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ErME3D6FE &l 2 fRlkk
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser
Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp
Leu Leu Gln Lys Pro Gly Gln Ser Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lle
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro
Arg Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys (At3lZ&=:2)

ErE3D6 E Al 2 R sk
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr Gly Met Ser Trp Val Arg Gln Ala
Pro Gly Lys Gly Leu Glu Trp Val Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr Tyr
Ser Asp Asn Val Lys Gly Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Val Arg Tyr

Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

(AL = :3)
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ErE3D6#E A & fRi

Tyr Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser
Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp
Leu Leu Gln Lys Pro Gly GIn Ser Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro
Arg Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys (B251#&S:4)

10

EME3DE6EHMERE

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr Gly Met Ser Trp Val Arg Gln Ala
Pro Gly Lys Gly Leu Glu Trp Val Ala Ser lle Arg Ser Gly Gly Gly Arg Thr Tyr Tyr
Ser Asp Asn Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys Val Arg Tyr

Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
(ALHI &= :5)
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ErME3D6#EEH
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly Gln Pro Ala Ser
Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp
Leu Gln Gin Arg Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gin Gly Thr His Phe Pro
Arg Thr Phe Gly Gly Gly Thr Lys Val Glu [le Lys Arg Thr Val Ala Ala Pro Ser Val
Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser
Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys
Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
(ALHI&H-=:6)

EFME3D6 ESH
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu
Ser Cys Ala Gly Ser Gly Phe Thr Phe Ser Asn Tyr Gly Met Ser Trp Val Arg Gln Ala
Pro Gly Lys Gly Leu Glu Trp Val Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr Tyr
Ser Asp Asn Val Lys Gly Arg Phe Thr lle Ser Arg Glu Asn Ala Lys Asn Ser Leu Tyr
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Val Arg Tyr
Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly
Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr
Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro
Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
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000000
Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro

Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr Ile Ser
Lys Ala Lys Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys (BcHl#&=:7)
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kb1 0DSEEEH A 2 fE 15

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gln Ala Ser
lle Ser Cys Arg Ser Ser Gln Asn Ile Ile His Ser Asn Gly Asn Thr Tyr Leu Glu Trp
Tyr Leu Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ite Tyr Lys Val Ser Asn Arg Phe
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Lys Lys Val Glu Ala Glu Asp Leu Gly lle Tyr Tyr Cys Phe Gin Gly Ser His Val Pro
Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Glu (Be1#%5 :8)

ErME10DS E4H AT ZE 4
Gln Ala Thr Leu Lys Glu Ser Gly Pro Gly Ile Leu Gln Ser Ser Gln Thr Leu Ser Leu
Thr Cys Ser Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Ser Trp lle Arg
Gln Pro Ser Gly Lys Gly Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Asp Asp Lys Arg
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr {le Ser Lys Asp Thr Ser Arg Lys Gln Val
Phe Leu Lys Ile Thr Ser Val Asp Pro Ala Asp Thr Ala Thr Tyr Tyr Cys Val Arg Arg
Pro Ile Thr Pro Val Leu Val Asp Ala Met Asp Tyr Trp Gly Gin Gly Thr Ser Val Thr

Val Ser Ser (B251&=:9)
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Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser
[le Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp
Tyr Leu Gln Lys Pro Gly Gln Ser Pro GIn Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Ser Ser His Val Pro
Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu lle Lys (F51&=:10)

EMME12A1 1 EHAIE RS (/3—2321)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser

Ser (BHNFES:11)
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0000
EME12AT 1 ESHAERE (/3—2322)

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (RHIFS:11)
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EMME12AT T EHTERE (\—D322.1)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp lle Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Asn Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (ALHNES:13)

ocooODbOO0OO0oDO0ooooocooboboboooooooobobOoooooooobbooooao
goooboooooobobobooooboboooobooooboboooobobooobboo
ooooooooboboboooobobooooobooooobobboooooobooooobobooao
oooODbOO0OO0oDo0ooooboobobbOooooooooaon

O 0Oooo



(52) JP 2011-501945 A 2011.1.20

ooono

ErME12A1 1 EHAE M (/1—2323)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg 10
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (ALHI&HS:14)
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EMME12A1 1 EHA LR (3—324.1)
Gln Val Gln Len Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His le Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Gtu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser

Ser (ARHI&EF S :15)
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EME12AT 1 RHATERE (/1—2324.2)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (BeHI&ES:16)
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EME12A11 EHATEFEE (/3—2324.3)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (B5I%ESF:17)
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EME12A1 1 EHAT LR (/3—0324.4)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (AL5I&HFS:18)
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EME12A1 1 ERAEHE (/—2325.1)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (BLHES:19)
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EME12A1 1 EHATERR (/I—325.2)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp lle Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly GIn Gly Thr Thr Val Thr Val Ser

