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VARV S [Flgs 7 L— 7 LYViFFELWwEE S A—
Ser Gly, Ala, Ser, Thr, Pro Thr, Ser

Arg Asn, Lys, Gln, Arg, His Arg, Lyvs, His

Leu Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Pro Gly, Ala, Ser, Thr, Pro Pro

Thr Gly, Ala, Ser, Thr, Pro Thr, Ser

Ala Gly, Thr, Pro, Ala, Ser Gly, Ala

Val Met, Phe, Ile, Leu, Val Met, Ile, Val, Leu
Gly Ala, Thr, Pro, Ser, Gly Gly, Ala

Ile Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Phe Trp, Phe, Tyr Tyr, Phe

Tyr Trp, Phe, Tyr Phe, Tvyr

Cvs Ser, Thr, Cys Cys

His Asn, Lys, Gln, Arg, His Arg, Lyvs, His

Gln Glu, Asn, Asp, Gln Asn, Gln

Asn Glu, Asn, Asp, Gln Asn, Gln

Lvs Asn, Lys, Gln, Arg, His Arg, Lyvs, His

Asp Glu, Asn, Asp, Gln Asp, Glu

Glu Glu, Asn, Asp, Gln Asp, Glu

Met Phe, Ile, Val, Leu, Met [le, Val, Leu, Met
Trp Trp, Phe, Tyr Trp
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TI g Az 7 L—7

Ser D-Ser, Thr, D-Thr, 7 v -Thr, Met, D-Met, Met(0Q), D-Met
(0), L-Cys, D-Cys

Arg D-Arg, Lys, D-Lys, "F-Arg, D-FFE-Arg, Met, Ile, D-.
Met, D-Ile, Orn, D-Orn

Leu D-Leu, Val, D-Val, AdaA, AdaG, Leu, D-Leu, Met, D-Met

Pro D-Pro, L-1-F7 v U v —-4-H R, D-£7~13 L-1-74
XA D 4-H R R

Thr D-Thr, Ser, D-Ser, 7 w-Thr, Met,D-Met, Met{0), D-Met(
0), Val, D-Val

Ala D-Ala, Gly, Aib, B-Ala, Acp, L-Cvs, D-Cys

Val D-Val, Leu, D-Leu, Ile, D-Ile, Met, D-Met, AdaA, AdaG

Gly Ala, D-Ala, Pro, D-Pro, Aib, S -Ala, Acp

Ile D-Tle, Val, D-Val, AdaA, AdaG, Leu, D-Leu, Met, D-Met

Phe D-Phe, Tvyr, D-Thr, L-Dopa, His, D-His, Trp, D-Trp, F

T A=3.4, EL 5-7 =7 U w, Adahd, AdaG, cis
-3,4, F£#1X b7 == 2, Bpa, D-Bpa

Tyr D-Tyr, Phe, D-Phe, L-Dopa, His, D-His
Cvs D-Cyvs, S—Me—Cys, Met, D-Met, Thr, D-Thr
Gln D-Gln, Asn, D-Asn, Glu, D-Glu, Asp, D-Asp
Asn D-Asn, Asp, D-Asp, Glu, D-Glu, Gln, D-Gln
Lys D-Lvs, Arg, D-Arg, I T-Arg, D-A"E-Arg, Met, D-Met, I

