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[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

SSS0ol 10-2724421

-y obu A 1WA 200M44)S 2EAY, FlElE AE9e M9 S 99[FGF19]9] FHA]-dek ofm Al 148 W
] 194¢] 3" A EHE 100[FGF21]9] ofbv| -2k ofm| =ik 1 U1x] 146(M45)S ZEAL, HEHE Ade &g
W35 100[FGF21]19] W5 olux=AF 17 WA 1469 S H AL, AGHE 99[FGF19]9] 7FEA-det ofn]=2t 148
WA 1940 §3E AIHZ 99[FGF19]9] o}m|=-th oluj =2t 1 WX 200M46)S 2t

N

kst = g2 "o, HE = IS, IS 99[FGF1919] ofv =2k k7] 125 WA 129, EIRPDO shut o]
de] ofu =gk X8-S ZE7 IS 99[FGF19]19] ofv|:=AF 7] 126 WA 128, IRPO 3lit o] %+e] olm|it
X3S ZEAY; A9WE 99[FGF19]9] ofw| At 7] 127 2 128, RPel| 3lut o]ake] ojw|inAl X3S zkAL};
g T 99[FGF19]9] obv|x=AF 7] 1 WX 1249 dls)] Z/m= AT 99[FGF19]<] ofnw=AF 7] 130 UlX]
1940l Slu} o] o] opm|iAl X3S zZHetTh,  RHUF 53, dE W, AY9HS 99[FGF19]9] ofw| Al 7] 127
9 128, IRP F 3fvtel X|&E& 2= B A A (714, ghvt o] ofm|eil X 8-e RI27L H= P128EC|T}H).

womge] gy ¥ gEE B e wish ge fEs e A9 gt 448 = .
S 59, 2o M1 WA M98, & M101 WA M160, =& AdWE 1 x| 98, 101 WhA] 135, & 138 WA

9602 et dolel e ARE EiaI 2% ol A, 1A 100 ded Gelsl Ade
LA = o) Tojzl AEE A, Ei Re] NAEFo] ekl el NAS TFSAL = o] Fof

o] ey 2 §xE oo AFE dolg e HHE ke 71131]6} *1"“’ ARgste] AAlE gl
= 0 W=l ok 20070 ofw]wAik 7)€
et g4, FEE w= F)vE AGL ofny 2 % 2RH, HEA-dHo Y, ©

7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 207} ©]XFe] o}m]y-At
FellA, AH= = 7He 492 °F 5 WA 10, 10 WA 20, 20 W= 30,
WA 40, 40 WA 50, 70, 70 W= 80, 80 WA 90, 90 WX 1007} ool ofm iAol olm| Al
S XdsAY 1= OHOM N-Zd 99 EE -2d 998 Zer. E gE B 5% HgA],
= e 7ldg 4Ee FGF19 % FGF219] ¢F 5 W] 10, 10 W= 20, 20 WA 30, 30 WA 40, 40 WA
] 60, 60 W= 70, 70 W= 80, 80 WA 90, 90 WA 1007] o]e] olmiAitEe] ofuiAl MAS
Z3etAY a2 o] FolX| =, FGF19 AE 45, T+ FGF2l AE dF-& Zrett.
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gt Fejoll A, FEI= LS HAHF 99[FGF19]9] o}m Al 16 WA 209] WGDPI A Dol 4838l WGDPI(A
dW3F 170) Y REZE zHAY; FGRF199] obmweAil 16 WA 209] FGF19 WGDPI(M AWM 3E 170) A Dol AH-3-8f
=, AZHAY AW ALY, FASE WPI(AEHE 170) A9 EHIZE 27 X3EH AL EdWol
Ak, FASEE sl o] ofux=aks Zh= WEDPI(MEHE 170) AES Zheth. bddst b F7ke) ol
A, A7 ME= gL ofu|Ak 16 WA 20004 FGF19 WGDPI(AMEWE 170) A<Dl el k€ GQV, GDI,
WGPI(AMEWE 171), WGDPV(AEWHE 172), WGDI(AEWS 173), GPI(AEWE 174), GPI, WGAPI(AEWH =
175), WGAPI(MYEHF 176), AGDPI(MEWHZE 177), WADPI(MLHZ 178), WGDAI(MEHZ 179), WGDPA(M L™
% 180), WDPI(MEW3E 181), WGDI(H%ini 182), WGDP(MEH 3 183) i+ FGDPI(MEWZ 184) 5 o= 3}
UE zH= FGR19 WolA MYy Bi3s thar),

Gt I e Feo A, Mgk G opunal B7] VHYG(AEWHE 101)E TS, N2 e ofu
AF Z7] DASPHVHYG(A EWH S 102)E EgsFAY, N-2d 992 ofui=2k 7] DSSPLVHYG(AMEW T 103) 5
et Wy S8, o kHlolA, i N-Tw dolo] mixut 9)x]d] g},

Hil

=5 T TE GEA, N %@18 opu] .4k 7] DSSPLLQ(AEWE 104) (714, Q &71& N-Ed 99
o] wpx|ar ojw| =k Aol A , ofm| =2 Z7] DSSPLLQFGGQV(A G S 105)( 714, V {P
715 N-2d do o] mpx|al 91X

olo
_, ro(n
%
il
o
i
_O‘L
)
T

Hop 53], N-2d 992 323 t5S ettt RIPIP(MEE 106)(o17]4, R N-2ek g9 i**ﬂd Ay ofw
A flAelth); i HPIP(MEHE 107)(997]A4, He -2 9o AHA opn] =it 9Jx]ojtl); Hi= RPLAF
(MEHE 108) (9714, R N-Eek Jojo] A ofnit f)x]o|t}); Fi= PLAF(A LS 10 9)(0471 A, P&
N-et dodo] ARAl ofn| =l $1x]olt}h); Fi= R(I7]A], RS N-Ettk 9o A ofn|it jx|o]t}).

g e GElelA, WEE EE e Ade N-2w gee AL 4 ohulwmal #4719 ohueat 7]
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[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

MR AgolAY, N-2k 9] AHAHA
= RD A golAv, N-9d 4
A& MD A Fol AL, N-Eeh
7M. X MDS A Fol A, N-dd 9]
HARE A-AZEA] AX = MSD AEol A, N-Ed d99] AMARH ﬂ%ﬂﬂi]%]%— SS Ao}, N-
gt P9 AMAREH AMAZA] A= DSS AMEeolAY, N-dd g9 AMARYH udAAztA] A=
RDSS(M B 115) A o7}, N-2k o AMATE WdA7EA A3+ MDSS(HEHE 116) A Dol7 L,
N-Zek dodo] RAMARE AAA7IA] X = MRDSS(AEGHE 117) AFol A, N-gk g9 AUAFEH o
AHA7EA] 91X = MSSPLMEHE 113) A Dol7vt, N-20 g9 AMAFE AXNHAA7A] A= MDSSPL(A
AT 110) AgelAY, N-Ee 49 ARATEH dFHA7FA] 91X MSDSSPL(MEHE 111) A Loltt.

2= RM A E ol A, NuL
S Mg A, N-
= Sﬁdﬂﬂw N-ghek

T2
o
=
lr =
n ﬂ@

N
(E
S
1o
ki)
o =
za
2
51
li
©
za
_hﬂ-!
® -
o,
=
4:

SR e 5AE G, BEE me e AGe Nud 99 WA ohvneat fxe N 2], R
7,8 A7, 0 R, PR, La] EE D AlE etk gw debgel 54 geeld, fes s
Feleh Qe N-wek gole] AwAl opvlwAt Ko M 7] E R 278 2 eheth,

Fobel depd vhe el M, AES mE slve Ade s A9E F ol shiE 2t Nud 998 2
ST MDSSPL(AM G & 110), MSDSSPL(AMEHE 111), SDSSPL(AMEHE 112), MSSPL(AEWE 113) H+= SSPL

(MEHZ 114).

hFe Tk geel A, e
7] 1949 A-gsh=

= 7IHE AES C-Ed G99 upAdt ) R|of] A EHE 99[FGF19]9] of=F

ted Wl 54F FeeA, A= ADe 7] ADE F ol shbE AL, 2= ootk

RPLAFSDAGPHVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M3) (A&
W3 3);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGL SSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETREDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M140) (4]
GHST 194);

RPLAFSDAGPHVHYGWGDP IRQRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M160) (4
W3 196);

RDSSPLVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPD
GYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M69) (A € ¥ &
69);

RDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M52) (A € ¥ &
52);

RHPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEETR
PDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M5) (A & ¥ &
5);

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M5-R) (A1 & ¥
3 160);

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHSLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS(M71) (M E®W & 71);

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLEIREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPAPPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS(M72) (M BRI & 72) 5

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED

_11_



[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]

[0101]

=50 10-2724421

oin

GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPG I LAPQPPDVGSSDPLSMVVQDELQGVGGEGCHMHPENCKTLLTD IDRTHTEKP
VWDGITGE(M73) (M EHE 73);

RPLAFSDASPHVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M1) (A <&
W3E 1 EE 139);

RPLAFSDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M2) (A <&
W3E 2 T 140);

RDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M48) (M @1 & 48
e 6 EE 148);

RPLAFSDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE
RPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M49) (A &
WS 49 = 7 EE 149);

RHPIPDSSPLLQFGDQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIL
EDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M50) (A & ¥
3 50);

RHPIPDSSPLLQFGGNVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEETR
PDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M51) (A € ¥
3 51 H¥ 36 T+ 155);

MDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLE SDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M53) (A € &
192);

MRDSSPLVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDS 16MDPFGLVTGLEAVRSPSFEK (M70) (A &
W3 70);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M139) (4]
dWlE 193); e

RPLAFSDAGPHVHYGWGDPIRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EILCDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M141) (4]

g 195); e A7) FEHE AE F ol st A E e dH. A7l JHE AEE F doAEY
E4 g, R T 7= Addr.