Ser (AL5I1&E-S :20)
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thb12A11 EgHn A (/v —23256.3)

Gln Val GIn Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu

Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Tle Arg

Gin Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr

Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu

Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser 30
Ser Val (BEcHI&=:21)
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EMME12A1 1 S E RS (/3 —2326.4)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu

Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg

Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr

Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val

Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg 10

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser Val (Bifl#&=:22)
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EMME12A11 EHAIE RS (/A—2326.5)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His He Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser

Ser (AL5I&HF=:23)
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ErME12A1 1 EHATEHE (/3—232-5.6)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg 10
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (ALHI&HS:24)
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EME12A11 BT LS (/3I—20326.1)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val GIn Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (ELHIES :25)
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EMME12A1 1 EHAIE RS (/1—236.2)
Gln Val Gln Leu Val Glu Ser Gly Gty Gly Val Val Gin Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (BE5IFES :26)
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EME12AT1 EHA LR (13—2326.3)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (ALFI&ES :27)
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EME12A1 1 EHATE R (11—2326.4)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Phe Thr lle Ser Lys Asp Thr Ser Lys Asn Thr Leu
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (BLHI&E=:28)
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EME12A11 EHAERBL(/A—2327)
Gln Val GIn Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser Gly Met Ser Val Gly Trp Val Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg

Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
(A5 &S :29)
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EMME12A11 EHAIERE (/A —2328)
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val GlIn Pro Gly Arg Ser Leu Arg Leu
Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Asn Ser Lys Asn Thr Val
Tyr Leu Gin Met Asn Ser Leu Arg Ala Giu Asp Thr Ala Val Tyr Tyr Cys Ala Arg

Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser
Ser (B25I& S :30)
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Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gln Ala Ser
Ile Ser Cys Arg Ser Ser Gln Asn He Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp
Tyr Leu Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lle
Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly Ser His Val Pro
Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys (B251&S:31)

Gln Val Thr Leu Lys Glu Ser Gly Pro Gly Ile Leu Gln Pro Ser Gln Thr Leu Ser Leu
Thr Cys Ser Phe Ser Gly Phe Ser Leu Ser Thr Asn Gly Met Gly Val Ser Trp lle Arg
Gln Pro Ser Gly Lys Gly Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Glu Asp Lys Arg
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Asn Asn Gln Val
Phe Leu Lys Ile Thr Asn Val Asp Thr Ala Asp Thr Ala Thr Tyr Tyr Cys Ala Arg Arg

Arg lie Ile Tyr Asp Val Glu Asp Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Thr Leu Thr

Val Ser Ser (Be5I& = :32)
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Asp Xaa Val Met Thr Gln Xaa Pro Leu Ser Leu Pro Val Xaa Xaa Gly Gln Pro Ala

Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Xaa Tyr Ser Asp Gly Asn Ala Tyr Leu His
Trp Phe Leu Gln Lys Pro Gly Gln Ser Pro Xaa Leu Leu Ile Tyr Lys Val Ser Asn Arg
Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
He Ser Arg Val Glu Ala Glu Asp Xaa Gly Val Tyr Tyr Cys Ser Gin Ser Thr His Val

Pro Trp Thr Phe Gly Xaa Gly Thr Xaa Xaa Glu Ile Lys Arg (Be51#&-= :33)
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Xaa Val Gln Leu Val Glu Xaa Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg

Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Ser Met Ser Trp Val Arg Gln
Ala Pro Gly Lys Gly Leu Xaa Leu Val Ala GIn Ile Asn Ser Val Gly Asn Ser Thr Tyr
Tyr Pro Asp Xaa Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Xaa Xaa Asn Thr
Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Xaa Asp Thr Ala Val Tyr Tyr Cys Ala
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Ser Gly Asp Tyr Trp Gly Gin Gly Thr Xaa Val Thr Val Ser Ser (B25I&S :
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Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly Gln Pro Ala Ser
lle Ser Cys Arg Ser Ser Gln Ser Leu Ile Tyr Ser Asp Gly Asn Ala Tyr Leu His Trp
Phe Leu Gln Lys Pro Gly GiIn Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ser Gln Ser Thr His Val Pro
Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val
Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
Gln Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr Ser
Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys

Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
(ALHI#&S :35)

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Ser Met Ser Trp Val Ary Gln Ala
Pro Gly Lys Gly Leu Glu Leu Val Ala Gin [le Asn Ser Val Gly Asn Ser Thr Tyr Tyr
Pro Asp Thr Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Ser Gly
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
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Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser
Va Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His
Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His
Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Ary
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

Pro Gly Lys (Ac3l#%:36)
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Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser

Ile Ser Cys Arg Ser Ser Gin Ser Ile Leu His Ser Asn Gly Asn Thr Tyr Leu Glu Trp

Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly Ser Leu Val Pro

Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu lle Lys (A251&S:37)

