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Human

DNA: 15624bp  chimp
Protein; 5207aa gouse

at
Chicken

1 | | Fugu

gooodad

Human
Chimo
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

Human
Chimo
Mouse
Rat
Chicken
Tugu
Zebral
Zebra2

Human
Chimp
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

Zebra2

Walker RING Zebral

Zebra2

Human
Chimp
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

Human
Chimp
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

Human
Chimp
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

Human
Chimp
Mouse
Rat
Chicken
Fugu
Zebral
Zebra2

AIARFTPKPYDDSRLLLDEITRAQDLFLDGVPLRKT I AKNLALKENVEMMVVCIELKIZL
AIARFTPKPYNDSRLLLDEITQAQDLFLDGY PLRKT IAKNLALKENFEMMVICIELKI?L
AIARCFPKPYNSSRAILDEVTHVODLFLRGAPIRTNIARNLALKENVFMMYICIELKIPL
AIARCLPKPYNSPKVILNELTHVQDLFLRDAPTRSNIARNLALKENVIMMVICIELKIPL
AILSKVLPKPYDTQKKILEEISVMQDLFLSGVHLRDT IARNLALKENVEMMYICIELKIZL
VVSKSLPQEYN-HAKVMOE LSLMODLLLSGVPMGDT TARNSATKENVEMMVLCIELRIPL
KICKYFPAAYS-PMKVMOEISVIQDLFLGGVPMGENT ARNNALKENVIMMVICIELRIPL
TISKCE PDQE‘NSEESLUQE IASCODFLLKNIQTRETIAKNMALKENVELMVVCTIELRIPL

wky gk LWk Akokkk kg kkkk g bk k

FLVGKPGSSKSLAKT IVADAMOGPAAY SDLFRSLKQVHLVSFQCSPHSTEQGIISTEFRQC
FLVGKPGSSKSLAKT IVADAMOGPAAYSDLFRSLKQVHLVSFQCSPHSTPQGI ISTERQC
FLVGKPGSSKSLAKI IVADAMQGQAAFSELFRCLKOVHLVSFQCSPHSTPQGI ISTFKQC
FLVGKPGSSKSLAKI IVADAMOGOAASSDLFRCLKOQVHLVSFQCSPHSTPQGIISTFKQC
FLVGKPGSSKSLAKT IVADAMOGQARHSDLEKDLKQIHLVSFQCSPLSTPEGI IGTFKEC
FLVGKPGSSKSLSKTLVADAMQGOAAHSDLYKILKQVDLYSFQCSPHSTPEGI INIFRKQC
FLVGKPGSSKSLSKTLVADGMOGOARRSDLFRKLKQIHLVS FQCSPHSTPEGI INTFKQC
FLVGKPGSSKSLAKTVIADAMORQASHCDLFKKLKEVHMYVSFQCSPHSSPEGIIGTFRNC

Kok kR dede g gy Rk Rk kg pkgy hkg | dekkdokkd Sakadekk kg

ARFQOGKDLQQYVSVVVLDEVGLAEDS PKMPLKTLHPLLEDGCIE-DDPAPHKKVGEVGT
ARFOOGKDLOQOYVSVVVLDEVGLAEDS PKMPLKTLHPLLEDGCIE-DDPAPHKKVGEVGT
ARFOQGKDLGQYVSVVVLDEVGLAEDSPKMPLKTLHPLLEDGCIE-DDPAPYKKVGEVGI
ARFQOGKDLQQYVSVVYLDEVGLAEDSPKMPLKTLHPLLEDGCIE-DDPAPYKQVGEFVGT
ARFODGKNLEEYVSVVVLDEIGLAEDSPKMPLKTLHPLLEDGCID-DDPLPHKKVGEFIGI
GRFQKGKNLAEYSRVVVLDEIGLAEDSPKMPLKTLHPLLEEGC ID-CDPLPEKKVGEIGT
ARFQEGKNLSEYVSVVVLDEIGLAEDSQKMPLKTLHPLLEEGCID-DQPS PHKKVGEIGT
BARFOKDKNLDEYVSVVVLDEIGLAEDSPQMPLKTLHPLLEDGCIDSDNPEAYMKVGEVGI

T T T N B L

SNWALDPAKMNRGIFVSRGSPNETEL-:
SNWALDPAKMNRGIFVSRSSPNETEL-
SNWALDPAKMNRGI FVSRGSPNEKELIESAEGICSSDRLVQDKIR
SNWALDPAKMNRGIFVSRGSPNEKELIESAEGICSSDRLVQDRIR
SNWALDPAKMNRGIEVSRGD-——===—m— oo —— e mm e
SNWALDPAKMNRGI FVSRGDPDEKELIETARGICRSDAMVLEKVR.
SNWALDPRKMNRGLEVSRGDPDENELIESAKGICSSDVMILEKVR
SNWALDPAKMNRGI FVSRWDPSEKD:

ek
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Human
Chimp
mouse
Rat
Chicken
Fugu
Zebrai
Zebra2

