-1044.
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(BEXR—E 6]
Vincent, S. D., Dunn, N. R., Hayashi, S., Norris, D. P., and Roberison, E. J.

(2003). Cell fate decisions within the mouse organizer are governed by graded Nodal signals.
Genes Dev 17, 1646-1662.

Weiler-Guettler, H., Aird, W. C., Rayburn, H., Busain, M., and Rosenberg,
R. D. (1996). Developmentally regulated gene expression of thrombomodulin in postimplantation
mouse embryos. Development /22, 2271-2281.

‘ Weiler-Guettler, H., Yu, K., Soff, G., Gudas, L. J., and Rosenberg, R. D.
(1992). Thrombomodulin gene regulation by cAMP and retinoic acid in F9 embryonal carcinoma
cells. Proceedings Of The National Academy Of Sciences Of The United States Of America 89,
2155-2159.

Wells, J. M., and Melton, D. A. (1999). Vertebrate endoderm development.
Annu Rev Cell Dev Biol 15, 393-410.

Wells, J. M., and Melton, D. A. (2000). Early mouse endoderm is patterned
by soluble factors from adjacent germ layers. Development 127, 1563-1572.

B Willison, K. (1990). The mouse Brachyury gene and mesoderm formation.

Trends Genet 6, 104-105.

Zhao, G. Q. (2003). Consequences of knocking out BMP signaling in the
mouse., Genesis 35, 43-56.

Zhou, X., Sasaki, H., Lowe, L., Hogan, B. L., and Kuehn, M. R. (1 993)
Nodal is a novel TGF-beta-like gene expressed in the mouse node during gastrulation. Nature
361, 543-547.
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