le, D-Ile, Orn, D-Orn
Asp D-Asp, D-Asn, Asn, Glu, D-Glu, Gln, D-Gln
Glu D-Glu, D-Asp, Asp, Asn, D-Asn, Gln, D-Gln
Met D-Met, S—Me—Cys, Ile, D-Ile, Leu, D-Leu, Val, D-Val
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hGAPDH-R GATGGGATTTCCATTGATGACA
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Intron—hGAPDH-R CTGTGCTCCCACTCCTGATTT
ooooodd
OBS50RT-PCRO TagManD0 0 00D DD 00D O0OO0O0O0DDOODD INSP1810 O O
E#&t k Ct hGAPD|Ct hINSP181 |7/ # ct HE G GAPDH (=100) Lt
L H
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ST7.Lo b 20.16  [36.81 -16. 65 102847, 63 0. 00
ST 8% it 19.41  [34. 71 -15. 30 40248, 46 0. 00
STORT gk 20.93  [37.96 ~17.03 133696. 30 0. 00
SBOJiti ik 21.65 |36, 46 -14. 81 28811. 12 0. 00
SS1HGHE 21.71 (33,42 -11. 71 3345, 11 0.03
S82H & il 15.59 [|37.22 -21.63 3251044. 79 0. 00
S8/ B 18.27  |35. 85 ~17. 59 196700, 49 0. 00
S84 ALl 21.63 |35, 17 -13. 54 11885, 82 0.01
S8 5 gt 19.36  |[33. 64 -14. 28 19884. 13 0.01
S86F & 19.76  |38. 67 -18.91 493684. 90 0. 00
S8oFHE 19.75  |35. 61 ~15. 87 59718. 96 0. 00
S 9OTESH (22,17 |34.98 -12. 81 7179. 00 0.01
SO LA IS 19.67  |36. 65 -16. 99 129964, 13 0. 00
SO2HR L 20.84  [37.72 -16. 88 120767, 86 0. 00
RTINS 19.80  [35.88 -16. 08 69164. 90 0. 00
SO4HF B 20.05  [35.80 -15. 75 55167. 63 0. 00
SO5M% 23.39  [32.72 -9.33 641.93 0.16
S113RENR 21.12  [36. 18 ~15. 06 34140. 49 0. 00
S119%LE 20.28  [39.91 -19. 62 806755. 23 0. 00
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#il A2872102(20. 90 34. 36 -13. 46 11306. 74 0.01

-2

B16 AZ872103 [24. 39 29,31 -4, 92 20.19 3. 31

B28 AZBT2023(22. 85 28. 42 —-15. 587 48690, 17 0.00
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#36 AZ872028125. 37 34. 04 -8. 67 406, 67 0. 25
-1

#39 AZ8T720251|22. 41 34. 00 -11.59 3089. 02 0. 03
-1

#59  E1328972-23. 46 3189 —8. 44 346. 19 0. 29
3

760 E1328972 |21, 22 37.35 -16. 12 T1255. 76 0. 00
2

861  E1329004 |25.11 38. 12 -13. 00 8203. 29 0. 01
63 E1328973-(23. 15 40. 00 -16. 85 118472. 89 0. 00
3

#64  E1329003-|21.05 36. 32 15,27 39647, 25 0. 00
2

#66  E1328974-|22.28 32,06 -9.78 881, 12 0. 11
4

#68  E1328975-|22.80 28, 83 6. 03 65, 14 1. 54
3

#69 E1328975(23. 75 39,20 ~15. 45 44792, 00 0. 00
—4

270 E132900|25. 60 36. 62 -11. 02 2075.71 0. 05
6-1

771 E1328976 |24, 41 32,68 -8, 27 308, 23 0. 32
3

’72 E1328976 |23, 01 35,38 -12.37 0282. 35 0. 02
—4

#73 E1329005 23. 67 34,77 -11. 10 2193, 42 0. 05
-1

#74 E13268977 (24, 00 32. 14 =8, 14 282, 24 0. 3b
2

#75 E1328977|21. 88 32. 04 -10. 16 1146. 47 0. 09
-3

R77  E1348411-123.19 31. 49 -8, 30 315, 93 0. 32
3

R78  E1348411-(23. 19 31.63 —8. 44 346. 92 0. 29
2

#79  E1348411-(18.93 35,83 -16. 91 122965, 58 |0, 00
1

#30  E1348414-(21. 24 29. 00 —7.76 216. 69 0. 46
2

#81 E1348414-1|21.07 40. 00 -18. 93 500034.81 |0, 00
#82  E1348446-(20. 77 28. 87 8. 10 274. 63 0. 36

10

20

30

40



(68) JP 2008-536483 A 2008.9.11

#83 E1348415-3(20. 77 29, 81 4. 04 b26. 35 0. 19
#84  E1348415-(18.54 32. 15 -13. 60 12438. 44 0. 01
2
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1
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3
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1

#91 E1317749-|24.51 32.70 -8, 20 293. 22 0. 34
2
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3