CSICLGDAKDPVCLPCDHVECLRCLRAWFA-SEQMICPYC
CPICLGDAKDPVCLPCDHVECLRCLRAWFA-SEQMICPYC
CFICHGDAQDPVCLPCDHVYCLRCIQTWL I~ PGOMMCPYC
OGDAQDPVCLPCDHVYCLPCIQTWLA-PGOMICPYC
HGEPXDPVOLCCNEAFCEKCIRAWLI - PAHMHCPLC
MGDPQEPLSLPCDRI YCLGCIKQWLG-PGOMECPFC
CPVCMGDPRDPLSLPCDHIYCLTCTRQWLV-PGOMHCPLC
CRVCLVIELS.LPFALPCEHVE‘CRS\,LRRSVIERV EAQHECPVC
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CGIPVIIMGETGCGKTRLIKFLSDLRRGGTNADTIKLVKVHGGTTADMIYSRVREALNVA
CGIPVIIMGETGCGKTRLIKEFLSDLRRGGTNADT IKLVKVHGGTTADMIY SRVREACZNVA
CGIPVIIMGETGCGKTRLIKFLSDLKRGSVEAETMKLVKVHGGTTPSMI Y SKVXKEAERTA
CGIPVIIMGETGCGKTRLIKFLSDLRRGSIEAETMKLVKVHGGTTPSMI YSRV’(DALRTA
CNIPVVIMGETGCGKTRLVNFLCKLRRSFVEVENMKLVKVHGGTTAED
CGIPVIIMGETGCGKTRLIKFLCELORSGMPTVNMKLVKVHGGTTS!
CGIPVIIMGETGCGKTRLIKFLCEMHRSGVATDNMKLVKVHGGTSSEM:
CEIPVIIMGETGCGKTRLVRELC! DLQREGRL/VENMKL VKVHGGTTSETIYKKVREAEELA

R T T T R skwkwRkokbdey |k

-

FANKDQEQLDT ILFFDEANTTEAISCIKEVLCDHMVDGOPLAEDSGLHI TAACNPYRKHS
FANKDQRQLDT ILEFDEANTTEATSCIKEVLCDHMYDGOPLAEDSGLHITAACNPYRKHS
FSNKAQHKLDTILFFDEANTTEA! IKEILCDRTVDGEHLHEESGLHI IARCNPYRKHS
FFNKAQHNLET ILFFDEANTTDAVSCIKEVLCDRTVGGEHLNEDSGLEVIAACNEYRKH:

TANKKQAGLOTVLFFDEANTTE: IKEVLCDHTVEGKPLVPCSGLQITAACNPYRKHT
FIN--KDYFDSVLFFDEANTTEATSSIKEVLCDKTVRGETLTQDGRLOIIAACNEYRKHT
LRNKLDYGFOTVLFFDEANTTEAISS IKEILCDNSARGONLTENTGLKI IAACNPYRKHT
QkQ\IRQKYKLDTVLt FDEANTTEAIFAT ‘(EVLCDKTVKG‘{PLKKNSCLKI LAACNPYRRHT

froakR

dkkdkkk ok kA ARk * dep gk Rk

EEMICRLESAGLGYRVSMEETADRLGSIPLROLVYRVHALPPSLIPLVWDEGQLSDVAEK
EEMICRLESAGLGYRVSMEETADRLGSI PLRQLVYRVHALPPSLI PLVWDFGQLSDVAEK
QEMILRLESAGLGYRVSAEETADRLGSIPLROLVYRVHALPPSLIPLVWDEGQLNDSAEK
QEMIHRLESAGLGYRVGAEETADRLGSIPLRQLVYRVHALPPSLIPLVWDFGOLNDSAER
PKMIQRLELAGLGYRVKADETKEKLGS I PLRQLVYRVHALPPSMI PLVWDFGQLNNLTEK
DKMIKRLESAGLGYRVRADETDEKLGSTPLRQLVYRVHALPPSMI PLVWDEGOLNDOTEK
DVMIKRLESAGLGYRVRAEETDEKLGS IPLROLVYRVQALPPSMI PLIWDEGQLNDHTEK
TKMVDRLERAGLGYRVKAEETEDRLGKVPMRQLVYRVHPLPESMV PLVWDEGQLSDSTEL