T = v 54 ol MEE Do) N-Te v T ol s EgsAY R o] Fojur):
HPIPDSSPLLQFGGQVRLRHLYTSG(M5-R) (M EH 5 1609] ofn| =4k 1 WA 25);
DSSPLLQFGGQVRLRHLYTSG(M6-R) (M @& 69] ofn] At 2 A 22);
RPLAFSDSSPLLQFGGQVRLRHLYTSG(M7) (M EHE 79| ofw| =ik 1 WA 27);

HPTPDSSPLLQWGDPIRLRHLYTSG(M8-R) (M EHE 89| ofw| =4t 2 W=] 26);
HPIPDSSPLLQFGWGDPIRLRHLYTSG(M9-R) (M@ 5 99| ofm] At 2 =] 28);
HPTPDSSPHVHYGWGDPIRLRHLYTSG(M10-R) (A EH & 109] ofr] At 2 1A 28);
RPLAFSDAGPLLQWGDPIRLRHLYTSG(M11) (M G & 119 ofml =ik 1 WA 27);

3
RPLAFSDAGPLLQFGWGDPIRLRHLYTSG(M12) (M EH & 12¢] opn|=Aik 1 UX] 29);
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[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]

[0137]

RPLAFSDAGPLLQFGGQVRLRHLYTSG(M13) (A @ &
HPIPDSSPHVHYGGQVRLRHLYTSG(M14-R) (A @H &

RPLAFSDAGPHVHYGGQVRLRHLYTSG(M15) (A @ H &

fol

RPLAFSDAGPHVHWGDPTRLRHLYTSG(M16) (A @™

fol

RPLAFSDAGPHVGWGDPTRLRHLYTSG(M17) (A @™

fol

RPLAFSDAGPHYGWGDPTRLRHLYTSG(M18) (A €™

RPLAFSDAGPVYGWGDPTRLRHLYTSG(M19) (A @ H &

fol

RPLAFSDAGPVHGWGDPTRLRHLYTSG(M20) (A €™

fol

RPLAFSDAGPVHYWGDPIRLRHLYTSG(M21) (A @™

RPLAFSDAGPHVHGWGDPIRLRHLYTSG(M22) (M ¥ & 229] obn|=itk 1 WA 27);

139]
142
159]
162]
179]
189]
199]
202]

219]

ofr] =4k 1 A
ofH| Ak 2 WA
ofH| Ak 1 WiX]
ofr] =4k 1 A
ofH| Ak 1 WiX]
ofH| Ak 1 WiX]
ofr] =4k 1 A
ofH| Ak 1 WiX]

obvl gt 1 1A

27);
26);
27);
27);
27);
27);
27);
27);

27);

RPLAFSDAGPHHGWGDPIRLRHLYTSG(M23) (M @ 5. 23¢] ofw] =ik 1 WA 27);

RPLAFSDAGPHHYWGDPIRLRHLYTSG(M24) (A @ H &
RPLAFSDAGPHVYWGDPIRLRHLYTSG(M25) (A @ &
RPLAFSDSSPLVHWGDPIRLRHLYTSG(M26) (A @ &
RPLAFSDSSPHVHWGDPIRLRHLYTSG(M27) (A @ &

RPLAFSDAGPHVWGDPIRLRHLYTSG(M28) (A &

3
RPLAFSDAGPHVHYWGDPIRLRHLYTSG(M29) (M ¥ 5 299] o}m|=ik 1 WA 28);

RPLAFSDAGPHVHYAWGDPIRLRHLYTSG(M30) (M EH & 309] ofr| =it 1 WAl 29);

RHPIPDSSPLLQFGAQVRLRHLYTSG(M31) (AN ¥ &
RHPIPDSSPLLQFGDQVRLRHLYTSG(M32) (A B &
RHPIPDSSPLLQFGPQVRLRHLYTSG(M33) (A € &
RHPIPDSSPLLQFGGAVRLRHLYTSG(M34) (A € &

RHPIPDSSPLLQFGGEVRLRHLYTSG(M35) (A ¥ &

fol

RHPIPDSSPLLQFGGNVRLRHLYTSG(M36) (<] &

fol

RHPIPDSSPLLQFGGQARLRHLYTSG(M37) (A & ¥
RHPIPDSSPLLQFGGQIRLRHLYTSG(M38) (A E¥ &

RHPIPDSSPLLQFGGQTRLRHLYTSG(M39) (A 4

3
RHPIPDSSPLLQFGWGQPVRLRHLYTSG(M40) (M WM & 409] o}m| =2k 1 YX] 28);

249] olmx-Ak 1 WX 27);

259] olmx-Ak 1 WX 27);

269] olmx-Ak 1 WX 27);

279] olmxAk 1 WX 27);

289] olmx-Ak 1 WA 26);

319
329
339
349
359]
369
379
389

399]

obr] =2k 1 1A
ofH| Ak 1 UiA]
ofH| Ak 1 UiA]
obr] =2k 1 1A
ofH| Ak 1 WiA]
ofH| Ak 1 WiA]
ofr] =4k 1 A
ofH| Ak 1 UiA]

obl gt 1 1A

26);
26);
26);
26);
26);
26);
26);
26);

26);

DAGPHVHYGWGDPIRLRHLYTSG(M74-R) (M B 5 749] o=t 2 WA] 24);

VHYGWGDPIRLRHLYTSG(M75-R) (A @ & 759] o}n|=2t 2 UX] 19);

RLRHLYTSG(M77-R) (A EW & 779 o}mx=Ak 2 UA] 10);

RHPIPDSSPLLQFGWGDPIRLRHLYTSG(M9) (D & 9] ofm=AF 1 W#] 28);

RHPIPDSSPLLQWGDPIRLRHLYTSG(M8) (A1 & ¥

5
RPLAFSDAGPLLQFGWGDPIRLRHLYTSG(M12) (M EH & 12¢] ofv]:=AF 1 WA] 29);
RHPIPDSSPHVHYGWGDPIRLRHLYTSG(M10) (M & & 109] o}n|:=2F 1 UIX] 28);

RPLAFSDAGPLLQFGGQVRLRHLYTSG(M13) (M EH & 139] o}mx=Ak 1 WX 27);
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[0138]
[0139]
[0140]
[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

oin
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10-2724421

RHPIPDSSPHVHYGGQVRLRHLYTSG(M14) (M EH S 149] opm=4t 1 WA 26);
RPLAFSDAGPHVHYGGDIRLRHLYTSG(M43) (M @ & 439] ofm|At 1 WA 27); HE&
RDSSPLLQFGGQVRLRHLYTSG(M6) (M@ E 62] ofw] =4k 1 U]A] 22).

SR OhE 549 G, WS ADE ed EFRAL 1 o Fojzit:

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ .
160);

DSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGYN
VYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M @S 138 E+
161);

RPLAFSDASPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A & ¥ .
1 ®=+= 139);

RPLAFSDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (4 & ¥ .

2 & 140); =

DSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDG
YNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M E 5. 141);
£ A7 HHE AdE T ol ] a9 E e 9dl. Y] FEE HEE T 4XLe] 5 Bl
A, R Ed 7= 249,

L ,
, 4, 5,6, 7,8,9, 107] o]*< 0]—11]‘:_,_ Z71(10 WA
30, 30 WA 40, 40 WA 5070 S)Y 4= Stk «dE EW, ojvx Wk, FHEA] o 2 HE
21,2 3, 4,5, 6,7,8,09, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 207) o]*+¢] olmwAl A S
st E . EAT FEjol A, ofmAk X8 = AAL FGR19¢] olu]a=Al 91% 8 WA 20 AGPHVHYGWGDPI) (A
HSE 187) % dole] fIAd EAlg}.

e ok 549 Feeld, AEE £x s Ade, BEse] (vl X% TEo@ el FGRL
A L AL, obuli we R W17k Az A

x|

PHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVYRSEKHRLPVSLSSAKQRQL
YKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A 2 & 188).

theFet el A, HAEE £ 7l AEE v AERY o aAY 9 w32 Ve B 84E e, 5
gokol A, HE= HES, FGF19, & FGF199] obm| At 16 WA 20004 WGDPI(M I E 170) A Goll ths)
g8 GQV, GDI, WGPI(MLEW = 171), WGDPV(MEWE 172), WGDI(HMEHZE 173), GDPI(MLEHE 174), GPI,
WGQPI(AM M T 175), WGAPI(AEWZ 176), AGDPI(MEWMZE 177), WADPI(AMEWHZT 178), WGDAI(AMLEWHZT
179), WGDPA(M €& 180), WDPI(A ¥ 181), WGDI(MEWME 182), WGDP(MEWMZ 183) Hi= FGDPI(A L
3 184) F o] 3= zr= FGF19 WolA Mg Hla) 7Z-4® HCC BAS zhAY;, FGF19, =+ FGF199] ofn]
2k 16 WA 2094 WGDPL(AE® & 170) Add tis] X135 GQV, GDI, WGPI(AEWE 171), WGDPV(A I &
172), WGDI(M¥EWZE 173), GDPI(M LM E 174), GPI, WGQPI(M D E 175), WGAPI(MLHS 176), AGDPI(M L
WHF 177), WADPI(A <SS 178), WGDAI(AM LW Z 179), WGDPA(MEWZE 180), WDPI(ALH S 181), WGDI(AM <
H3E 182), WGDP(AEHE 183) ¥ FGIPL(AIWIE 184) F ol S zti FGF19 WolA Add vla o
Z FF32~ A FAS zHAY;, FGF19, & FGF199] ofmw=al 16 WA 20014 WGDPI(AG¥ S 170) A gl
o3l xgE GQV, GDI, WGPI(ME®WZ 171), WGDPV(AEHE 172), WGDI(MEWMZE 173), GDPI(AEHE 174),

o

¢
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s=s4

GPI, WGQPI(AME®WZE 175), WGAPT(XNE®H % 176), AGDPI(AMERWE 177), WADPI(AEHE 178), WGDAI(AEH %

FGDPI (A &
YA, FGF19, & FGF19

1 X135 GQV, GDI, WGPI(A¥w3 171), WGDPV

93]

p
L

179), WGDPA(AME®W E 180), WDPI(AMEWE 181), WGDI(AEHE 182), WGDP(AEH T 183) T

o] o}m Ak 16 WA 20004 WGDPI(AMFHE 170) A Lol of

(MEHZ 172), WDI(ALEWE 173), GDPI(AEWME 174), GPI, WGQPI(A LW S 175), WGAPI(AMEWHZ 176),
AGDPI(M M Z 177), WADPI(AMEWE 178), WGDAL(MHEHZ 179), WGDPA(A EWHE 180), WDPI(AEHZ 181),

W3 184)
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=

FGDPT (4]

g 2HE, Y]-HDL
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S FGF19 % FGF21(MEWE 99 9 100)& HAWell Fowt2 db/db vhg-2=0 A €] cypTal &
°]

ReOmT
o
o

23}

T 2a WA 2dE a) WHolA MU(AMLEWE 1); b) WolA M2(AMgWE 2); ¢) WHo
oA M32(MERWE 32)9 Fo & AZF 12} M EANA ] cyp7al THE e

1 WB(MEHE 5); 2 d) ¥

w2
g

69); b) WolAl M75(MIAHZE 75); ¢) Wo
Zb 12k ZEM EAA 9 cypTal FES UERA H o]},
% 4a WA 4dE a) HolA M85(AMLWMF 85); b) HolA MI6(HIHE 96); c)
d) BlolA NB(MEWZE 98)] Fo § A7t 1A A EAA S cyp7al HHS e ﬁom..

T 3a WA 3dE a) WHolA MM GHE
d) WolA M76(HEHZ 76)9 Fo 5 9l

T 5= vehd wWolA M1, M2, M5, M32, M69, M70, M75, M76, M85, MO0, M96 % M98<] cyp7al ICs(pM), 2Hdh
A cyp7al F&E 9 HCC AFE YehgE Folr).

% 6a B 6bi= N709] izt ffoke] mlsl, w4 vHARD Ta-sto] =HA-4-2E-3-2(CH)E AT
e BolFi=, <A A Alde] dats vehd Ao
TR Aol &3}

% 72 L6 AlEA FGFR4/ B-Z2E H&A 9] wdo] FGF19, M3 2 M700] &3k A ¥ Al
5 s E yErd Aot

-gg JHe DSSPL(MEYE 121) EE
Zh= C—“E“& A9 2 AMA obv| A YA 9 whA

o] =2k Hﬂ% Zh= -2y o z

AEME 169)E 2geta, W 27l -2 499 iﬁ*ﬂdﬂﬂ ofu] a1 e FEsth) S EFSEAY o] ER o]

Fojxit},

T o2 g, 7lvE HEE A9 FGF21e 455 Zhe N-gw g @ A opn| 4t f)A|eF wpx]ut

A& zhE N-ge (74, N2 9L Qv AES

| S3th); 2 FGF19¢9] YRS 2t C- !