#97  E1317751-|22.80 35.40 -12. 60 6201. 23 0. 02
2

798  E1317723-|25. 21 35,90 -10. 70 1657.76 0. 06
2

#99  E1317723-|23.86 32. 91 -9, 06 532, 89 0. 19
3

#101 E1317718-|20.80 30, 04 -9, 24 606, 53 0. 16
2

#102 EL317718-]22.86 36. 13 -13. 27 9887. 33 0. 01
3

#103 EL1317750-(20.94 35. 46 -14. 52 23478. 87 0. 00
2
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Figure 1
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Figure 3 contd.
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Figure 6 Figure 7
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Figure 9 Figure 10
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Figure 12 Figure 13
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Figure 11
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INTERNATIONAL SEARCH REPORT

Intemational applieation No

- | PCT/GB2006/000820

. CLASSIFICATION OF SUBJECT MATTER

A
INV. CO07K14/47

According 1o International Patent Classification {IPG) of to both nailonal classification and IPG
B. FIELDS SEARCHED
Minlmum documentation sesrched (classlfication syslam followed by classificatlon symbols)

CO7K

Documentation searchad othar than minimum decumentatien to the extant that such documents are includad In the flskis ssarched

Eleotronlc data base consulted during the Internatlonal search {name of data base and, where practical, search terms used)

EPO~Internal, Sequence Search, PAJ, WPI Data, EMBASE, BIDSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Category* | Cltatlon of document, with Indication, where appropriate, of the relevant paasages

Relevant to claim No,

A MALLBRIS LOTUS ET AL: "Neutrophil
gelatinase-associated lipocalin is a
marker for dysregulated keratinocyte
differentiation in human skin."
EXPERIMENTAL DERMATOLOGY. DEC 2002,
vol. 11, no. 6, December 2002 (2002-12),
pages 584-591, XP002382544

ISSN: 0906~6705

A XU S ET AL: "Lipocalins as biochemical
markers of disease.”

BIOCHIMICA ET BIOPHYSICA ACTA. 18 OCT
2000,

vol. 1482, no. 1-2,

18 October 2000 (2000-10-18), pages
298-307, XP002382545

I5SSN: 0006-3002

iy

m Further documents are listed in the continuation of Bax C. D See patent family annex.

* Spaclal categarias of cited decumants :
P g 'T* later dooument published after the international filing date

. jarity date and not in conflict with the application but
*A" document defining the general state of the art which Is nol or Pl
considarad to ba of pariicular relavance fl:'lit\lg::l :?:, Ir:ndarstand the princlpls or theory underlying the

“E' earfer decument but published on or afterthe Internaticnal

« . &
filing cate X" document of particuler relevance; the clalmad Invention

cannet ba considered noval or canncl be considered to

“L* document which may throw doubis on priority claim(s) or
which Is ciad to astablish the publication date of another
citation or other epeclal reason {as specilied)

"O" document referring to an oral disclosure, use, exhibition or
other means

*P* dacumsnt published prlce to the International fling date but
later than the priorily date claimad *

involve an laventive step when the decument is iaken alone

** documant of particuler relevance; the claimed Invention
cannot be consldered Lo Involve an inventive step when the
document is combined with one or more other stch docu—
rne;:is, such combination baing cbvlous te a parson skilled
in the art.

"&" document member of the same patent family

Date of the actual completion of the international search

24 May 2006

Dale of mailing of the intamatlonal search report

26/06/2006

Name and mailing address of the ISA/
Eurcpean Patent Offica, P.B. 5818 Patenliaan 2
NL - 2280 HV Riswik
Tel. (+31-70) 340-2040, Tx. 31 651 epo i,
Fax: {+31-70) 340-3015

Aunthotized officer

Weinberg, $

Form PCTASA/Z10 (second shask) (April 2005)
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INTERNATIONAL SEARCH REPORT

Internztional application No

PCT/GB2006/000820

C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory” | Gilation of documen, with indication, where appropriate, of the relevant passages Relevant to claim No.

A FLOWER D R ET AL: "The Tipocalin protein
famiTy: structural and sequence overview."
BIOCHIMICA ET BIOPHYSICA ACTA. 18 OCT
2000,

vol. 1482, no. 1-2,

18 October 2000 {2000-10-18), pages 9-24,
XP002382546

ISSN: 0006-3002

Form PCTASA/210 {sentinuation of sscond sheat) (Aptll 200E)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/&B2006/000820

Box Il Obsearvations where cerlain ¢laims were found unsearchable (Continuation of item 2 of first sheet)

This Internationat Search Report has not been established In respect of certain claims undaer Article 17(2){a) for the following reasons:

1. m Clalms Nos.:
bacause they relate to subject matter not required o be searchad by this Authority, namaly:

Although c¢laims 23-31 are directed to a method of treatment or diagnosis

practised on the human/animal bady, the search has been carried out and based
on the alleged effects of the compound.