Wi Ekw kkkkdekd pkk gk gk Rk kRkkk g dkokdy sk kokokdokok s

LYIQQIVQRLVESISLDENGTRVITEVLCASQGFMRKTEDECSFVSLRDVERC FRWE
LYICQIVORLVDSISLDENGTHVITEVLCASQGFMRKTEDECSFVSLRDVERCVKVERWE
LYIQQIVORLVD: NPSETCVIADVLSASQMFMRKRENECGEVSLRDVERCVKVERWE
LYTQQIVQRLVDSVTVCORETFVIANVLSASQEF GEVSLRDVERCVKVEQWE
MY IQQIVORVTEHIRVDQARVKVIAEVLIVSQQYMRORDDECSFVSLRDVERCMEVEKWE
IYIQRIVQRVAQSKAIGPNOIKMITEVLSVSQKYMRNRKDECSFVSLRDVERCMOCFVIWE
MYIKQIVERVAETHSIDSGYITVITDVLSASQKYMRTRODECSFVSLRDVERCMQVEGWE
SYIRQIVKIQ(LRDHRLFLSCQNVI 1NVLAASQKYMRNQADECSFVSLRDVERSMGVLLWF

dk gk kR hk R LR AkkRkRk L R

HEHSAMLLAQLNAFLSKSSVSKNHTE-~—~---] RDPVLASLMLAIGVCYHASLEKKDSYRK
HEHSAMLLAQUNAFLSK: KNHTE: ROPVLWSLMLATIGVCYHASLEKKDSYRK
HDHSDMLLKELDKFLHESSDSTHTFE— ~RDPVLWSLVMATGVCYHASLEEKASYRT
HDHSNMLLNKLADFLRECCDSTPAFE - —~RDPVLWSLVMAIGVCYHASLEEXKAPYRA
YKRSDLLLGELEKYLEKR-—ALKSPE-~=~== RNNVIWSLVLAVGVCYHASTEKKEARYRN
FEHHVKLFAELEEYDKRQKEENKERCORILAGVRDPVVWSLVMS IGVCYHACLENKEKYRH
YKKHIMLLSELDKFES I QRTEXT DQHPKDTDERNF I LWSLLMAVGVCYHACLEDKEKYRK
YNHRDIFFSSQDFPREEN-—~—========== EQMVLTCLVLAVGYCYYPSLENKRPYLA
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INTERNATIONAL SEARCH REPORT International application No.
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A. CLASSIFICATION OF SUBJECT MATTER

Ci2N15/09(2006.01)1, AQIKE7/027(2006.01)i, C12N1/15(2006.01)i, Ccizni/19
(2006.01)1, Ci2N1/21(2006.01)i, CIZ2N5/10(2006.01)i, CI12N2/00(2006.01)1,
CI2Q1/68(2006.01)1

According to International Patent Classification (IFC}) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
C12N15/09, A01K&7/027, Cl2N1/15, CI12N1/19, Cl12N1/21, C12N5/10, C12N9/Q0,
Clz2Q1/68

Docimentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuye Shinan Kcoho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2010
Kokai Jitsuyo Shinan Koho 1971-2010 Toroku Jitsuyo Shinan Koho  1994-2010
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CAplus/BIOSIS/MEDLINE (STN), JSTPlus/JMEDPlus/JST7580 (JDreamII), PubMed,
WPI, GenBank/EMBL/DDBJ/GeneSeq, UniProt/GeneSeq

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X JP 2005-514903 A (Incyte Geneomics, Inc.), 1-8

A 26 May 20053 {26.05.2005), 9-25
porticons of the description concerning REMAP-4
& US 2005/0033018 Al & EP 1458655 A
& WO 2002/0%4990 a2

X MINEHARU, Y. et al., Autosomal dominant 1-8

Y movamoya disease maps to chromoscme 17g25.3., 9-25

Neurology, 2008, 70(24 Pt2), p.2357-63

Y WO 2009/042680 A2 (BOARD OF REGENTS OF THE 9-25
A UNIVERSITY OF TEXAS SYSTEM), 1-8
02 april 2009 (02.04.2009),
entire text

{Family: nocne)

Further documents are listed in the continuation of Box C. |:| See patent famnily annex.

" Special categories of ciled documents: “T"  later document published after the international filing date or priority

“A”  document defining the peneral state of the art which ia not considered date and not in conflict with the application but cited to understand
to be of particular relevance the prineiple or theory underlying the invention

“E" earlier application or patent but published on or after the international “X"  document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered fo involve an inventive

SL”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “y  document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is

“Q” document referring to an oral disclosure, use, exhibition or other means combinzd with one or more other such documents, such combination

“P*  document published prior to the international filing date but later than being obvious to a persen skilled in the art
the priority date claimed “%&" document member of the same patent family

Drate of the actual completion of the infernational search Date of mailing of the international search report
14 December, 2010 (14.12_.10) 28 December, 2010 {(28.12.10)

Mame and mailing address of the ISA/ Authorized officer
Japanese Patent Office

| Fagsimile No Telephone No.
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Y KBNG, H.S. et al., Single Nuclectide 9-25
A Polymorphisms of Tissue Inhibitor of 1-8
Metalloproteinase Genes in Familial Moyamoya
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1080
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A mutation 377T > C (V126A) of TGIF gene in a 1-8
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