2wt JA(A7]A, C-Eek d 9L FGF199] ofw
v C-Ed 99 ARA A AFgst

30 W A ofulieat §159) nhA et ok
Ak {W] 21 WA 29(RLRHLYTSG; A EHE 185)
JEEROERSRIES

FollA, HAE= AEe 7IEAE e ofAd FGF199] Wzl kvt 01“01 OFUli*F ﬂﬁ&, MY =
zb= FGF19 AMlE WolAlE Xkt 12 o] Fofxith. ® v
ofAE FGF21ell w3 shut o]de] ofpw|wil X3k, AHQ) H= AA
TR o]FojXirt. HE thE H oA, HEE= A I FGF21 Ade o
Au O o]FojZY, I gE e, ME|= MELe, FGF19 Z/EEF =:]

A3 FGF19 2 /%= FGF21ol| Bla) 3k o]4ke] opmu-at %3k, A9 W= AALS zH= FGF21 A
g FGF19 M Ee] U585 XA Y =2 o] Fofzir).
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[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

SSS0ol 10-2724421

= FGR21 HE= A A9l skt ol el

Foz gl A HHEAIIAY Eoist

FGF21 E|= Mde] wolal £t §9 s , A g

Tgstel, MU= ALS dEsse AG A4k A28 BE 28 84)E BFAL ¥ EE w2
VS 7

e Ags7le aaHdd For ddelA HFAZIAY Folshs As L3

ol v

AP 71EHA i obE FOF19 AP The o LEd:

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ &
99).

ARA ) EAD B b FGR21 QL tee YEY:

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS (A € % 100) .

FGF21 784 MelA2=, dF5 &9, M70, N71 2 N727} E9h€t).

gof "FlE=r, rgudr 9 R HE s MDe B, ofu= A i SR o8 ¥ AFE obv
watel shebd WM B fEAE EFete], 27) o] opmikeit B "IV|"E wely] fld dmustHoR AL
L9, FE =9 A Ee dFE FAStE ofnAbe, 9 2k o e dubEl 3-32 92} & vl
oel A s = A 2o A opvmal Foll A viEE 4 vk, 2 el FEE A, g3l of
Mt Z7)E e A e gherk kA, "Leu's Falelar, 'lle'E o]&FAlelal, "Nle'E =2

74 Foltt,

AANAA FEA S F2dste, 29 vERd 71 FGF19 9 FGF21 EHE =9 thE JHE A dE0]
ol Ao (s EW, 1 UA 10 € NEES), v-A%F EF o FGF199] FHE A -2t ov|
A 21 WX 1940 §E FGR219] obnm—Zek ofu At 1 WA 168 zHe= HE= M FGR219] 71 A -2k
ofr] =2t 147 WA 1819 &3 FGF199] opv|i—aed olwjiil 1 YK 1478 zHe E= A E; FGF219] 7H&
A=t obu]x=AF 17 1A 181¢] §-39 FGF199] ofv|w-ghed olmuu-at 1 %] 20 zbe= HEl= A g; FGF199)
FHEA] -k obu| = AF 148 WA 1940 S FGF219] ofu]wm-wek ofmAb 1 A 146 zt=
2 FGF199] HgAl-Zek ofu] =il 148 W] 1940 §-3¥ FGF219] W5 ofw| =4t 17 W] 1469 &
opm| -t ofu| Al 1 W] 208 ZHE FHE = Aot

HE = A

B
3kl FGF199)

Tt E4 FJEHE A9 FRIN(AEHE 99)9] ofn| =2 16 WA 209] WGDPI A Gell AH-3-3F= WGDPI(A Q™
3 170) AE EHEZE 27, FGFI9(XMEW S 99)9] ofw=4t 16 W] 209] WGDPI A Fell &3k WGDPI(A
943 170) A9 REZ7F Ao AY, FGFI9(AEHE 99)¢] ofn| At 16 WA 209 FGF19 WGDPI A&l 4%
sl ASE (S, EdWold) WePI(AEHE 170) AE REXZE ZtEt,

2 dge 54 HAEHE ME2 E3 FGF19 2 FGR21(lE £, 2ol vepd nvie} 22), & ofnjst 16 Y
A 20014 FGF19 WGDPI(ME® 3. 170) A gell sl e A9 GQV, GDI, WGPI(A LW 3 171), WGDPV(AM L
HE 172), WDI(MERZE 173), GDPI(MEWE 174), GPI, WGQPI(MEWHZE 175), WGAPI(MEWZE 176),
AGDPI(AM S 177), WADPI(MEW=E 178), WGDAL(AMEHE 179), WGDPA(MEWZ 180), WOPI(AMEWHE 181),
WGDI(AME¥3Z 182), WGDP(M LG E 183) Hi= FGDPI(AEHE 184)5 2ZH FGF19 WolA AMdx 3 & A
GES XSt wEbA, ofAE FGF19 ¥ FGR21(4E W, oA 22 Adis 99 2 10002 YERd
Hhe} 2o wiAE Add = Qon | FGF199] ofn =2k 16 WA 2044 WGDPI(A G E 170) A Qe wisl] A
kgl GQV, GDI, WGPI(AM¥¥H & 171), WGDPV(MEWHZ 172), WGDI(MEWHZ 173), GDPI(MEWHIZ 174), GPI,
WGQPT(MEHE 175), WGAPI(MEWMZ 176), AGDPI(AMEWZ 177), WADPI(MEWHE 178), WGDAI(AEWHZE
179), WGDPA(AME® & 180), WDPI(AMEWE 181), WGDI(AMEWHZE 182), WGDP(AEHE 183) Hi= FGDPI(AEW
3 184) 5 o= shuE Zhe FGF19% ®=3 wiAlEd & vk, a8y, A7) wiAlE, Ade], A& &, WGPl
(¥ s 171), WGDI(MLEWHZ 173), GDPI(MEHE 174), WDPI(MEWHZ 181), WGDI(MEWHZE 182) TE
WGDP(MEWMF 183) % o= &t §39 GQV, GQV, GDI ¥+ GPI, T 2709 FGF21 27 & o= 3=
ZH= FGF199l] §3F¥ 3709 FGF21 F7| & Zte A= A85x o=t}

HFE = Ade 54 v-AgE o=

# o= ML A NOB(ZHZE AWME 1 A 52, 192 R 54 WA 98)=A Bele] @A
8 A WolAe A m ARE

1
TG olER ololzirt. A= AdY nrl ERF n-A de
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[0176]

[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

=50 10-2724421

oin

e e AGE AY it 9¥E ZFIAY o B o Folith:

1

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M5-R) (4] & ¥
% 160)(FGF21 M g2 B3k olu|: Wete] R 7 E X33 4 9l});

DSSPLLQFGGQVRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGYN
VYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A ¥ 5 138 2
161);

RPLAFSDASPHVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M1) (A <&
W3 1 T 139);

RPLAFSDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M2) (A <&
W3E 2 T 140);

DSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDG
YNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A @ 5. 141) 5

RDSSPLVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPD
GYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M69) (A € ¥ &
69);

RDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M52) (A € ¥ &
52);

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M5-R) (A & ¥4
3 160);

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHSLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS(M71) (M BRI & 71);5

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPAPPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS(M72) (M BRI & 72) 5

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPG I LAPQPPDVGSSDPLSMVVQDELQGVGGEGCHMHPENCKTLLTDIDRTHTEKP
VWDGITGE(M73) (M EHE 73);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVA IKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M3) (A &
W3 3);

RDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M48) (A € ¥ &
48, 6 T+ 148);

RPLAFSDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE
RPDGYNVYRSEKHRLPVSLSSAKQRQL YKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M49) (4 &
WS 49, 7 TEE 149);

RHPIPDSSPLLQFGDQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIL
EDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M50) (A & ¥
3 50);

RHPIPDSSPLLQFGGNVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEEIR
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[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]

[0214]
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PDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M51) (A € ¥
% 51, 36 =& 155);

MDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLE SDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M53) (A € &
192);

MRDSSPLVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEE IRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M70) (A Q¥ &
70);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVA IKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EILPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M139) (4
dH3Z 193);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIREDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M140) (A1
dH3I 194);

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILCDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M141) (4]
dWlE 195); e

RPLAFSDAGPHVHYGWGDP IRQRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (M160) (4]
dHE 196); E= 7] FEE AL F ol shte] sheME e wd. Y] FHE AdE T oM
54 "M, R 2d A7) 2Adr).

Ay

o
rr

N, The F o dhilel AR mi ARE EEAY a2 oFolAk A= A

o] E o2 ERE H-A8 o:

A= A

HPIPDSSPLLQFGGQVRLRHLYTSG(M5-R) (M B 5 1609] ofn| =4k 1 WA 25);
DSSPLLQFGGQVRLRHLYTSG(M6) (M6-R) (M AW & 62] ofml=2t 2 Uj#] 22);
RPLAFSDSSPLLQFGGQVRLRHLYTSG(M7) (M EH & 7¢] ofw| =it 1 WA] 27);
HPIPDSSPLLQWGDPIRLRHLYTSG(M8-R) (A @M & 89 ofn| At 2 WA] 26);
HPIPDSSPLLQFGWGDPIRLRHLYTSG(M9-R) (A @ 5 99] ofm At 2 =] 28);
HPTPDSSPHVHYGWGDPIRLRHLYTSG(M10-R) (A EH & 109] ofr] At 2 iA] 28);
RPLAFSDAGPLLQWGDPIRLRHLYTSG(M11) (M ¥ & 119] ofpu]i=at 1 WA 27);
RPLAFSDAGPLLQFGWGDPIRLRHLYTSG(M12) (M W5 129] ofm| =4k 1 A 29);
RPLAFSDAGPLLQFGGQVRLRHLYTSG(M13) (M @ & 139] ofm| =4k 1 WA 27);
HPIPDSSPHVHYGGQVRLRHLYTSG(M14-R) (M A 5. 149] opw]izat 2 Wj#] 26);
RPLAFSDAGPHVHYGGQVRLRHLYTSG(M15) (M @ & 159 ofm| =ik 1 WA 27);
RPLAFSDAGPHVHWGDPIRLRHLYTSG(M16) (M @ & 169] ofw| =4k 1 WA 27);
RPLAFSDAGPHVGWGDPIRLRHLYTSG(M17) (M G & 179 ofml =ik 1 WA 27);
RPLAFSDAGPHYGWGDPIRLRHLYTSG(M18) (M ¥ & 189 ofm| =ik 1 WA 27);
RPLAFSDAGPVYGWGDPIRLRHLYTSG(M19) (M G & 199 ofm| =ik 1 WA 27);
RPLAFSDAGPVHGWGDPIRLRHLYTSG(M20) (M @ & 209] ofn| =4k 1 WA 27);

RPLAFSDAGPVHYWGDPIRLRHLYTSG(M21) (M G & 219 ofml =ik 1 WA 27);
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[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]

[0246]

