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tgt gag tcc atc otg gag agg aag cgg cat gee 290 g5 339 tct act &gc age atc ttg

¢ o T s

121741 —

gg caq aca gac atd Gas g gag_qct’ ctt ot ata“zag tr:c tgg gg cez 292
© T D M EX M S Q

151/61 IS Var)

teec cag asa ggt gac ctg ttg cgg ata aga ccc ckc acg cot gte tet gac tet ggg gat

5 T 1 R I R P L B P vV S D S 6 D

201/61 271/91

gtc acc acc act gtg cat atg gat gea goo aca cet gor cta cea 22z gac tre cat tct
T P ox

301/101 3 San

tta tog act ccgltgc ate act cct oot cag age cct gat ctc gtq gag cca tcg aca aqq

L s P o? o0

3617121 391/131

aca cct gtt tct ccc cas gta aca gat toc asa gea tot aca goc acg gat gtt cte cag

T p v E p g V T D 5 XK A C T

421/141 451/151

tee tct qcc gta gtg q:c aga gct ctg agc ggg ggc gcg gag agg ggc n:g ctg gqt ttg

s

451/151 511/171

gag cca gtg cce age tet coc tge agu qcc aag ggg act age g:g g ate cga cac acT ggg

E P VvV P B P T8 B

541/181 571/191

gag agc cct got gee tge ttt ccc acc atc cag act cea gat tge cgg ctt tet gac age

E 5 P A L c F 1 Q T P

§01/201 631/211

aga gaa gga gaa gag cag ctt ctg gga cac ttt gaa act ttg cag gac aca cac otc acg
G E b L G H F E T L Q 2] T H L T

661/221 691/231

gac agt tta ctc agc act aac ttg gbtg tec tgt cag occ tge ttg cac aag tct ggt ggc

D L L P G G

721/241 751/251

ctg ctg cte act gac aaa ggc cag cag gca gug tgg cct ggt gea gtt cag act tgce tca

L L L T K o0 6 W

7817261 _g)_/gzn

cca aag sat_tat gaa aat gac ctg ‘ccc agg aaa acc ace oot « ctg ar.t tet gtc Tot g gtc
N Y )4 s

941/251 T Tedyes U T .

fe e oot gtg 5

oo eet gto ctd g atg atc cot gtg act gge Cas agt agc atg fta Cod
PP -1

_C._Qo_M I P V T G Q S 5 M

901/321 ~ 331/311
et rtt tig aag ‘eec cct :cc cag ttg (ct qtq ggq ahc gtg aga cce”ate cta gct caE
a 13 B0 .

9617321

991 /331

get get coa gog CCt cas cet. q(g ttc qtg qga Cr:t gct qtg cc: cag « qga gct gtg atg
Qor v _R_6..

; 1051/351 o

.V
1081/361 1111/371
qcc g9 g aat acc aag Etg ttg cee ctt gee cet gct cca gtg ttc atc ace tct age caa
N T _K_L 3 13 T s o
1141/351 1171/391

N ¢ vV P 0 V D
1201/401

K]
3
5
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2
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1761/421
gag aag cet tte aac [
E K P F N
1321/441

o acaiggg gag aag aag ttt gtg;:
5 T %6 B K K F V

1411/471
cgt e, atg cgc agt gac -:aq ctgadg aag catl gcc cgg cgc cac a:g acg acc aag
Bl B H T K

T

1441/451 147"i'/491

aag atc cca ggc tgg cag qca gag qtt ggc aag ctg aac aga atc gcc tet gca gag agc
I P Q N 1