Gln Val Thr Leu Lys Glu Ser Gly Pro Ala Leu Val Lys Pro Thr Gin Thr Leu Thr Leu
Thr Cys Thr Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Gly Trp Ile Arg

Gln Pro Pro Gly Lys Ala Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Ser
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Gln Val

Val Leu Thr Met Thr Asn Met Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
Arg GIn Leu Gly Leu Arg Ser [le Asp Ala Met Asp Tyr Trp Gly Gln Gly Thr Thr Val
Thr Val Ser Ser (AL5I#& = :38)
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Gln Val Thr Leu Lys Glu Ser Gly Pro Ala Leu Val Lys Pro Thr Gln Thr Leu Thr Leu
Thr Cys Thr Leu Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Gly Trp lle Arg
Gln Pro Pro Gly Lys Ala Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Ser
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Gln Val
Val Leu Thr Met Thr Asn Met Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
Arg Gln Leu Gly Leu Arg Ser Ile Asp Ala Met Asp Tyr Trp Gly GIn Gly Thr Thr Val
Thr Val Ser (Bc51&5 :39)
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00000
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Gly Ser Ser Ser Asp

Val Met Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gln Ala Ser Ile
Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr
Met Gln Lys Pro Gly Gln Ser Pro Met Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser
Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser
Ser Val Glu Ala Glu Asp Leu Gly Val Phe Tyr Cys Phe Gln Gly Ser Arg Val Pro Leu
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg (Bi51Z5 :40)

Met Asp Arg Leu Thr Ser Ser Phe Leu Leu Leu Ile Val Pro Ala Tyr Val Leu Ser Gln
Val Thr Leu Lys Glu Ser Gly Pro Gly Ile Leu Gln Pro Ser Gln Thr Leu Ser Leu Thr
Cys Ser Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Ser Trp lle Arg Gln
Pro Ser Gly Lys Gly Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Asp Asp Lys Arg Tyr
Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Arg Asn Gln Val Phe
Leu Lys Ile Thr Ser Val Asp Thr Thr Asp Thr Ala Thr Tyr Tyr Cys Thr Arg Ser Ser
Gly Ser lle Val Ile Ala Thr Gly Phe Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val

Ser Ala (BCHIFES -41)
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0000
Met Asp Phe Gln Val Gin Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser Val Ile lle Ser Arg

Gly Gln Ile Val Leu Thr Gin Ser Pro Ala Ile Met Ser Ala Ser Pro Gly Glu Lys Val
Thr Met Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gln Gln Lys Ser
Gly Thr Ser Pro Lys Arg Trp Ile Tyr Asp Ser Ser Arg Leu Ala Ser Gly Val Pro Ser
Arg Phe Ser Gly Gly Gly Ser Gly Thr Ser Tyr Ser Pro Thr Ile Ser Asn Met Glu Ala
Glu Asp Ala Ala Thr Tyr Phe Cys Gln Asn Trp Arg Ser Ser Pro Thr Phe Gly Ala Gly
Thr Lys Leu Glu Leu Lys Arg (BL5I#& 5 :42)

Met Glu Trp Thr Trp Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly Val His Ser Gln
Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Met Lys Pro Gly Ala Ser Val Lys Ile Ser
Cys Lys Ala Thr Gly Tyr Thr Phe Ser Thr Ser Trp Ile Glu Trp Ile Lys Gln Arg Pro
Gly His Gly Leu Glu Trp Ille Gly Glu Val Leu Pro Gly Ser Gly Lys Ser Asn His Asn
Ala Asn Phe Lys Gly Arg Ala Thr Phe Thr Ala Asp Thr Ala Ser Asn Thr Ala Tyr Met
Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ser

Asn Asn Asn Ala Leu Ala Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ala
(AL5I#&S :43)

O0Ooo0oooao
O Ooo0oooao
O0Ooo0oo0ooao
O Oooooao

000
DIQMTQSPSSLSASVGDRVTITCSASQGISNYLNWY QQKPGKAPKLLIYYTSSL

HSGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCQQYRKLPYTFGGGTKVEIKR
(BB :44)

oooOao
EVQLVESGGGLVQPGGSLRLSCAASGFDFSRYWMNWVRQAPGKGLEWVSEI
NPDSSTINYTPSLKDRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARQMGYW
GQGTTLTVSS (A& S :45)
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ooooao

QVQLQESGPGLVKPSETLSLTCTVSGFDFSRYWMNWIRQPPGKGLEWIGEINP
DSSTINYTPSLKDRVTISKDTSKNQFSLKLSSVTAADTAVYYCARQMGYWGQ

GTLVTVSS (Re5I#& S :46)