SSS0ol 10-2724421

RPLAFSDAGPHVHGWGDPIRLRHLYTSG(M22) (M ¥ & 229] o}n|=it 1 WA 27);
RPLAFSDAGPHHGWGDPIRLRHLYTSG(M23) (M @ 5. 23¢] ofw] =ik 1 WA 27);
RPLAFSDAGPHHYWGDPIRLRHLYTSG(M24) (M @R 5. 24¢] ofw] =ik 1 WA 27);
RPLAFSDAGPHVYWGDPIRLRHLYTSG(M25) (M @ 5. 25¢] ofw]w=Aik 1 WA 27);
RPLAFSDSSPLVHWGDPIRLRHLYTSG(M26) (M @ 5. 269] ofw]w=Aik 1 WA 27);
RPLAFSDSSPHVHWGDPIRLRHLYTSG(M27) (M @ 5. 27¢] ofw] =ik 1 WA 27);
RPLAFSDAGPHVWGDPIRLRHLYTSG(M28) (M A H & 289] o} =ik 1 WA 26);
RPLAFSDAGPHVHYWGDPIRLRHLYTSG(M29) (M ¥ & 299] o}ml=ibk 1 WA 28);
RPLAFSDAGPHVHYAWGDPIRLRHLYTSG(M30) (M EH & 309] ofm =ik 1 WAl 29);
RHPTPDSSPLLQFGAQVRLRHLYTSG(M31) (M B & 31¢] ofm|=it 1 W] 26):
RHPTPDSSPLLQFGDQVRLRHLYTSG(M32) (M B & 32¢] ofm|=ik 1 W] 26):
RHPIPDSSPLLQFGPQVRLRHLYTSG(M33) (M EH & 339] ofm =ik 1 WA 26);
RHPTPDSSPLLQFGGAVRLRHLYTSG(M34) (M B & 34¢] ofm|=ik 1 W] 26):
RHPIPDSSPLLQFGGEVRLRHLYTSG(M35) (M EH & 359] ofm =ik 1 WAl 26);

369 ofm=AF 1 WA 26);

folr

RHPIPDSSPLLQFGGNVRLRHLYTSG(M36) (4] &

379 ofm:=AF 1 WA 26);

fol

RHPTPDSSPLLQFGGQARLRHLYTSG(M37) (A &
RHPIPDSSPLLQFGGQIRLRHLYTSG(M38) (M@ 5. 389] ofm]i=it 1 W% 26);
RHPIPDSSPLLQFGGQTRLRHLYTSG(M39) (M @ & 399] ofm]i=it 1 W% 26);
RHPIPDSSPLLQFGWGQPVRLRHLYTSG(M40) (M AR & 409] ofm] Ak 1 Uj#] 28);
DAGPHVHYGWGDPIRLRHLYTSG(M74-R) (M A & 742] ofn| Ak 2 Wl#] 24);
VHYGWGDPIRLRHLYTSG(M75-R) (M@ & 759] o}m]i=qk 2 Wi#] 19);
RLRHLYTSG(M77-R) (M @¥ & 77¢] o}t 2 4] 10);
RHPIPDSSPLLQFGWGDPIRLRHLYTSG(M9) (M @ & 99] ofm]i=it 1 %] 28);
RHPIPDSSPLLQWGDPIRLRHLYTSG(M8) (M A 5 8<] o}m| a1 Uj#] 26);
RPLAFSDAGPLLQFGWGDPIRLRHLYTSG(M12) (M 5 129] ofm| Ak 1 Wl#] 29);
RHPIPDSSPHVHYGWGDPIRLRHLYTSG(M10) (M ¥ % 109] o}n| =ik 1 WA 28);
RPLAFSDAGPLLQFGGQVRLRHLYTSG(M13) (M @ & 139] ofm|=At 1 WA 27);
RHPIPDSSPHVHYGGQVRLRHLYTSG(M14) (M HH S 149] ofm =it 1 WAl 26);
RPLAFSDAGPHVHYGGDIRLRHLYTSG(M43) (M @AW 5 43¢] ofw]w=ik 1 WA 27); B&
RDSSPLLQFGGQVRLRHLYTSG(M6) (M AW & 6] o}m| =ik 1 W] 22)

(F71 AE= M T o= shufel] sl ofv]a wek R JA77F Add 5 o).

e

2oy o] HEE A Ee Hgh, FGF19, H FGF199] opviit 16 WlA] 20914 WGDPI(AEHE 170) A gl o
3 xg¥E GQV, GDI, WGPI(AME®=Z 171), WGDPV(ALE®HE 172), WGDI(ANEHE 173), GDPI(AEHE 174),
GPI, WGQPI(M YW 175), WGAPI(M G 176), AGDPI(MEWHZE 177), WADPI(AEHE 178), WGDAI(M LGS
179), WGDPA(M & & 180), WDPI(A & 181), WGDI(MEWME 182), WGDP(MEWMZ 183) Hi FGDPI(A L
T 184) T o= stUE b FGF19 ®olAl Al s sy F-Alskes HC = e AdE Z2e Ad
S . 2 owgol AEE Age ek, FGR19, X FGR199] obn| Ak 16 WA 20904 WGDPI(AMIH S
170) A<l dis] &= GQV, GDI, WGPI, WGPI(M LW ZE 171), WGDPV(ALWHZ 172), WDI(MLEHZT 173),
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[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

[0253]
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GDPI(MEWHZ 174), GPI, WGQPI(HMYWHZ 175), WGAPI(MEWHZ 176), AGDPI(MEHE 177), WADPI(~
178), WGDAI(AME¥M & 179), WGDPA(MEWMZ 180), WOPI(A T 181), WGDI(AMEHE 182), WGDP(A
183) EE FGDPI(MEWMZ 184) % o] S zhe= FGR19 WolAl Mo nls) o] & FF32 A3t S48 2
= Aqde 3T, 2 g FE S IS wE FGF19, W FGF199] obw|=AF 16 W] 20014 WGDPI(A
9T 170) Mgl s 3" GQV, GDI, WGPI(MEWME 171), WGDPV(MEWHE 172), WGDI(AMEHZE 173),
GDPI(AMEWMZ 174), GPI, WGQPI(MEWHE 175), WGAPI(MEWZE 176), AGDPI(AEME 177), WADPI(MEHT
178), WGDAI(M YW E 179), WGDPA(MEWZ 180), WDPI(AEWZ 181), WGDI(MEWS 182), WGDP(AGW s
183) EE= FGIPI(MEWE 184) ¥ o] 3}E zH= FGR19 WolA] Ao nla) o ¥ XNA(J8 W, E
ol ZFYAYE, FUAHE, H-IDL %E HL) 37 84S 2E A9S 23,

bl
o3

m& m&

) = Ad ohueal mE el S F o 25070 (AE 5, obvlmal mE o)
Aolth. Thkd B4 MR, @719 S o 20 WA oF 2009 olskel 27 (AF EH, of

NS TR, E bAoA, W71e] S o 50 A oF 2009 olakel 1] (AF
WADE T, ® e Hgdls, w71e S dold 3ol o 100 WA o

= =
(5 W, opvl:at =

w
\__
Kix

L3

o

A,

ol

=

¥ s o] mADE T3
bt i ) ofulme] ole), mi oE B, ZTEZdlsils, N-sholmmA&cvE o 2H,
IHY weelrE EE NN Dol el FRADPRL =0 A FYA AL Ldsfel vt
Hl-otnl= ghst Al ola dad

1 = Q). wl-olm= AFo =, oE W, AEdEd, olnjvE,
=d3, olE, gy To xgAT(dE EH, 3 [Spatola in Chemistry and Biochemistry_ of Amino
Acids. Peptides_and Proteins, Vol. 7, pp 267-357 (1983), "Peptide and Backbone Modifications," Marcel
Decker, NY] #=). wlgld, 2 o] EJ=7) FGF19 MEe] A3 9 FGR21 Lo I8 I8l H9-,
A7) o wRe oE Agtel ola] Amel AW War AW, Aol T %t Fgsld o
AFEAY, A47] ZAE71dd & =2 JEE 5 ATt

g, wolA % wyE FE(x 1 W
HE7ss s
A JEE] =, -2y BEA, dF %, WolAle "TSG" of

Hoe gk, dald HEE AdEC] sH9A
FGF19 B! FGF21 WolA] 9 stejMd xE3H)7F 4o
S gt odF 59, 54T 9"
AL A

47] vhgell, 8719l FGF19 C-2t A4

)
i

o -
A
rlr

o]

2

PHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVYRSEKHRLPVSLSSAKQRQL
YKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A B 5. 188) .

gk, EAc dAalge "ol HAEE, d& B9, ofvi-dde FGF21 Mg AF e dFE e JHEE
N-Zebo] X8 R J7|E 7HAH, 7] 7]e AgE ¢ v wA R, E— At oAlE WolA HE =&
N-ebo] $1X13 M 7|5 Edein, 7] 7le Agd 7], 5 §¥W, R 7] FUFEAY, 2 giilel o
2gd £ Jrd,. B} E3], U3 gokol A, N-deol el FE= MGLE RDSS(HEMF 115), DSS, MDSS(A
I E 116) i MRDSS(MEHZE 117) 5 o= 3tuE xgai), 526&, Az A M ZA7]7F S Z7)el 1A &
A, M A7, N 2717 fEs Md28E AdEEs dad 4 9le vhd, N WV} D Z7)el QA
AL M A= @%EW Bs F Uk wEpA, dE2A, I A, REE AEe N s8] 7]
58 e M9e £33 MDSSPL(M LW E 119), MSDSSPL(M LW E 120)(SDSSPL(MEH T 112)2 ZHud)
2 MSSPL(M Ei & 113)(SSPL(H°§HJ§ 1142 das),

wEha], B oEtyge] "HE=E" "ZFE =" @ "whildr qEe ) S E, oA % Wy

T4 == M7t o HESET A4 EE VTS BAsheE 3, dF ‘éﬂd, TEA f% 1S
=3, F 1 UA 10 2 ANEEZd I79 FGF19 2 FGF21 #olA 2 sgxde a4 g
e, 2 % 1 UA 10 B MIE=d] 9A% FGF19/FGF21 34 2 7vet= x33i),

>

oA ALEE sk ol, gol "MIAIIG R 19 B wye 2Rl 1F 24E, 4% 59, 9
= g sl Mol A dvigch. 4] WEE AU= AL, A % e 2R, 1F uy 9
=AY, 9 e e 24986 va 8 ZAYG O %e 34 wE J5e 2d, Wihe J% w242
A % g, A% B Assb) Sl B/EE T 4AE 8 BAE fEa] A6, ARE A9
M B vhgad JA(AE B, 99 WD b 4 dn. o8 5, 2 oude o

e 83 WE Y] A8, WAl Age B/EE AW 3L FAE S 98

?'5(:)]5] 2= 011;}_
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E 1WA 10 B ALES A9 FEE AD)e] A7 seAd, A
T, FHRA-gTe] B ORNE, EE Ao shy o]ide] of

]
ulgke] X3, A4 B/EE AY/FVME 2Ee. ¢ o HEE AQU E G2 ofuiAl ]l tigk of
liedte] Agoltt. E ohe ol PEE AARRE s} ojke) okt Wle] A4, EE HEE AA)
o] A= 1;]_