1501/501 1531/511

ccg ggg age cca ctg gtg agc atg cca gec tet gec tga
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t. t te at £ ——— e
;tq :ac :cg ;cq gac ttc gea ggc cca gac gac geg ;qc qcalq t gac ; c ; g lg)ac ; a Gaas 299ag3eE S Scagaccttttotgtogtgagggtetagaces
61/21 91/31 cetggggacaaatcggactttotaaggtgggoaggggctgtgttttetgaggacatatgg ZR304a A>G

tgt gag tce atc ctg gag agg aag cgg cat gac age gaa agg tet act tge age atc ttg
&g L s B R s ST, cagcctttagttttaagagttgggaaggaaaagaaggaagagtgaaqcctgtggctcca\‘:

gatgtacttigeaatcctgggecaggggtggaaggaaataatggaagacttecaageact

121/41 ,

gag cag.acal g&t gtc gag got tce tgg ggt caa aga tcttccagagtagctggaaaaccactttcaattctacctctttgcagccaccccc*ggca
E o T ALLn oAl s % oG 2 R t t c tactgggtetgtet
181761 caggaagggcacgagcactgacdggccacagggtcacceggeacactactgggtetgtetg
tec cGg asa ggt gac ctg ttg cgg ata aga cec ctc acg cct gtc tet gac tct ggg gat gaccagacccactgecagagtggecacttcacatgttggettittgagacagegtettge
s § K 6 D L L ®& I R B L P VY 5§ D G D tetgttgeeccaggckagggtocagtaggt atgatcgga§

241781 271/91

gtc acc ace act gtg cat atg gat gca goc aca cot gaa cta cca aaa gac ttc cat tet
v T T T VvV H M D R A T P B L P K D F H §

301/101 E3 331/111
tta teg act ctqlcgc ata act cct cct cag age cot gat ctc gtg gag cca toy aca agg A
L S T c I T P P Q E 14 5 T R
361/121 391/131
aca cot gkt tct cco caa gta aca gat tce aaa gea tgt aca gee acg gat gtt cte cag
T ¢ v B p 0 vV T D § K A C T A T D V¥V L Q
121/141 451/151
tce tct goe gta gt cC aga gct ctg age C g ag a ic ttg ct t Lt

gee gta gtg goc aga get Sty aqc 499 93¢ gog 9ag 299 9uc ftg Ctg gt teg 54a (SHGC24187)
481/161 511/171 e . .
gag cca gtg ccc age tet coo tge agg oo aag q-;a “Bek aqf' gtg atd dga cde act gag AAC

® s P € R K T

A R T AGCGCGGCTTCTGCTGARGCCAGTACAAGCCTGGTTATCTGGCTTGACCCGCCCACACGG
AGGCCTCCCCAGCGTTTTCTTTTTCCCGAGARGAGCTCCAGCTCGCAGGTCCTTAGAACA
CGGCAGAGCAGGAGCATCTCAGGAACCAACGGCCAGCTCCTTGGCGCTGTCCCCAGCCCC
ACAGGCCTGCTGCGGCCATCCGCAARCGGGCATTTCCTTGAACTTTTGAGAGTGCCTTTG
ACCAGCTGTTCGCAGCTGGGAAACTCCAACTTTTGAAGTCAGAGCTTGGAGCGGCCCCCG

5417181 : 571/191
gag age cct got gee tge tht coc ace atc cag act cea gat tgc cgg ott tot gac age
E s P F P T I Q T P 2] c R L 5 D s
601/201 317211

aga gaa gga gaa gag cag ctt ctg gga cac ttt gaa act tLtg cag gac aca cac cte acg
R E G E Q L L H E T L Q D T H L T