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu GlyGln Pro Ala Ser
Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp
Leu Gln Gln Arg Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro
Arg Thr Phe Gly Gly Gly Thr Lys Val GluIle Lys Arg (B25I&S:71)

Glu Val Gln Len Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu
Ser Cys Ala Gly Ser Gly Phe Thr Phe Ser Asn Tyr Gly Met Ser Trp Val Arg Gln Ala
Pro Gly Lys Gly Leu Glu Trp Val Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr Tyr
Ser Asp Asn Val Lys Gly Arg Phe Thr Ile Ser Arg Glu Asn Ala Lys Asn Ser Leu Tyr
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Val Arg Tyr

Asp His Tyr Ser Gly Ser Ser Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
(BRLF&HS:72)
000000

gooooogoooboboooooboooobobooobobooobobooobboogao

goboboooobobboooobbooao

gooooad
ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
gooooogoooooooobobooogoobobooobboooboboboooboboboogao
ocoooooooopoDooooooooUoooDgoooooUooobDoooDopOOoDODOO
ugogoboboodooooboboooobobooooobboooouobboooobooooobobooogaao
ooobODbOO0OO0oDoooooobbO0oooooan

gogooano

10

20

30



(69) JP 2011-501945 A 2011.1.20

00000
Asp Val Val Met Thr GIn Ser Pro Leu Ser Leu Pro Val Thr Leu Gly Gln Pro Ala Ser

Ile Ser Cys Arg Ser Ser Gln Asn Ile Ile His Ser Asn Gly Asn Thr Tyr Leu Glu Trp

Tyr Leu Gln Lys Pro Gly Gin Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gln Gly Ser His Val Pro

Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ille Lys Arg (B251#& 5 :73) 10

Gln Val Thr Leu Lys Glu Ser Gly Pro Val Leu Val Lys Pro Thr Glu Thr Leu Thr Leu
Thr Cys Thr Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Ser Trp Ile Arg
Gln Pro Pro Gly Lys Ala Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Asp Asp Lys Arg
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Ser Gln Val
Val Leu Thr Met Thr Asn Met Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Val Arg
Arg Pro Ile Thr Pro Val Leu Val Asp Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu Val

Thr Val Ser Ser (A5I&F = :74)
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DIVMTQSPLSLPVTPGEPASISCRVSQSLLHSNGYTYLHWYLQKPGQSPQLLIY
KVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQTRHVPYTFGGGT 30
KVEIK (Bc51#&5:75)
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EVQLVESGGGLVQPGGSLRLSCAASGFTFSDNGMAWVRQAPGKGLEWYVSFIS
NLAYSIDYADTVTGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCVSGTWFA
YWGQGTLVTVSS (Be%1#&=:76)
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EVQLVESGGGLVQPGGSLRLSCAVSGFTFSDNGMAWVRQAPGKGLEWVSFIS
NLAYSIDYADTVTGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCVSGTWFA
YWGQGTLVTVSS (ReFI&E=:77)
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oooOao
EVQLVESGGGLVQPGGSLRLSCAASGFTFSDNGMAWVRQAPGKGLEWISFIS

NLAYSIDYADTVTGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCVSGTWFA
YWGQGTLVTVSS (BHI#&#S:78)
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a a

QVQLVQSGAEVKKPGASVKVSCKASGYYTEAYYIHWVRQAPGQGLEWMGR
IDPATGNTKYAPRLQDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCASLYSLP
VYWGQGTTVTVSS (BLHI#&E=:79)

O Ooooo
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DVVMTQSPLSLPVTLGQPASISCKSSQSLLYSDAKTYLNWFQQRPGQSPRRLI
YQISRLDPGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCLQGTHYPVLFGQG
TRLEIKRT (AC%I#5 :80)
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QVQLVQSGAEVKKPGASVKVSCKASGYTFTTYAIHWVRQAPGQGLEWMGF
TSPYSGVSNYNQKFKGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARFDNY
DRGYVRDYWGQGTLV (BcHI#&S:81)

DIVMTQSPDSLAVSLGERATINCRASESVDNDRISFLNWYQQKPGQPPKLLIY
AATKQGTGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQSKEFPWSFGGG
TKVEIKRTV (BE5I#&S:82)
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ogooao
QVTLKESGPALVKPTQTLTLTCTFSGFSLRTSGMGVGWIRQPPGKALEWLAHI

WWDDDKSYNPSLKSQLTISKDTSKNQVVLTMTNMDPVDTATYYCARRNYY
YDDYFAYWGQGTLVTVSS (Bi5I#&=:83)