2. B__I Clalms Nos.:
because they relate to paris of the International Application that do nat comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, speciiically:

see FURTHER INFORMATION sheet PCT/ISA/210

8. D Claims Nos.:
because they are dependent clalms and are not draftad In accordance with the second and third sentences of Rule 6.4{g).

Box Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This international Searshing Authority found multiple inventions In this international appllcation, as follows:

1. As all required additional search fees wera timaly pald by the applicant, this Intemational Search Report covers all
searchable claims.

2. |:| As all searchable claims could be searched without effort Justifying an additlonal fee, this Authorlty did not invite payment
of any addlflonal fea.

3. |:| As only some of the required additlonal search fees were imely paid by the applicant, this Intemational Search Report
covers only those clairmns for which fees were pald, specifically claims Nos.:

4, I:l No required additienal search fees were imely bald by the applicant, Consequently, this Intemational Ssarch Repori Is
resfricted to the Invention first mentioned In the clalms; It Is coverad by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant's protest.

|:| No protast ascomparied the payment of additiona) search faas.

Form PCT/SA/210 (continuation of first shest (2)) (January 2004)
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International Application No. PCT/GB2006 /000820

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.1

Although claims 23-31 are directed to a method of treatment or diagnosis
practised on the human/animal body, the search has been carried out and
based on the alleged effects of the compound.

Continuation of Box II.2

Claims 17-21 are directed to compounds that are defined only by
reference to a desirable property, namely that they hind to a
pelypeptide according to Claim 1, or that they either increase or
decrease the level of expression or activity of a polypeptide according
to Claim 1. ‘

The claims cover all compounds having these characteristics or
properties, whereas the application provides Tittie or no support within
the meaning of Article 6 PCYT and/or disclosure within the meaning of
Article 5 PCT for any such compounds. In the preseat case, the claims so
lack support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible.

Independent of the above reasoning, the claims also lack clarity
(Articie 6 PCT). An attempt is made fto define the compound by reference
to a result to be achieved. Again, this lack of clarity in the present
case is such as to render a meaningful search over the whole of the
claimed scope impossible.

The search is restricted to those compounds for which support in the
seénse of Article 6 PCT exists in the application, namely antibodies and
antisense polynucleotides.

The applicant’s attention is drawn to the fact that ¢laims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT}. The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended fellowing receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome.
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BEX)
ARAETUTRI : AXFHAINSPIS1BEEHNAZAREREZHE
Ho

TRoW |RA&ES -7 IUEFELVAZS VT
Ser Gly, Ala, Ser, Thr, Pro Thr, Ser

Arg Asn, Lys, Gln, Arg, His Arg, Lys, His

lLeu Phe, Tle, Val, Leu, Met [le, Val, leu, Met
Pro Gly, Ala, Ser, Thr, Pro Pro

Thr Gly, Ala, Ser, Thr, Pro Thr, Ser

Ala Gly, Thr, Pro, Ala, Ser Gly, Ala

Val Met, Phe, Ile, Leu, Val Met, Ile, Val, Leu
Gly Ala, Thr, Pro, Ser, Gly Glv, Ala

Ile Phe, Ile, Val, Leu, Met Ile, Val, Leu, Met
Phe Trp, Phe, Tyr Tyr, Phe

Tvr Trp, Phe, Tyr Phe, Tyr

Cys Ser, Thr, Cys Cys

His Asn, Lys, Gln, Arg, His Arg, Lys, His

Gln Glu, Asn, Asp, Gln Asn, Gln

Asn Glu, Asn, Asp, Gln Asn, Gln

Lys Asn, Lys, Gln, Arg, llis Arg, Lys, Ilis

Asp Glu, Asn, Asp, Gln Asp, Glu

Glu Glu, Asn, Asp, Gln Asp, Glu

Met Phe, [le, Val, Leu, Met Ile, Val, Leu, Met
Trp Trp, Phe, Tyr Trp
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