nglfé tta cte age ack ase Ltq Gta Loo sor o was tae tiq cas asg Lot . CAAGGGCGTGGCTCAAACCCTCCCCAGAGCTGGGAGCCATTGCTTATGCAAGCCCGTTTIC
Eahiy Al R A A TTTIGATGTARAGATGGAAGTCGTTACTATATTTTARTAATGCAAAT ACATCTTTTAARA
721/241 7517251 TAAGTTAACATTTCTTACCACCAGATGGATCAGGCTTTGART TTAATCATGTARATGTTT
ctg ctg cte act gac aaa gge Cag cag gea ggg tog ot ggt gea gkt cag act tge tca GTAATTTTATGTCATTTTGTTARRATGGGACGCTTTCAATTGGT TTCCAAGAAAGATGAT
T 1Y i ACCTCTGCATTTTICTGGTGGAARAGGTGTAATACCCTTAATGAGATCARAGTGTTAGGEE
tat_gas_ast qac.cty Scc 39 sas ace 396 Gt Sbg ALt Fet FEd tef gic ARAAARATTCCARAAGTAGITACAAGCTATATCAATGTCARAGTARATGCACTTCATCAA
sims o F MR ORLELE ‘;ﬁ/;“ e % v.§s oW AGCTAAGAAGTCACAGGAATTGTTCTCAGGTTTTTAARARRBTTTTTCCTGAATTCAGGE KR S54a A>T

AGTGTCTTCTGAATAGCAGCTAGCCARATARAGCGGTGTGTGTGTACTGCAGC TG TAGGY
GAACTTARARATAATARTARARRGAACAARTARAGCAGTGTGTACCAGCCGCTGAGCCGE
CCCTGTCTCTGTCCTGTGAGACGGAL TGTGCCTGGARGTAGA! TGGGCETTGC
TGCAGCCTGCAGCCCGGCCCGAGTCTGTCCCAGTGCCTCCTGTGTGCCTGGCACCTCCTC
AGGCATCTTCCTGGCTGCCCCATGT TGCAGCTGAGCCTCAGCGTCCTGCTAGRACTGCGT
GTGGGATTTGCTCACTGCCAGGATGGGACTGTGGCTGGAATGCGAGGCAGARAGARACACA
TCTCARAGGCARARATGACGCACGTTGTTGTCTGGAARAATCTTARGTG

Gaag

et get e il 3EC ST Ea0 e g 3€ oot grg 43¢ gae Sea T TG ta e
P_A B B_V . C. Q. .M _ T Q E

s /311
deecag Tt Bt gtg gggiactigty aga
LQU L s Vi & ETFWL R

9g9a goc cte oot oeg
LR Qe G AL L B BB

ag.s) ¥ LU TITAAG: PCR7Z 54 <—

1081/361 1111/371

gcc 999 aat acc aag ttq ttg cce ctt gcc
K

A
1141/381
3ac tgt gkc oot cag gta gac ttt toc cga

v P o VvV D F S R

NoC
1201/401

1261/421

gag aag cet tte aac m
K F

1321/441

Ed
acalgqq gag aag aag ttt gtg

1
1501/501

14417281
aag atec cca ggc tqq cag gca gaq gtt ggc aag ctg aac
P Q L N

a
14717491

cet got cca gtg ttc ate ace tet age caa
A PV F I T 5 § ¢

1173/391

agg agg aac tat gtt FEEE
oY v E}Jﬂ &

1231/411

13517451

141!'471

1531/511
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BFES40 TIEG2 T220M;RERIVL—OFRIAFTRIND EHES41 TIEG2 478 ; BRRY FER

171 TIEG2 31711 171 TrEe? 31/11
359 £o° 209 €08 gac tre gea gge ccn gac gac geg oo gon gt 900 st aty gac ate 205 coe ang con gac tte gea ggc cos gac gac geg G9G gea gEE gac ato atg gac ata
T B D M
M BT D F A G P D D A R A ¥ D
Gt s 61721 91731 -

£t gas tee ko £t 929 269 209 cos cat gac aqc gaa 20 tet act tge age ato txg
T I

:2:/:1 /%
529 c5 aca gac stg ga et ghe gag gt cte gkt tgt 269 25¢ tee tay g3t cas son
e ®

tgt gag tec ate ctg gag agg seg cgg cat gac agc gaa agg tet act tge age atc ttg
¢ tr s 1 v E R E R E D S E R 5 T € 5 I L