DVLMTQSPLSLPVTLGQPASISCRSSQSIVHSNGNTYLEWYLQRPGQSPKLLIY
KVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVPLTFGAGT
KLEIK (Ac3l#= :84)
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CAGTGTGAGGTGCAGCTGCTGGAGTCCGGCGGCGGCCTGGTGCAGCCCGG
CGGCTCCCTGCGCCTGTCCTGCGCCGCCTCCGGCTTCACCTTCTCCAACTA
CGGCATGTCCTGGGTGCGCCAGGCCCCCGGCAAGGGCCTGGAGTGGGTGG
CCTCCATCCGCTCCGGCGGCGGCCGCACCTACTACTCCGACAACGTGAAG
GGCCGCTTCACCATCTCCCGCGACAACTCCAAGAACACCCTGTACCTGCA
GATGAACTCCCTGCGCGCCGAGGACACCGCCGTGTACTACTGCGTGCGCT
ACGACCACTACTCCGGCTCCTCCGACTACTGGGGCCAGGGCACCCTGGTG
ACCGTGTCCTCCGCGTCGACCAAGGGCCCATCGGTCTTCCCCCTGGCACCC
TCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAA
GGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGA
CCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACT
CCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACC
TACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGA
AAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCA
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GCACCTGAAGCCGCTGGGGCACCGTCAGTCTTCCTCTTCCCCCCAAAACCC

AAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGT
GGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACG
GCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAA
CAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGC
TGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCAC
AGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGA
GTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCC
GTGCTGGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTCACCGTGGAC
AAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGA
GGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCCCCGGGTA
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2
SER AE | &5 | By o
(mg/kg) | B
SAD 5 1 ND ;
SAD 5 1 ND ;
SAD |5 ! ND BB, R
MAD | 0.15 2 4/4 [pPpE—
MAD 1 1 4/4 P
MAD 1 1 4/4 3
MAD 1 2 3/4 3
MAD 2 1 4/4 ]
MAD 2 1 3/4 :
MAD 2 1 4/4 =
MAD 2 1 3/4 ;
OooOoo0odgnoad
x2
HER = S5 E4fkHE FER
(mg/kg) | B
MAD 2 1 3/4 HA. B 2R B3
MAD 2 2 3/4 3
PET 2 { 3/4 -
MAD 2 3 4/4 ;
Ooo0oano
%3
ApoE, VEEBPEEFE | vespio VESERI/ BEENL
EETE S VER B BREanl-2% EEDY
(HFBIETF)
2 6/11 55% 6/17 35%
1 411 36% 4/52 8%
0 1/11 9% 1/42 2%

10

20

30

40



.20

(111D) JP 2011-501945 A 2011.1
Ooo0ooao
=4
Ap0E4 ey m VE / == -
ars | VEMBEER | vemmor | res| aamn
(A IEEEF)
2 3/7 43% 3/5 60%
1 3/7 43%, 3/9 33%
0 1/7 14% 1/14 7%
goooao
=5
EEOHMEREZEEZREL-FD
ApoE4 0.15 mg/kg 0.5 mg/kg 1.0 mg/kg 2.0 mg/kg
at—#
0 13 (0) 11 (0) 9 (0) 14 (1)
1 15 (0) 14 (0) 14 (1) 9(3)
2 3 (D 4 (0) 5(2) 5(3)
gooo0O00o0ono
goooooao
Oo0o0oao
goooooooooooo0ooooo0oooboooooo0oooooooooooooodao
goooooooobooooocoooooooooooooooboooooooooaoao
gooooooooboooooooootooooo oo oobooboooooooooaoao
gooooooooooooooooooboooooooooooooooooooodao
gooo0ooo0ooooo0oooooooooooootooooooo0oooooooooaoao
gooooooocobooooocooootoooooooooooboooooooooboaoao
goooooooooooooooooobooooobooooooooooooobooodao
gooo0ooooooooouoooooouoooootooooootoooooooooaooao
gooooooocobooooocooooooooooooooobooooooo0oo0ooaoao
gooooooocoooouooooototooooo oo oobootboooboooooooboaoao
goooooooooooo0ooooo0oooboooooo0oooooooooooooodao
gooooo0ooooboooooooooooooooooooob0oooooooo0ooaoao
gooooooocoboooooooootooooo oo ooboobooobooooooboaoao
gooooooooooooooooooboooooooooooooooooooodao
gooooooooooooooootouoooootooooootooooooooooao
gooooooocobooooocooootoooooooooooboooooooooboaoao
Oo0o0oao
gooo0o0ogo
gooooooocobooooocooooooooooooooobooooooo0oo0ooaoao
gooooooooboooooooootooooo oo oobooboooooooooaoao
gooooooooooooooooooboooooboo0ooooooooooooobooodao
gooooo0ooooboooooooooooooooooooob0oooooooo0ooaoao
gooooooocobooooocooootoooooooooooboooooooooboaoao
goooooooooooooooooooboooooo0ooooooooooooooodao
gooo0ooooooooouoooooouoooootooooootoooooooooaooao
gooooooocobooooocoooooooooooooooboooooooooaoao
oo0oooooooooooa