2%, A4 E=E AS/57HE 719 o FEE AL sk o] ofm k(s EW, 1 UlA 3, 3 UlA
5, 5 W= 10, 10 WA 20, 20 WA 30, 30 HA 40, 40 WA 50, 50 W= 60, 60 WA 70, 70 WA 80, 80
2] 90, 90 WA 100, 100 WA 110, 110 WA 120, 120 WA 130, 130 WA 140, 140 WA 150, 150 WA 160,
160 WA 170, 170 W= 180, 180 WA 190, 190 =] 200, 200 W] 225, 225 WA 25070 o©]X)e]c}.
webA, FGF19 HE= FGR21 A2 A3, A4 T /57 oo e @2 ofnib(dE 59, 1 UiA
3, 3 WA 5, 5 HA 10, 10 W= 20, 20 W= 30, 30 WA 40, 40 W= 50, 50 WA 60, 60 = 70, 70 WX
80, 80 =] 90, 90 W] 100, 100 WA 110, 110 =] 120, 120 WA 130, 130 WA 140, 140 W= 150, 150
WA 160, 160 WA 170, 170 WA 180, 180 WA 190, 190 W] 200, 200 WA 225, 225 WA 25070 o)<
7}4 4 9k, md FGF19 ol xAb A ge FGR21=H-E] ¢F 1 WA 3, 3 A 5, 5 WA 10, 10 WA 20, 20
=] 30, 30 WA 40, 40 WA 50, 50 WA 60, 60 WA 70, 70 WA 80, 80 WA 90, 90 WA 100, 100 WA
110, 110 WA 120, 120 WA 130, 130 WA 140, 140 WA 150, 150 WA 160, 160 W#] 170, 170 =] 180,
180 WA 190, 190 wWA] 200, 200 WA 225, 225 WA 25070 o]4te] olmn=Ake] ofm Al AL FIEAL o]
2 o]Fojd 4 AU FGF21 opn| At e AL FGRF19Z5FE oF 1 #] 3, 3 WA 5, 5 WA 10, 10 WA
20, 20 WA 30, 30 WA 40, 40 WA 50, 50 WA 60, 60 WA 70, 70 WA 80, 80 WA 90, 90 WA 100,
100 W% 110, 110 WA 120, 120 WA 130, 130 WA 140, 140 W=] 150, 150 W=] 160, 160 W= 170, 170
A 180, 180 Wix] 190, 190 WA 200, 200 WA 225, 225 WA| 2507] o]Ate] oju|Aite] ofw| Al MES E
et o] = o]Fojd 4 Ut}

Age] 54 o L) o4l DR Afes AL xERY. weA, 5] L-odA du 2AY
of AR, D-oldAAT AEFEAAY SANST A5 A B ADe FESA Gt @, L uge 3
= Al Qele) 54 913 mi wE R4 D-ojr|iwite] Egeh

EoUE 54 o W-nEd 2 wEd Aot 'waEd g ARe, sy mE prden g
A7ol olg Ul obmlieite] Agelth, ARSHHoR falgold, Adte] A% B4, AT BW, rEAs A
s B4 GRS gt FERAOR fAReld, obmlwite] fAMR ol 2t Z4, o 54,
e, Zeld % AW, EE 44 A28 2E 42 240, A, THA ER F7h fEs Ade) 7
27} fAHE AL oAy, Hed e, W50 $US WalE 2AY, 154 @ 254 F g
Juigth. 54 Gzt E OE A7) gl o ARA, WY, 74 EE Heus 2o shie] 254 2719
A%, EE E e A7) g4 shte 34 4719 A%, dE 59, golal tal ofZslde] Ak, ofavhesl
g 2REAe A§, mi ojxvelzl gl FRehel A%, Edeyd dal el A§ Fol xgEth. F
AAS BARE ALgate] sl wolA Ex WA Fest B, ol BW, 2RI A YL 2
-

Holo] oA® HAE= HA(dS W, 1 UA 10 © HIE=e dA" FE= D) sk, Wolq
Had o] EA o 7E FEHE Ad(dES 59, £ 1 WA 10 @ AGEE F o] sh}e HAEE= A

=
ol disl 50% WA 60%, 60% WA 70%, 70% WA 75%, 75% WA 80%, 80% WA 85%, 85% WX 90%, 90% =]

95%, EF 96%, 97%, 98%, ¥ 99% TYUAFEL ZtErk. fof "wdA" F A" 2 19 x4 Wy 27
olgel Qe EAEO FUFS dArlFvh. webA, 249 obvlneAt Aol AT AF, o5 FAT ob
WA Qg ZET "SUHS 2E PR, 99wt wee ) ol¥el dFE EAEY dWt 5UFS
o o
= .

L = =
o s} olgel A G5 oA FAAAG FEHA A, olE

F7] A FAAS T3
270 AE Abele] U AEre JFal 2okl FAEH e HFE 2o 2 534 dugEHs o)8ste &
ol = drk. HAE ME I (AFA)E AEste dudEe dubd oz mn oo Ao MY 2 (gap)
2w An A (mismatch) S Eelgttl. oS W, BLAST(¢]=S £, BLAST 2. Z(dgs =9

Z

0 o}

[Altschul et al., J. Mol. Biol. 215:403 (1990)] %=, NCBIE &3] Z/MHo=Z o]47}

ol AA stgveE zrev: wlax -2, 4 A 5 A A% 2. HAE = I vlwE 98, BLASTP &
Zo A¥PAR o= PANIOO, PAM 250, BLOSUM 62 = BLOSUM 507 & A4 & (scoring matrix)@ &7 A
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S¥ T, FASTA(elE EW, FASTA2 % FASTA3) ¥ SSEARCH A4 Wl Z2asiw F3t $U4 Arg FZslst
7] &l AFRATH(ES [Pearson et al., Proc. Natl. Acad. Sci. USA 85:2444 (1988); Pearson, Methods Mol
Biol. 132:185 (2000); and Smith et al., J. Mol. Biol. 147:195 (1981)]). S =ul(Delaunay)-7]4¥F $4+s+
A AEgtE olfste] "wldE Fx FAMS AFsele ZROME B3 JNHATHES [Bostick et al.,
Biochem Biophys Res Commun. 304:320(2003)1).

2ol AE BEE AG(AE 5W, E 1A 10 D ALGESe] AAY A9 AAND, WelA] % WY
4 Felg EFstel, B wme Welm ALelA, Tohv ey B

1" BAE Qub-obu Al ohe,
Mol At 9rsh,obs) o kel o]t @ N-AFHE oAb T, o714 sht ol gel S ¥
Ao AolE wpsh g bl Z4 Agulelth, "olrlwAb e EE ook Suh-oluwAbS EFsv, o]
A N-E ohu J)E O Y EE BAE 97 ABAE 2Ed. aeB, §o] "ohulmie A4 v

woEYs), o 2E EE ob

(i bt o K
2]

2)
g 28715 Zte oluwedt &5 XS, Wy E HALH ol Ak B o

= 5w, 3 [Synthetic Peptides: A User's Guide; Hruby et al., Biochenm.
268:249 (1990)]; % [Toniolo C., Int. J. Peptide Protein Res. 35:287 (1990)] #+=).
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oA ohlnA S4 48712 THB. Y] golt E@ Bol e sk g gal Fobe 7)%
2 71 AA B4 WHE A opvlal S 4871, o2 59, 4D B ofvlxite] Aol YA
2 OWHA, v-an o, MeF WFE opvwal, AAYoR WISAL FHE obwAl, fEAY
ohulal, ofnlnate BMEES AAE TAE E= PEE 5 Ul 34 4871% xgdd. dF 59, B
Aol ANEAG Gal ool 7% 4 Aols) FAR Ale) ohulieite] Z4 28717k 47 Golokel x3
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A HC A E= FFPA PA, AAGF T AP 44 28] BA 5.
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[0294]

[0295]

[0296]

[0297]

SSS0ol 10-2724421

A Qe] dololrh, AAY] BAE Ed, o2 59, ofd opdE, 2 WA 107 Tl BAE Fhak ol
"d 2YE San), velobul, o), ol mi 19 2gd & k. AP AA7E ol AY
, 5, 6,7, 8,9, 10, 10 WA 20, 20 W 30, 30

2 7 glen, dole Ad do], 45 9, 1, 2, 3, 4
WA 507 obr Ak E B9, Gly) o] HolE 7Hd & .
i

49 FdAd d27IE= 29N FFA (GOn, SYUN-A- FFA (S 29, (6GS),, GSGES,(MEH T 129)

9GS, GRE 130)(A714, n& 1 o]l ggolth), Zeal-gtehd FHA, Lehd-dd FEA, @ 7]
B fed daslh wgEt. Fea 2 Fea-dd ek 1

% A= v FxIER gorw HEE Alo]d
THA A3A (tether) 2 283 4 9oy, dixAdd {4 12+
132), GSGSG(AMEHZ 133), GSGGG(M LW 3 134), GGGSG(~
o2 IAGHA = &

=l GGSG(AMEWE 131), GGSGG(AYEMT
AW E 189), % GSSSG(AEWHE 135)7F ESHE L},

T1Ux 10 2 PR Oﬂﬂﬂ FGF19 3 FGF21 WofA] B sf¢iA s B FGF19/FGF21 &

ek, 3 1WA 10 B LSS 9" ADEe] shed, Ad welAl 3 Wgd JuE E3E 2 d e
HE = AGe 9ol YeRd HP?Jr e F o)ite] AL b=t} & =4
E Aotk #Ae] ® o2 o, dE 59, FGF199] Hle] 74" HCC A
, olE W, FGF2lel H8) o WYAY Z4d (A (dE EH, Egfel2gAg=, &

7b etk #@4e = UE dE, odE BY, 1ol vl o SAY ad e
olt}. Aol W T}E o= FGFR4o] Z 33171} FGFRAS SABA7)= A, 01]% %@, FGFR4<]]
w=ob FAsAY ann 2 Ashestel FGRR4ol A¥stE PE= AE: H

JeiAY DR & YR Bt GO FGRRIE 247 %ﬂHE *1"501EP- 24

S
:
B EE Ay 4TS AR Qo] LIAT

TN
N
ol
-

FGF19 2 FGF21 Wolx] 2 3}¢lA<d 9 FGF19/FGF21 &
1 AMEEFo] 718 ANEE9] saAxE, AE ®olA % HEH IHE =
st Ago] FE= AL 3] 48 Ze AES TS 95 IS - AY HEA B3 ®
= Ay A3 X Z8HA 9, FGF19, W FGF199] o}l 16 WA 20014 WGDPI(AMLDHZ 170) A Dol o
ZgkE GQV, GDI, WGPI(MEWHZ 171), WGDPV(MEWHZE 172), WeDI(MIWHE 173), GDPI(MLHIT 174), GPI,
WGQPT (M EH & 175), WGAPI(MEWMZ 176), AGDPI(AMEWZ 177), WADPI(MLEHE 178), WGDAI(MEHZE
179), WGDPA(M WS 180), WOPI(AMEHE 181), WGDI(AMLEWHE 182), WGDP(AM A& 183) X+ FGDPI(AEH
3 184) T o= FUE zZH= FGF19 WHolA] MLl Hla] Zad HCC S z2te FAE= M<E; FGF19, &
FGF19¢] ofm At 16 WA 20014 WGDPI(AMLEHZ 170) A Lol whs] 18w GQV, GDI, WGPI(MLEWHZ 171),
WGDPV(A g5 172), WGDI(AEW S 173), GDPI(AERE 174), GPI, WGQPI(AEWE 175), WGAPI(AEWH =
176), AGDPI(MEWHZ 177), WADPI(MLHZ 178), WGDAI(MEHZE 179), WGDPA(HEHE 180), WDPI(MEHZ
181), WGDI(M L Z 182), WGDP(HIHE 183) T FGDPI(H@H@ 184) & o] 3lE Zhi= FGF19 WolA
A m& o & @54 24 248 zhe JE= A9 FGR19, T FGF199 o}m:=Ak 16 WA 200 A]
WGDPI(AM W& 170) A gl whal X189 GQV, GDI, WGPI(ME®E 171), WGDPV(MEW S 172), WDI(AGH S
173), GDPI(MLEWZE 174), GPI, WGQPI(ME®WZ 175), WGAPI(M LW ZE 176), AGDPI(M LW E 177), WADPI(A
IHT 178), WGDAI(MEWZE 179), WGDPA(HEHE 180), WDPI(MEHZ 181), WGDI(HIWHE 182), WGDP(A
dW3F 183) T-& FGIPI(AMERE 184) T o= s 2Zhe FGF19 WolAl Mg Hlg] o e xd F7t 24
(& &9, g AL EffolagMgs, FdzdHE, ¥-HDL) == o & HL T7F 848 2t JE= AY;
2 FGF210 Hlaf o st AAWHE A S4& 2k JHE AE.