121781

151/51

gag cag aca gac sty gaa got gtc gag get ST gEt 9t atg 9o tec tgg ggt caa aga
D M E A V E A c w s s ®w & 0 R

e/ i [N “arm
tcc cla)s _qst _uac =t§ ttg gs a uga ccr: ct: ucg cct qtc tet gac tet gog gat tec cag ase ggt gac ctg tta cqu ata age Coc Sfc acg oot gtc tot gac tct ggg gat
¥ » s & o S o R 6 D L L R 1 R P L T P V S D 5 G D
N s 241781 271791
gEC 205 acc act gtg cat sty gat gos goc ac ot gen oo ces ses gac tuc aat tor gte ace ace act gtg cat atg gat gea gec aca cot gas cta cca aaa gac tto cat ket
ToToT ¥ T L L v T r t v ¥ ¥ D A A T P E L P R F R S
w0 Faan 3017101 3317111
tta tog act cty tge ata act cot cct cag 296 cct gat st giy gag cen boy aca 99 tta teg sct ctg tgc ata act cot cot cag age cot gat ctc gtg gag cca tog aca agg
L s T L ¢ I T P P Q o e s T R Los'? noé T or P P oQ P L V-E P S T R
3617121 Soin 361/121 3917131
aca cot gtt tot coc caa gta aca gat tec aza goa tgt aca goo acg gat gkt ctc cag aca cot ght tot ccc cas gta aca gat tec aaa gea tqt aca goc acg gat gt otc cag
TPV @ v T D s E A C T AT DV L Q T v s P a v T b s K & € T AT Vo1 oo
1217141 4517151 1217101 451/151
tee et gec gta gty goc aga got Ctg age ggg 99c gog gag agg 9gc tg CEg ggt ttg tec tot gec gta gty gec aga get ctg age gug 99 geg gag agg gge tEg ctg ggt trg
s s A vV vV A R A2 L S 6 G A E R G L 6 L s 5 a v v A A L s G A E R € L B & 1
481/161 s11/1711 1817161 51121711
gay cca gtg coc age tet coc tee agg gec aag ggg act age gig ate cga cac act 9gg gag cca gtg coo sgc tot coc £9C agg goc aag g9y act age gtg atc cga cac act ggg
E PV 5 s P C R A K & T S5 ¥ I R R T E P VvV P § 5 P C R A K G T 5 vV I R K T &
541/181 5717191 541/181 5717151
gag age cot got goe tgo Ett coc ace ate cag act cca gat tge cgg ctt tob gac age gag agc cct get gec tge tEt cee acc atc cag act cca gat tge cgg Ctt tot gac age
P A A cC F ¥ I o T P D C R L S D S £ s P ¢ F B T I r P D C R L S D S
6017201 631/211 601/201 631/211
292 922 352 520 92 29 ot ctg gea tac ttt gaa act ttg cag fa aga gaa gga gaa geg cag ctt ctg gga cac tit gaa act ttg cag gac sca cac cte acy
E E Q L L € B F E T 3% nzss:qn;sngwmxanrsnw
561/221 6917231 617221
5 gg §6a ctc age act 3ac teg stg oo ot cag coo tc ttg cac aag Kot ogt gge 3a¢ 80t o cto age sct aec Ty ghg toc tat ceg oo e ttg cac zag bt g5t gge
L s T ¥ L vV s € o P € L H K S & & T
Sst7an 7517251 21720 LV

B e aee  gen get <o
57 £ 250 268 g0 mun g cag con g g 9 et gt gen g gop ok g e ctg ctg che st ouc san g9 cag cas gen 355 Loy ot ogt cea gt g ack cas tes
781/261 8117/ * L L T D R G Q ©Q AR G ®W P G A V g T ¢ &

am
781/261 811/272
2 aag aat tat t tet gt

‘;: x 9 B gea e gac th e :aa ;cc ;:':C ;Ct ;tg ;“' :Ct 3"‘: sc 3 < cca aag aat tat gaa aat gac ctg cce agy aem acc ace cet cig att tct gc tet gte