10

20

30

40

50



(112) JP 2011-501945 A 2011.1.20
Ooo0o0ooOoao
gooo0oo0o0ooooooooooooouooooo oo oootoooooooooaooao
gooooooocobooooocoooooooooooooooboooooooooaoao
gooooooocobooooocooototooooo oo oobootbooobooooooboaoao
Oo0oo00o0o0oooooooooo0oo0oooob oo o0oooDob oo ooooDoboooooaoan
gooooooooboooooooooooooofoooooobo0oooooooo0ooaoao
gooooooocobooooocooootooooooooooobootboooboooooooboaoao
Oo0oo0oo0oo0oo0oooooooo0oo0oooob0 oo oooDob0 oo oooooboooooaoan
gooo0oo0ooooooouoooooouooooo oo oootoooooooooooao
gooooooocobooooocoooooooobooooooooboooooooooaonan
Oo0oo0oo0oo0oooooooooo0oo0oooob0 oo o0ooooOob0 oo oooooboOooooaoan
Oo0oo00o0o0oooooooooo0oo0oooob oo o0oooDob oo ooooDoboooooaoan
gooooooocooooooooao
gooooaod
goo0oooo0oooooooo0oo0oooob0 oo o0oooDoOob oo oooooboOooooaoan
Oooo0O000oao
oooao

=6

EMOHABLUVEZTOEH
FRTIStR FTRTAERFTZATT

N=107 N=122
iR 67.9 70.1
R (LD EIE) 59.8 50.0
REBAEOEE) 95.3 96.7
RAE M SDER 3.7 3.5
ApcEA(RHHBDEIE) 69.8 60.5
MMSED R ZV)—=24 20.7 20.9
aY T RTI—EFERIE 96.3 95.1
ATUFoDERE
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*x7
EKEEERE APOE | Con EEW
ouh N E'Zﬂ % - = ol
Meds 78
0.15 mg/kg 20 70 4 29% 71% 64% | 100% 31 24
FS5 A 20 64 4 33% 65% 46% | 96% 26 17
0.5 mg/kg 21 71 4 48% 51% 58% | 91% 33 17
FStk 21 69 4 43% 57% 86% | 93% 28 21
1.0 mg/kg 21 69 3 43% 55% 69% | 97% 29 25
FStk 21 69 4 36% 69% 75% | 93% 26 21
2.0 mg/kg 2 70 3 63% 34% 53% | 90% 29 17
TS5 21 69 3 56% 44%, 70% | 100% 27 22
NERAY<T 21 70 4 46% 53% 61% | 95% 122 83
24k
TS ERERk 21 | 68 ) 2% | 5% 69% | 96% | 107 | 81
Oo0o0oano
&8
BHE FEEE
TS5tk NERAXTT F5tR NERFZXTT
N=74 N=72 N=32 N=47
T 68.6 71,2 66.1 69.1
RO ES) 59.5 48.6 62.5 51.1
EEE(ABEOZE) 97.3 97.2 90.6 95.7
RIENMNSDER 3.8 3.7 3.5 3.0
MMSE RAH)—=4 21.0 20.6 19.8 214
AYTATFI—EFERE
ARUFDERE 95.9 08.6 96.9 89.4
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International application No.
PCT/US 08/80382

A, CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AG1K 38/00; CO7K 16/18 (2009.01)
USPC - 424/133.1, 530/387.3

According to International Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

IPC(B} - A61K 39/00; CO7K 16/18 (2009.01)

Minimum documentation searched (classification system followed by classification symbols)

USPC - 424/133.1, 530/387.3; 424/130.1, 424/141.1, 530/387.3, 530/350, 530/300

Docutnentation searched

IPL(8) - AG1K 39/00; CO7K 16/18 (2009.01) - see keyword below

gther than minimum documentation to the extent that such documents are included in the fields searched
USPC - 42471331, 630/387.3; 424/130.1, 42471411, 530/387.9, 530/350, 530/300 - ses keyword balow

PubWEST(USPT,PGPE,EPAB,JPAB), Medline, Gocgle

Electronic data base consulted during the intemational search (name of data base end, where practicable, search tenms used)

Search terms: Alzheimer's ApoE4 alleles, ApoE4 nan-carrier, apolipaprotein E, zero, bata-amyloid, anlibody, N-tarminal, epitops, mo/kg,
intravenous, infusion, ?g/ml, 3D6 antibody, PTA-5130, baplneuzumab, pg/ml, plasma concentration, PTA-5130, vasogenic adema