~

Bt} E3], ¥ 1 WA 10 € HEEZ0] 975 FGF19 2 FGF21 WolAl 2 39 <d 2 FGF19/FGF21 &34 2
ZlHlEHE obyel, F 1 WA 10 B ADEF d7d ADE59] s, Ad WolAl 3 WYdd JduE 39
sto] ® el FEHE= A2 7] @45 e AdES EFSt: 95a S 24dske HEHE A9
95k #d e AP 43e A3 HEE A E; FGFR4o| AFSEAL FGFRAS 431171 HE = Ad,
o Z 5w, FGFR4ol ek FGF19 Ad Fstwel AAsY art 2 Jsbeste] FGRR4o] ZAdtels FE =
A49; FGF197}F FGFRAS 431471 AT FAe ALY IRt 2 A% T GO R FGFRIE F4 317 HE
= AMd; dE EW, FGF199 vl dE-AE e °W} LS -2 Y HaATI= JEHE
Ad; 2 FGR21e vl &4 NkA AlE 1, 749 2(Slcla2) §3A S -2 HsAY SUHA7IE HE

Iy

M.
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[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

SSE0l 10-2724421

ol JMAIE uhel o], WolA= FGR212H-E 9] olu|ito @ sl e o9 N-ZT FGF19 o}u]=2to]
gy HolA S E3Fsto], FGR199] ek N-2oh Wda) 2/5s AFAE To3ig. Ay] dHolAls ZEA
& = ik

2 A4S TR ol i@ A4 TRRL 2 WlAE TFHN, FA7FsRAY AEME B
_]

O 54 FElelA, SFas At @48 7T B A SEFREE UEhiA donA feE o
A SpEIE S ZHs, FGR199] FZ(Loop)-8 A (R7] 127 ulAl 120 FEZ-8 99 FAsE o
deojdarhel g Wde] Bdel AAET. 71, FGF19 7] 127 WA 129 F2-8-99& TS Zle

u

)
Lo
i
X
o)
M
)
2
X

Fx-g JdL yuE g2 A7) (g2 5, F7] 125 WA 129)F xIEAY =

o]Fox = Ao Hogrt, AAld 8 E 9o YEl wle} o], FGF19 Tl 9ol thd R127L 2 P128E A

A 2 HCC Al tis A7) AeEA Feld axE Jehido. 84 9 E#@A%, RI27L 2 P128E

GF19 #o] J(elE &, ¥ 1 A 4, 9 & 109] Vel Fo] d D FZ)olA Leu(l)

GIn(Q) ] A& HCC A4S WAst=d 24 o 9nde a3E Jepdiieh.  wehbr], FGF19 $2-8 4
A= AAAQ, SAVEAY HE7FSE HC S B2AZIAY viAAZL = 7] wio] &

= 8 49 "ol opmmal xrlel dig M (S BEW, o] FHolA

L A
BN

o

)=}

ley]

fo > o fo

FE = 9 FE=RGAE G8) okl FXE WS o]&ste] Y dElE . HEE=E, dAHL
2 By RFEgdoz glstd WS o)gste dE F AoHAE EW, &3 [Caruthers (1980). Nucleic

Acids Res. Symp. Ser. 215; Horn (1980)]; 2 [Banga, A.K., Therapeutic Peptides and Proteins,
Formulation, Processing and Delivery Systems (1995) Technomic Publishing Co., Lancaster, PA] Z%).
HWE = e vt 2A-F 7|ES ol&ste] FdE 5 Jom(dE W, & [Roberge Science 269:202
(1995)1; [Merrifield, Methods Enzymol. 289:3 (1997)] 3z), A& @4L, odE W, ABI 431A HE = §
471(AZ] A (Perkin Elmer))& AFARe] A Aol whe} AREste] 2gd 4= Sk, = 3 = 2k =

=Y =

T 234 WS o]8std ¥4dE & drk. 34 7] 2 EEHEHE= WA= gl Bofoll a1 " th
kgt Zzt W WPHS o] &dle] FAE 4 Au(dE W, F3 [Organic Syntheses Collective Volumes,
Gilman, et al. (Eds) John Wiley & Sons, Inc., NY] #%). wWaw AE|=x= 343 Ay 9o o) A=

F (e 5, %3 [Belousov, Mucleic Acids Res. 25:3440 (1997)1; [Frenkel, Free Radic. Biol.
Med. 19:373 (1995)]; 2 [Blommers, Biochemistry 33:7886 (1994)] #=). FE= Md W], f=A], %3
9wy g LRI LEE-A) (F9-KF) EdRelad, dEbd 4ad, # PR 7|9 EdHe|f
I ZE WHES ol&ele] o|FolA = k. F9-AA EdWolf[Carter et al., Nucl. Acids Res.,
13:4331 (1986); Zoller et al., Nucl. Acids Res. 10:6487 (1987)], 7FHE ZEdWolf2[Wells et al.,
Gene 34:315 (1985)], Algt@ s Awl EAWolfutWells et al., Philos. Trans. R. Soc. London SerA
317:415 (1986)] 2 o2 7l&ES E29% DNAYl Fdste] fFEH= A, ®olAl, §3A 2 7lvg, ¥ 79
Hol, F=A, 23 2 HES op|E 4 .

AR EE AR REE ADE AF 242 TP Qo9 Puel oJs) Axd PE Sl 4] W
Mozt AEW WM, % SW, S92 P4, AT DA 1%, A BAe A £ mid v, 2
olge] xgtol XL, o= FAEAE kvt

AAE HEE AA(AE EW, E 1 UA 10 % AGEZ] GAR A9 AAMD, 4D WolA ¥ W
Ul Z3 B ouge PEE Ade w3 s $AS FAGES wgE S . B dyel gy
oF wrlle s WEE Mdo] AFHL. 7] B9 P Ad olulw-wy B BA-TY
o ¥7bg £ dvh. oF mvlale @ PES AGue] ixstu/sAG, %A oW R %/EE
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[0314]

[0315]

[0316]

[0317]

[0318]

doo Loz
> oo 10 H oo

il
A AA] DNA diell A=

Mt A28 T2 REHE T7 2 & 29, o &9, %A A9 pL, plac, ptrp, ptac(ptrp-lac
slolpgl= Za2RE) 2 HEHAEH WA TIRHE LT, TF AE AAEH TIREHE FAH
e F54 Z2RH(AE EY, duE)E I, EHFE AE A ZEEREE S0, RSV, & g
Zul vlo]Z 2 (BPY) 2 7]EF Hlolga LREYH, T ¥FEE AX AFCEZEH(AdE EW, HEZE LY
¢ IIA ZRRY; 94374 ZERE) e IH5E vlold225H(dE 59, oidmntoly~ $7] TR RE;
FEA v FEY vlelE s 71 g WA d) fFRE G4 ZR2REE XSt £E, dEZbfo|y s
AEo]l FAE= LS FH3 5 AEo =dstar A3 FdA7]7] 93 Ak

H o2 < sl dAE 9EE
xgreitt, 543% v-AE d2e obdlvtel s~ WE (W5 53] A 5,700,470 & B A 5,731,172 %), o}d]
w-dy WE (W3 53] A4 5,604,000 &), © dE2H 2 vlolala W (v £3] A 5,501,979 &), HER
Hlolg]~ WE (2 53] A 5,624,820 &, A 5,693,508 & 2 A 5,674,703 &), BPV HE(n]=E E3] A
5,719,054 %), MV ¥WE(v]= £3] A 5,561,063 %) 2 stEntolgix, ZEhmpolE s, =93 (Norwalk) HFo)
g 2 dEnelgia WE (S B, n= 535 A 6,013,516 & Fx)7F £FET. WEE fFAAES £
AXE F3ste] B Axo] dess NS LI (EA [Croyle et al., Gene Ther. 5:645 (1998)1;
[S.J. Henning, Adv. Drug Deliv. Rev. 17:341 (1997)], m= E3] A 5,821,235 & = A 6,110,456 Z).
271 WEE F B2 METE A2 Al SAHAY.

a8 ¥HE 44 9 fx4d Z2REE LFSH(AE 5, iF [Ausubel ef al., In: Current Protocols
in Molecular Biology, Vol. 2, Ch. 13, ed., Greene Publish. Assoc. & Wiley Interscience, 1988]; [Grant
et al. Methods in Enzymology, 153:516 (1987), eds. Wu & Grossmanl; [Bitter Methods in Enzymology,
152:673 (1987), eds. Berger & Kimmel, Acad. Press, N.Y.]; 2 [Strathern et al., The Molecular Biology
of the Yeast Saccharomyces (1982) eds. Cold Spring Harbor Press, Vols. I and II] 33). ADH X+ LEU2
oF & 744 AR TERE, T GALY 2 fiRA ZEREVE AREE 5 W3 [R. Rothstein In:

DNA Cloning, A Practical Approach, Vol.11, Ch. 3, ed. D.M. Glover, IRL Press, Wash., D.C., 1986]). <
& 54, e AxFS B8 o ik A9 a8 AAA U2 FEE X8k HWEHe el Eokel ¥
Afel grh. AR AF AAAMOE AFACR AU FelrRALEEI} we BAH e ¥y 2

(A= &9, <F 12 KbET} &) 2o AL&d.

e e = gk MY be s AlUbs wA(dE BY, WERZEEAGAD A Wds ATste A9 nt
7S FFE oA, HEHE e At 4 R SEEY] S8 A9 A dn. E=e, ey v
=, S5 AE gl FEE LS dustehs e Fheke Al 1 W FA-FAREEE Al 29 WY
of AL & gtk AE AIARE, 747} th-, hgprtt B aprtt AlEC] AREE 5 9l de S 2 A nlolY
Elrid 7)uAl fA A Wigler et al., Cell 11:223 (1977)], dte]Ed®-Fropd ¥ ¥ @B E W25 ehA

2 ol FATRAENAF A

O~

A A Szybalska et al., Proc. Natl. Acad. Sci. USA 48:2026 (1962)],
AR Lowy et al., Cell 22:817 (1980)]15 X3tsl}, ol& FAHAE &erh.  wd, IFoiiEd Yo,
HEEHANo|Eo| WAS FoI8}= dhfr[0'Hare et al., Proc. Natl. Acad. Sci. USA 78:1527 (1981)]; ®] =3
Eabo] YA S HoIdteE gpr FAAMulligan et al., Proc. Natl. Acad. Sci. USA 78:2072 (1981)]; o}w| =
ZZAE G-4189 WAS Foete vlentolal §- AR Colberre-Garapin et al., J. Mol. Biol. 150:1(1981)1;
FEufelal; A sfe]azmfolale]  UAHS  Host= stola@wlolxl  fF A H[Santerre et al., Gene
30:147(1984) ol digh Mel 7o g ARgdE & vk, E 0E AEAd fHERs AErt ERES g4l Qs
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[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

SSS0ol 10-2724421

< AH&3HA ske trpB; AlETE Sl~EY tiAl 8| ~ElES ARSSEA Sk hisD[Hartman et al., Proc. Natl.
Acad. Sci. USA 85:8047 (1988)]; 3 e=Ud ©7bsdeiAl AAA, 2-(He]ZFe2ue)-DL-2=4¥, DFMO
o YAE Hojsts opC(2YE 72 ekA]) [McConlogue (1987) In: Current Communications in Molecular
Biology, Cold Spring Harbor Laboratory|7} ¥ t}.