E /o So1/m1 P x N Y E ¥ D L P R K T T P L I 8 V S5 V
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B. FIELOS SEARCHED

Minimum doc

IPC 7 Cl2q CO7K

searched ¢ allon systern Tollowed by classification symbels)

" Documentation searched ather than minimum decumentation to the exdent that such decuments are included in the fields szarched

Electronic date base consulled duxing tie International search (name of dala base and, where practicel, search terms used)

EPO-Internal, BINSIS, MEDLIRE, EMBASE, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory * | Gitatiot of document, with indicafion, where appropriate, of the relevant passages

vol. 273, no. 40,

25929-25936, XPQ02247899
ISSN: 0021-9258 :
the whole document

2 October 1998 (1998-10-02), pages

X COOK TIFFANY ET AL: "Molecular cloning 3.4,12
and characterization of TIEGZ reveals a
new subfamily of transforming growth
factor-beta-inducible Spl-1ike zinc
finger-encoeding genes involved in the
reguiation of cell growth.”

JOURNAL OF BIOLOGICAL CHEMISTRY,

Further gocuments afe listed in the contiuation of box C.

D Patent famiy members are listed in annex.

@ Special categories of cited documents :

*a" docurnent defining the general stale of the art which is not
considered to be of particular relevance

*E* earlier document but published on or afier the inlernational
filing date

L' dogument which may thiow doubts an prionity claim(s) or
which is ctied to astablieh the publicalion date of another
chiation or othey special reason {as specitied)

0" gocument refering to an oral disciosure, use, exhibition or
other means

P+ doctiment published prior te the internalional filing date but
laterthan the prierity date claimed

*T* leter document published after the internalional fling deie
or priorky date and not in conflicl with the application but
cilert to ungsrstand the pringiple or theery underying the
invention

"X* docuent of particuler relevance; the slaimed invention
cannot be consgidarsd hovel or cannot be considared to
jnvolve an invenlive step when the document is taken elone

*¥* documenrt of paricular relevance; the olaimed Invention
cannol be considered to invalve an inventive step when the
document i cambined with one or moete other such docu—
Enegts, such combinatlon being obvious fo a parson skilled
n the: art.

*&* document member of the same patent family

Diate of the actual complation of the intetnaiionat search

7 June 2004

Date of malling of he inkemalional search report

99 10,0

Name and mailing addrass of the 1ISA
Europaan Patent Office, P.B. 5818 Patentlaan 2
NL — 2260 HV Rijswilk
Tel, {+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3015

Authorlzed offlcer

Dumont., E

Form POTASAZ LD (socond sheet) (January 2004)

Pelevent to claim No.
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Categoty ° | Chiaticn of documerd, with incication, where apprepriale, of the relevant passages

Relevant to claim No.

A VIONNET NATHALLIE ET AL: “Genomewide
search for type 2 diabetes-susceptibility
genes in French whites: Evidence for a
novel susceptibility lTocus for sarly-onset
diabetes an chromosome 3g27-gter and
independent replication of a type
2—diabetes Jocus on chromosome 1q21-q24."
AMERICAN JOURNAL OF HUMAM GENETICS,
vol. 67, no. 6, December 2000 (2000-123,
pages 1470-1480, XP002247%00
ISSN: Q002-9297 ol
the whole document
A MEVE B ET AL: "Rapid SNP alleie frequency
- determination in genomic DNA pools by
PyrosequencingT™.”
BIOTECHNIQUES,
vol. 32, nd. 5, May 2002 (2002-05), pages
1138-1142, XP0011535%7
May, 2002
ISSN: 0736-6205
the whole document
A JORDE L B: ‘"Linkage disequilibrium and
the search for complex disease genes”
GENOME RESEARCH, COLD SPRING HARBOR
L ABORATORY PRESS, US,
val. 10, no. 10, October 2000 (2000-10},
pages 1435-1444, XP002224534
ISSN: 1088-9051
the whole document
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migayrational application No.