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X 1-3, 10-13, 15-21, 23-25,
P 27-28, 30-32, 97-98, 101-
Y U3 2006/0280743 A1 (BASI et al.) 14 December 2006 {14.12.2008), para [0005), [0012], [D035], | 103, 111-116, 121, 128-
_ [0057), [0074], [0099], [0105], [Q114], [0171], [¢172]. [0174], (0199, [0201], [0204], [0208], 131, 133, 145-148
A [0208], [9218], [0216], [0217], (02210}, (0232], [0238], [0248], (0274], [0335], [0337), [0350], and — -
[0363] 14, 22, 26, 29, 33-60, 64-
87, 89-95, 89,104, 106~
108, 110, 117-119, 123~
127,132
88, 95, 100, 105, 109,
120, 122, 143
Y US 2007/0196375 A% (TOBINICK) 23 August 2007 {23.08.2007), para l0b19]. and {0267} 14, 22, 26, 48, 60, 66-70,
87, 94-85, 99, 104, 108
Y Kinnecom at. al. Course of cerebral amyloid angiopathy?related inflammation. Neurology. 2007 | 29, 33-80, 84-87, 89-95,
_ April. Vol. 68{17}, p. 1411-8. Abstract; pg 1411, para 2 and 3; pg 1415, col 1, last para (abstract | 108-108, 10, 117-118,
A included to establish publication date) 123-127, 132
88, B6, 100, 105, 109,
120, 122, 143

E Further documents are listed in the continuation of Box C.

O

Special categories of cited documents;

“T"  later document published afler the international filing date or priority
F flict with the ion but cited to d

“A"™ document defining the general state of the art which is not considered date and not in with th : b
0 be of particular relevance the principle or theary underlying the invention
“E" carlier application or patent but published on or after the inter L <y g of particular ; the claimed i ion canngt be
filing date considered novel ar cannot be considered to invalve an inventive
“L*  document \;gllcilh may I.hnbylw dnuhisd:n pl;:urity claim(s) or whics‘;'s step when the document is taken alone
cited (o establi publication date of sndther Citation of OMEr wym oo e oF o lon relevance: iad :
< parti ance;_the claimed invention cannot be
special reason (as specificd) i . considered to involve an inventive step when the document is
40" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documenits, such combination
) means being obvious to a person skilled in the art
‘P d published priorto the i | filing date but later than g » :
the prictity date oluimed ‘%" document member of the same patent family

Date of the actual completion of the international scarch
08 March 2009 (08.02.2008)

Date of mailing of the international search report

25 [HAR 2009

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.Q. Box 1450, Alaxandria, Virginia 22313-1450

Facsimile No. 571-273-3201

Authorized officer:
Lee W. Young

PCT Helpdask: 571-272:4300
PCT OSP: 571-272-7714

Form PCT/ISA/210 (second sheet) (April 2007)
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INTERNATIONAL SEARCH REFORT Intemational application No.
RCTAS 08/80382

Box No. 1 Nuclectide and/or amine acid sequence(s) (Continuation of itemL.b of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the intcrnational search was
carried out on the basis of:

a  type of material
asequence listing

table(s) related to the sequence listing

b.  format of material
. of paper
o oo
AN in ¢lectronic form

c. time of filing/furnishing
contained in the interational application as filed
~ filed together with the international application in electronic form
D furmished subsequently to this Authority for the purposes of search
2. D In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCTASA/210 (continuation of first sheet (13) (April 2007)
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INTERNATiONAL SEARCH REPORT International application No.

PCT/US 0B/B0362

Box No.I1  Observations where certain clalms were found unsearchable (Continuation of item 2 of first sheef)

This internaticnal search report has not been established in respect of certain ¢laims under Amele 17¢2)a) for the following reasons:

1 I:I Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
because they relate to panis of the international application that do not comply with the prescribed requirements 1o such an
extent that no meaningful international search can be carricd out, specifically:

3. E Claims Nos.: 4-0 and 61-63 :
because they are dependent claims end are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo. Il  Observations where unity of invention Is lacking (Continuation of ltem 3 of first sheet)

‘This International Searching Auvthority found multiple inventions in this international application; as follows:

This application contains the following inventions or groups of invantions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions 1o be examined, the appropriate additional examination fees must be paid.

Group | claim 1- 3, 10-80, and 64-133 are diracted to a methed of treating Alzheimer's disease, and related diseases refative to the
absence of ApoE4 allelas. .

Group Il claima 134-135 are diracted to humanized form of a 10D5 antibody.
Group NI claims 137-139 are directed to a humanized form of a 12A11 antibody.

Group IV claims 140-142 are directed to a humanized form of a 306 antibody.

frtmimimIiERitesir=*Continuad in extra sheet'

1 I:I As all required additional search fees were timely paid by the applicant, this intermational search report covers all searchable
claims, .