Hodtgo] wiaw | 2o veldl ulel & FGF19 2 /EE FGR219) WolA i F3hAE AAstsE Iddsy
), AA 2 AAY) 2 S5 NETF AFEY, o)A FGF19 9/%+ FGF219] ®WolA] X+
1= )|

AE(E) (A

A B2 FGF19 /= FGR219] WolA] = §FAS d3stels ditel o8 e woage
HE = M Bldhe FAAS AX B 5 AEe dd4er 2 Iy e IS dostete ks
EoRh. 3 BN, FRAR AE e S5 AEe 3 AXeln. T uE g, dEAR AE
T S5 Axs A Axolty. ude GHiolA, W3 Alxs a8 B ¥fee(dEs EY, d3, 94w
s) AlEelth

r{o

1o]4 ALgE whe} o], gL
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= g + FGF21¢] WolA| &= 19
W, FGF199] A% ®= d¥E EFebrinl FGR21e] Ay =
=®
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ez JAdeA 5, duos e =
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FE = Ade] 33, 53 AAY 2SS A v-AgH 14 AEEe A AEG Ax), 25 AxE, 49
AE 2 YEE NE7F 239 A YEHE] Al¥E FGR19 2/%+E FGR219] Wold] = 19 §-3H4/7) 9
MG (EE WolA]), d& EW, FGF199 A &= A5 XIsAY FGR219] dH Ev dF-E XT3k 719
2 AY= AMd F=4 AP EHD)ES AT F Avk. FFAIAIY] AT E b2 AExe 7] AE e
e gitsts £e us5Ad AXE, odF E¥W, g AT AEG AX), 25 AXE, AT AX E yEH A
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[0409]

[0410]

[0411]

[0412]

[0413]
[0414]
[0415]

[0416]

[0417]

[0418]

SSE0dl 10-2724421

10 WA 75, 10 WA] 100, 10 WA 150, 2 20 WA 40, 20 WA 50, 20 WA 75, 20 WA 100, 20 WA 150

4 A, 54 oA BAdA AgH. @ ot obvimit A71F eyl A% vl B4 opgolth,
obrwit @ o A4St 38R % HATA e e 2k

ekl Ala €Y
o271 Arg R)
ol~se 7l Asn )
of~ 3 EA} Asp m
Alzg 9l Cys «©)
ZFeAt Glu (E)
=TE Gln Q)
=24l Gly (@)
3|24l His €}0)
o] A F4l lle (D
F41 Leu @
gfo] 2l Lys (K
Hegey Met (D
Adaeid Phe €)
z=2d Pro (P)
A2 Ser (S
Efed Thr @V)
EfES Trp W
Bzl Tyr Q%)
s Val (V)
2 e dutdon w2 HYS 7iEsty] 8 SHHA AAqE AREste B A", 2 dEe 3
EH3] 54 A, oE W, B4 e As, W WA 9 231, TEEF 43, B4y B B2 A
AR e FEHos A E Y-S ¥3sich, i, B dye duybyon B wio] xFelA %= A
of a3l ol YRR FSXE, E dgol ulst FE ] 9k YHIEo] Eol| AAETE.
2 Ao g HAdES Vet addx Egsta, B wge] ol W HYdA] Hojux] gkm ohefst
FAo] o]Fojd & Y&& olald otk uwEhA, ]9 AAde A THYCd Ved B AES o AS)
7] 918k Aolm 2 wtio] HE Adst= Ao oYt
A Ao
AAld 1
OS2 2 o] Ao AFSE thefdst Wy 9 B S tig Aol
BE., db/db v}¢2E v AL P2l E8 = (The Jackson Laboratory)(‘j]% wlg vishy A REEH s
Sk, e FAE H12AZE B 2 1243 o T F7], ofF % 6:30 pm - 6:30 am), 2% (22+4 T)

9 FE(50%£20%) F3ste] Ho A Fel webA {FA = A P°*L E(LEZYolH FHF) AFEA
AEEP e 17 keal® AW, 23 keal® @ d 2 60 kcal® ©5steES iste Al# AR (S g E=
(Harlan Laboratories), ¥|= <dtjefubF dtjefub&e] 2~ AR, Irradiated 2018 Teklad Global 18% Protein
Rodent Diet)& FAgtoZ FFalirt. EE o7 A7E NM 55 &2 Y3 (NGM Institutional Animal
Care and Use Committee)ol] &3] <<% Att.

DNA & o=l g, <7t FGF19 WHolAlE ¢33}8= ORFY cDNA(ZEXE Aty A (Homo sapiens) FGF19, =
W =2ZW3E NM_005117.2). AF7] cDNAC] &) ¢33ty dala Mg (1w S=H3S NP_005108.1).

PCR. FGF19 ORFZ, <17k 2% X]Oi%‘—Ei AzE AZF DNA(DNA)E Abgste] EjwebA] 2 98- (PCR) A
o8 FEAZY. FA4(Phusion, SFAFE) -FA% DNA ZHetA S AFEdk= PR Aok 7|EE 77 9F
= wlo] e M (New England BloLabs)(F—530L, n 2 wjALEA =S A2 AADdA] FYEgTh. e =
olME AFg3IT: AW PCR Zdlolw: 5' (CCGACTAGTCACCatgcggagegggtgtgtgg(A M E 136), % «Hkg)
PCR ato]m: 5' ATAAGAATGCGGCOGCTTACTTCTCAAAGCTGGGACTCCTC(MQEWE 137). FE¥ DNA ¢S A3 &
Spe I & Not [(AlgtaA H-9&= 5' & 3' PR Zefo|w Zpzbol| e Qeh R dekst by, 3 g
2R AvkE AAV Aol fHxl e e} HFAFATE. W ALEE dWE= Aud v, 2 F29E dest A
" d

z =
o] AYAS 3 Fo Ak HAME Z2RE 5'9 oo 3" HHY g9 E & HHF 3=

T
(¢]
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[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

SSE0dl 10-2724421

gz olFold WA EE FRIAAG. WA TREL T

ATt

1z} Azt A EAA Cyp7al FA| 4. 12} QAF HAEES 100 M EAHEFE (A Lm}(Signa)) R 0.25 mg/ml
ntE A (MatriGel, SSZ4F)(NE t]71& dlo] @ Ao ] = (Becton Dickinson Biosciences))® HE=H €
©2=  E(Williams E)  ®HA(JIME=ZZ(Invitrogen)) ol Fehal I®€E®  ZFHEME  Uils
Ho] @ ALl AR Z) Aol F#loldstltt.  AIEE 37 TollA FGF19 T ®olA= 6 AZF &t A skivt.
Cyp7al &S A4 RT-PCR(E}WM(TagMan, S=4F3¥) ABI PRISM 7700, o{Zglo]= wlo] @ A]~®I=(Applied
Biosystems))& 3522 #7}alar GAPDH &l dis] ZT=3lA %o,

f
1
)
«

wekol] Wi ek whExde] Q14 E)

Cyp7al AAU A £4. 9 FH 3 db/db vF9-2~(A<E AW Y EY =)o) Ax=3F @ FGF19 %=+ FGF21
< 0.1 mg/kg, 1 mg/kg, & 10 mg/kgo2 E7) FASIL. SEES FAF 5AIEE vlFAIAY. S &
Astal E@]E(TRIzol, 543E) AF(AUER) FolA FASAZTE.  HA RNAE FF3F3L DNase(hH]&
(Ambion))Z X 2)dt T A2 RT-PCR £41& 4=33t3 GAPDH 2ol s FF3AH

?Q i

ARVl A AA. AAV293 H]E(Oﬂo]ﬂa‘z Bl I EE X ~(Agilent Technologies, W=+ ZAg LYol Ale} &
it A elA P5)E 109 A& Hjol HA Ix FAEA-IZ7A R (e A A2 o]E = (Mediatech,
Inc.), ®l= WAYolx ujur _/’azﬂ)gi 25" =93z HE o]z wlA(Dulbeco's Modification of
Eagle's Medium, DMEM, ®wltjEla 1z xeolE =, w5 B Uola w2 &A))o] wigalet. AEE Al 1
ol 50% WEE 150 mm AE wiF ZHo|E] FHlol®atar, Al 2] d}7]19] 37 Hepaw|=(ZH2F 20 pe/ &)
OJE)E ARG QA A WS o] &3t FAAAAZATE: AAV Hol At Fekav = plelper (5574
) ZYAE(do)dHUE BlAERA ) B AAV2/9 Z8 v =[Gao ef al., J. Virol. 78:6381 (2004)]. 9
Az 48 A Foll, AEE FHolEdA AL, 3000 x gollA dAFEAIA A sstal, 20 mM ET~
(Tris)(pH 8.5), 100 mM NaCl % 1 mM MgCl,& sl $FHol AAEA AT, dgAqs &¢F =efo] ofo]~

ol WEAZ T 37 T FxoA AR, W5 % dME FUE 33 ‘&%ﬂl; Wl Z 1} (Benzonase,

A% (A 2v-L =2 X (Signa-aldrich), "= PA T AJEFO|2 LADE 50 @9 /ml=2 H7bstar; oS

Y olEZ 0.25%2] HE vEE H7ISIAT. 37 TolA 30 & FobF vkt fﬁ 5000 x gollA 20 &<k 9
AEgste] M gAS ARG, AT vholg s YRE, o]l 7isH ubel #Zol[Zolotukhin S. et
al (1999) Gene Ther. 6:973], &A% QYA (A av-L=g]X], v=r vA T ARJIEF|2 24) &
ol g3teo] AHASIG Y. wlol 2~ AAS wutA® (Vivaspin, 55AE) 20(0MV Z 22 100,000 €&, A= %
2~ 2~y uvlo]QE| A (Sartorius Stedim Biotech), T2 vbyg &A1) AL&ste] HFA7]aL, 10% ZEA=
S XAdo]E-9kE A4 (PBS)ol AAEA 7], -80 ToA AAsATE. vlolg]x Alx HAFE 543517
A3, 2 weo] vpolg s AAAE 37 TolA 50 &9 /ml AFUA(EZFAE), 50 Ml E&J2=-HCI(pH 7.5), 10 mM
MgCl, 2 10 mM CaCl,E §H3t= €9 6 uwl oA 30 5t w3

CollA 20 E7F o] wjokslo] nlole A~ DNAS =) 3 A Z k. Blol#] 2 DNAZ u|Y DNeasy(S=A4H%) 1E ozl
(Qiagen), W= A EYolg walAo} LA R AHstaL, 40 we B2 EFAIATEH. wlolyH 2 Ax GC)
= A"H PRE AHg3st 435kt

%

7 Fo), 2 mg/mle] ZEEHO|A K, 0.5% SDS 2 25 mM EDTAZS 3Hfale &0 15 wE H7bsta, E3FES 55
= (7
A (

dlolelz Aol e PR WlEAR (C/miZA HAFAT. vlolels A% &(200 p0) We] AW FAl] o
8 mhg2ol Agaoly.

DATGEHCC) B4, F AR db/db vHS22PE MV FAh 24 F Fol FAsGT. HC A5 WolAl-
F9 vz RE Y A4 ke B Ao HC A9 £8 ob¥P FGFI-FY rhyaznEe HC dhe Su
the gro® Z1=san.