INTERMATIONAL SEARCH REFORT PCT/IB2004/000947

Box | Oheervations wiers carlaln claims were found unsearchable (Continuation of item 2 of first sheet)

This International Search Report has not been estzblished in respect of certaln ¢laims under Article 17(2){a) for e fallowing reasons:

i, Claims Nos.: —
"~ becadse they ralate o subject matier not required to be searchad by 1his Authority, namely:
Although claims I and 2 are directed to a diagnostic methoed practised on the
human/animal body, the search has been carried out and based on the alleged
effects of the compounds.

2. Claims Mos.: -
becguse they relate to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningiul International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Ruls B.4(a).

Box il Observations where unity of Invention 13 lacking (Continuation of Rem 3 of iirst'sheet)

Thiz International Szarching Authority Found multipls inventions in this international application, as fallows:

see additianaT sheet

1. As all required additional search fees were timely paid by the applicant, this Internafional Search Report covers all
searchable claims,

2 D As all searchable claims could be searched without effort justifying an additionsl fee, this Authorty did not lvlte payment
of any additional fee.

3. D As only some of the required additional search fees ware timely paid by the applicant, this Intemational Search Repart
covers only those claime for which fees were paid, specifically claims Nos.:

4. m No required agiditional search fees were tmely paid by the applicant. Consequently, thls Intemational Search Report Is
restricted to the invertion first mentioned in the claims; itis covered by claims Nos.:

-6, 8, 9, 11-17 (completa) ;10 (partial)

Hemark on Protest |:| The additional search fees were accompanied by the applicant's protest.

I___l Mo protest acoompanied the payment of acddtional search fess.

Form PCT/IRA/210 (continuation of first sheet (2)) {January 2004)
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Intemational Application No. PCT/ 1B2004/ 000947

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 219

This International Searching Authority found multiple {groups of)
inventions in this international application, as follows:

Inventiaon 1: claims 1-6, 8, 9, 11-17(complete, 19 (partial)

subject-matter relating to the diagnosis and therapy of type
2 diabetes, hased on the identification of the Al8%G
variation Tocated at exon 2 of the tieg2 gene, as well as
the G-1534C, 54a and 304a variations.

Inventions 2-35: claims 7 (complete), 18 (partial)

A probe or a primer from the tiegZ gene, respectively
corresponding to one of SEQ ID NO:5~SEQ 1D NO: 36 or derived
from SEQ ID NO: 42 and 43.
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Intemational Application No. PCT/1B2004 /000947

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box I11.1

Although claims 1 and 2 are directed to a diagnostic method practised on
the human/animal body, the search has been carried out and based on the
alleged effects of the compounds.

Continuation of Box II.1

Claims Nos.: -

Rule 39.1(iv) PCT - Diagnostic method practised on the human or animal
body :

Continuation of Box II.2

Claims Nos.: -

Present claim 13 relates to the use of a compound defined by reference
to a desirable characterisiic or property, namely the capability of
praventing and/or treating type 2 diabetes, as defined in claim 11.

The claims covers the use ¢f all compounds having this characteristic or
property, whereas the application does not provide support within the
meaning ¢f Article 6 PCT and/or disclosure within the meaning of Article
5 PCT for such compounds.

In the present case, the claim so lacks support, and the application so
lacks disclosure, that a meaningful search over the whele of the claimed
scope 1s impossible. Independent of the above reasoning, the claim alse
tacks clarity (Article 6 PCT). An attempt 1s made to 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. Conseqguently, the search has been
carried out for those parts of the claims which appear to be clear,
supported and disclosed, namely those parts relating to the use of a
vactor according to claim 12.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
esiablished need not be the subject of an international preliminary
examination {Rule 66.1{e) PCT}. The appticant 15 advised that the EPO
palicy when acting as an International Preliminary Examining Authority is
normally not to carry cut a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds inta 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 Ted to the Article 17{2) declaration be
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FURTHER INFORMATION CONTINUED FROM  PCTASA! 21D

avercome.
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