2. D As all searchable claims could be searched without effort _]ustlfymg additional fees, this Authority did not invite payment of
additional fees.

A
3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:
1-3, 10-60, 84-133, 143, and 145-148

4. [_] Mo mquired additiomal scarch fecs were timely paid by the applicant. Consequently, this intemational search repart is
testricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanicd by the applicant’s protest but the applicable pmlest
" fee was not paid within the time limit specified in the invitation.

i 'I‘ No protest accompanicd the payment of additional scarch fees.
Form PCT/ISA/210 (continuation of first sheet (2)) (April 2007)
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INTERNATIONAL SEARCH REPORT International application No.
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C (Continvation).  DOCUMENTS CONSIDERED TO BE RELEVANT

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

A US 20061193850 A1 (WARNE et al.) 31 August 2006 (31.08.2008), para [0149]; SEQ ID NO: | 88, 96, 100, 105, 108,
1and 2 - 120,122, 143

A Ayiward ot &l. Cerabellar volurme In adults with Derwr syndrome. Arch Naurol. 1997 1-3, 10-80, 64-133, 143,
Feh;54(2):209-12. Abstract 145-146

A Kofke et al. Remlfantanil-Induced Cerebral Bland Flow Efects in Normal Humans: Oose and 1-3, 10-60, 64133, 143,
ApoE Genotype. Neurosurg Anesthes Neurosci. July 2607, Vol. 105(1),p.167-175. . 1 145-148

Form PCTASA/210 {continuation of second sheet} (April 2007}
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INTERNATIONAL SEARCH REPORT nternational application No,
PCTIUS 08/30382

Contryation of
Bex No. 1l {unity of Invention is tacking)

Group V ctaim 143 is directed to a humanized antibody comprising a humanized light chain having an amino acid sequence comprising
SECQ 10 NO:48 and a humanized heavy chain having an amino acid sequance cormprising SEQ 10 NO:66 or SEO 1D NO:BT.

Group Vi claim 144 is diracted to an isofatad nucleic acid having & sequence compriging SEQ |D NO:68 provided that residues 1-57
encoding a signal sequence mayor may nat be present,

Group VIl claims 145-146 ara directad to an isolated humanized antibody comgrising & mature light chain variabla region sequence of
SEQ ID NO:2 and & mature heavy chain variable region sequence of SEQ ID NO=3, and a human heavy chain constant region of IgG
Isotype with L234A, L235A, and G23TA mutations, wharain pasitions are numbared by the EU numbering system.

Group VIl claims 147-143 are directed to an |solated humanized form of a 12B4 antibady, wharein the 12B4 antibody is charactarizad
by a light chain variable region sequence of SEQ |D NO:31, and heavy chain variable ragion sequence of SEQ 1D NO:32, and a human
heavy chain constant region of IgG isotype with L234A, L235A, and G237A mutations, wherein positions are

numbered by the EU numbering system.

Group IX claims 149-151 ara directed toa humanized form of a 268 antibody (ATCC aceession number PTAB123) comprising @ human
heavy chain constant region with L2344, L235A and G237A mutations, wherein pasitions are numberad by the EU numbering system.

Group X claims 152-160 are diracted to an isclated antibody comprising a human heavy chain constant region of isotype IgGl, wherein
amine acids at posltions 234, 235, and 237 (EU numbaring) ars sach alanine.
Group Xl claims 161- 193 are directed to a method and a kit for determining a regime for bapinsuzumab administration,

Group Xl claims 194-195 are diracted to a method for improving the safety of bapineuzurmab.

The shared technical feature of Groups |, X1 and XII is identifying patients having no ApoE4 afleles exhibiting various brain diseases,
including, inter alia, Alzheimar's disease. However, this is not an improvement over the prior art of US 5773220 A to Dekoskey et al.

{30 June 1998) that spacifically teaches Identifying patients having no ApoE4 allelas axhibiting various brain diseases, including, inter
alia, Alzheimer's disease (abstract, col 2 In 5-20). Groups I1-X are directed to various polypsptide sequances and/or nucleic acld
sequences that share no comman technical teature with each other or with Groups J, X and Xil, and do not relate to a single genseral
inventive concept because, under PCT Rule 13.2, the differant nuclectides or pal ides reprasented by tha nucleic acid ssquences or
aming acid sequences are not common to one another but are differant bscauae they are composed of unique structural sequencas,

Note that Claim Nos. 4-9 and §1-63 have been found to be unsearchable under Article 17(2){b} because of dafects under Article 17(2)(a}
and therefore hava not been induded with any invention.

Form PCT/ASA/210 (extra sheet) (April 2007)
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