A FGF19/FGF21/¥0)A] =2 T #4]. vk g dHo=2RE A (eF 50 w/vh9-22)S g =
SH(BD F#o] olgx FFolZ Z(BD Clay Adams SurePrep, S=4%), W= ﬂﬂé A= o, vz wHAd
e 2z 2A) Yl FASAY. FEE S EA3 (Autocrit, S3ARE) = 0 Ul
T A9y, v fEZHEF 20Ts AADCdA IHAIA EF 2 A Mx

FGF21 & WolA =& &

il m{o
%
[am}
=
L
&
%
i)
i

—E-FJ sH3iTt. % J% FGF19,
EIA 7] E(H}o] Wl (Biovendor ))& AZARS] A Aldl we} ARE-3lo] F73130H.

rlo
N
S

FGFR4 2% € &4 B4, A4 ELISA(AS) % ERK ¥x~¥ sl B4 AAE Az duds Agste] &
g3t 4= 9lt}. FGFR A3 242 a4 ELISAS AME3te] 431t 4= Qlth. EFsiAl, 969 ZEolES 2 ug
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[0428]

[0429]

[0430]

[0431]

[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

SSE0l 10-2724421

/ml &-hFc A2 FYstaL, 1 pg/ml FGFR1-hFc R FGFR4-hFcot &7 wieker <= vk, 1 ug/ml 7H&A B-
S2E 9 20 pg/ml A EASFANA FGF199 tigh A3t ¥ e d3l &-FGF19 A (0.2 ug/mL)oll o]ojA],
Z~EREHH|I-HIRP wWiF(100 ng/mL)ol oJ&) A= + Uvh. FGFR4 S 3t 29 9-, Hep3B A|EE 37 Tol
2] FGF19 WolAZ 10 #&t A3 &, A 8321712 Al2=-Hlo] 2 (Cis-Bio) oA FdH oz AHdsl= 71E
& AREShe] ERK £AZ-S}e] dis) 24 4 gl

Al ;\] Oﬂ] 2

wglo] vhehdl uhsh ge FGF19 WelAZh cypral WAL olAsH=AE HAsy] slsl, k¥ FGFL9el o)
cyp7al WA A T HEl Fol Fo SYRAT. For21el Gt A PHOoR Pran

vEStAl, Al 0¥, db/db vHg-2=oll AEZF FGF19(0.1 mg/kg; 1 mg/kg; 10 mg/kg) HE+ AE2F FGF21(0.1

mg/kg; 1 mg/kg; 10 mg/kg)= HAW Folapdivk. Fof 5 Axb Foll, k& 78kal, RNAS FFdkaL, FE3)
iz o2 GADPHE AR&sho]l AAIZE PCR(QPCR) N ]3] cyp7al &S SAskdth. vh¢29] Z; el A, nd 3
olaL, th¥gk FGF19 2 FGF21 skl gk cyp7al & S PBS HISlE Wlxws Fold vk Hluskgl

=

T 10 ekt mRel o], FGR19%E cyp7al ©ES FE-o&A Wloz A3 dAaAHY. FGR219 Fol=
cyp7al L& 7FAE oot A| W, &3 FGF19914 #=d AR WulshA o wokt.

7k 12} ZFAIEN A cyp7al L&) Wik WolA M709] &3S FGF199] &3o} Hlwelgict. = 2¢] YEhd 1)
o} 7ro], WolAl M70S cyp7al AL FGF190] FA el o= A5k,

AN 3
e THMS ol&sto], 12k AE A ENM] cyprale] AIE Yol FGF19 WolAlel die] St
% 3 WA = 5ol v nhe} o], o] WelA(dE EW, M1, M2 §)7F Ae cyp7al oAE WERHGIT.

gk 45 L o2 FGF19 WHeolAlel a3E Hr7bshr] ¢, WelAES Adr-Aed vz

12} €1z ZEAIE) = AW B2 (db/db vF§-2moll A dlE Fo]) S o] 8513
(ICs ¥ Cyp7al(%))E YERHATE. H7be diF-&9 FGF19 Wol A7} Cyp7al-
o] WHolA(dE 5, M0, M96, M98, M5 E M32)E= ¢ o]AF Cyp7als A|HX

Cyp7al 9Al A4S H {3k FGF19E, HCCY F%E ob7|shA] &a @54 dAtE 2dsta/sAYy g54t &
d As(dE 9, 952 AA 2 A 954 ) S A 8eed §88 = dE HolHgE Felsty] ¢
) A3 HCC B4 (Ee g8 HE3 24 £ )M o H71g 4= . EHES HC B4 Hrie
Ho| A Sol 3t tlo]E S b,

/\1;\] Oﬂ] 4

o
oIl db/db vHFolM HCC Al S8 S Fe], WS Ad ks FFFA Aol 4H g
g vehdc,

tee AR F7h @4 2 FFFA0l ga) B9 257le) E OE Wl A=E HolHE ok ol
gl ) :
d

1~

e Aold wolA| HE=
"ISG" obul At )

=
=
w,

PHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVYRSEKHRLPVSLSSAKQRQL
YKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A B 5. 188) .

3, BAMCE o A FUHE op|skA @2 WolAl JE=5E st F 7/ HC BAES
] dtt. gxHoz EAHOR FoH2 AA Z7tE ofygk RE WolA FE =S (F 17)S by
2ol A HCC BAE B3 of7lskglnt. A7) delel= Ad S7F @43} HCC A/ Abolell 73k A2 a7t

AeS AAbET. mEbs, AR S7F @44 FEA HCC el AE g/ AS5uss Ahed 5 QU

db/db PF5-2=o X F7HE E 0131ﬂ*11ﬂ5 9 FH2HELS HC AT A4 Fo] e Aoz BRAT(AE
W3 99, 5 2 74 YR 81 =),
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[0443]
[0444]

[0445]

[0446]
[0447]

[0448]

[0449]
[0450]

[0451]

[0452]

[0453]

[0454]

N-Ze el AdHs 0] Al | AR (60
s | =71 | AA
FGF19 | RPLAFSDAGPHVHYGWGDPI 99(aa 1 WA 20) | RLRHLYTSG | 185 + +
FGF21 | HPIPDSSPLLQ--FGGQV 100Caa 1 W= 16) | RORYLYTDD | 186 - -
M5 R-HPIPDSSPLLQ--FGGQV 5(aa 1 WA 17) RLRHLYTSG | 185 - -
M74 R DAGPHVHYGWGDPT 74(aa 1 WA 15) | RLRHLYTSG | 185 + +
M75 R VHYGWGDPI 75(aa 1 WA 10) RLRHLYTSG 185 - -
M76 R GDPI | 76(aa 1 WA 5) RLRHLYTSG | 185 = s
M77 IR . 77(aa 1) RLRHLYTSG | 185 - -
M78 R AGPHVHYGWGDP1 78(aa 1 WA 14) | RLRHLYTSG | 185 + +
M79 R GPHVHYGWGDPI 79(aa 1 WA 13) RLRHLYTSG 185 + +
M80 R PHVHYGWGDPI 80(aa 1 WA 12) | RLRHLYTSG | 185 - —~
MS1 R HVHYGWGDP 1 81(aa 1 WA 11) | RLRHLYTSG | 185 - -
[% 2]
db/db P}9-220A Z7kE Efol2ME = ¢ FuE2EH S HC AT 44 gl e A
M09, 100 B 82 WX 98 F=x).
N-2het =v el AEdE 0] A4 A4 HCC
we | S | A4
FGF19 | RPLAFSDAGPHVHYGWGDPI 99(aa 1 WA 20) RLRHLYTSG 185 + +
FGF21 | HPIPDSSPLLQ--FGGQV 100¢aa 1 WA 16) RQRYLYTDD 186 - -
Mg2 RPLAFSAAGPHVHYGWGDPI 82(aa 1 WA 20) RLRHLYTSG 185 + +
83 RPLAFSDAAPHVHYGWGDPI 83(aa 1 WA 20) RLRHLYTSG 185 s +/-
g4 RPLAFSDAGAHVHYGWGDPI 84(aa 1 WA 20) RLROLYTSG 185 +/- t/-
M85 RPLAFSDAGPHVHYGAGDPI 85(aa 1 WA 20) RLRHLYTSG 185 - -
86 RPLAFSDAGPHVHYGWGAPI 86(aa 1 WA 20) RLRHLYTSG 185 + +
Mg7 RPLAFSDAGPHVHYGWGDAT 87(aa 1 WA 20) RLRHLYTSG 185 + +
[% 3]
db/dp vH3-2=el A F7HE EdtelFHAE W FelsElEe HC AT A grie] ol A
HE 99, 100 2 88 WA 98 F=x).
N-2heh =) ¢l 519 Az A4 HCC
=1 A
FGF19 RPLAFSDAGPHYHYGWGDPI RLRHLYTSG 99 (aa 1 WA + +
29)
FGF21 HPIPDSSPLLQ--FGGQV RQRYLYTDD 100 (aa 1 WA - -
25)
H31A/S141A(M88) FGF19 + +
H31A/H1424(M89) FGF19 + +
K127A/R129A(M90) FGF19 + +
K127A/S141A(M91) FGF19 + +
K127A/H142A(M92) FGF19 + +
R129A/S141A(M93) FGF19 + +
S141A/H142A(M94) FGF19 + +
K127A/H142A(M95) FGF19 + +
K127A/R129A/S141A(M9I6) FGF19 + +
K127A/R129A/H142A(M97) FGF19 + +
K127A/R129A/S141A/H142A(MO8) FGF19 + +

M88(H31A/S141A):

o

o

5

10-2724421

2 RA(MY

¢

2 Bolt(H4E

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPAGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLAHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ &

83)

M89(H31A/H142A) :

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPAGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSAFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ &

89)

MO0 (K127A/R129A)
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[0455]

[0456]

[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

SSE0dl 10-2724421

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAAQAQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A & ¥ .
90)

MO1(K127A/S141A):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAAQRQLYKNRGFLPLAHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A & ¥ .
91)

M92(K127A/H1427):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAAQRQLYKNRGFLPLSAFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A & ¥ .
92)

MI3(R129A/S141A):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQAQLYKNRGFLPLAHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ .
93)

M94(S141A/H142A):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLAAFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4 & ¥ .
94)

M95(K127A/H142A) :

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAAQRQLYKNRGFLPLSAFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4 & ¥ 5.
95)

M96(K127A/R129A/S141A):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAAQAQLYKNRGFLPLAHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ &
96)

M97(K127A/R129A/H142A) :

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAAQAQLYKNRGFLPLSAFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A4gd
3 97)

M98 (K127A/R129A/S141A/H142A):

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAAQAQLYKNRGFLPLAAFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (4] & ¥ &
98)

AAle] 5
Oe& FFAS Ak &4 85 A SV 2400 te BAE E 9E FGR19 WAl FE =S deolHE aof
g Aol

I 4 M5 WA M0oZ e, 35709 E TFE FGF19 WolAEe] HAEE "Fo] Ad"S oAEta Qrt. A
dA g WolA AEPEEL C-Lw YA, o Sd, Fo] AF9 "ISG" ojul At 7| thSe FGF19 -2t
MES zhet):

PHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVYRSEKHRLPVSLSSAKQRQL
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[0476]

[0477]

[0478]

[0479]
[0480]

[0481]

[0482]

YKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A B % 188).

dlo]ElE= WolA M6, M7, M8, M38 = M397} db/db w}-$-2~oll A

A4 37t BA9 A 542 He BN nelEd,

=
=53

2~

SSE0dl 10-2724421

At B4 9 FARCE folHo] o

[¥ 4]
F7he] wolAl Bl N-at mrQle] A AL AME 99, 100, R 5 WiH 40 =)
N-get vl N-ghet XmnQle] 0] ME | 25322 | AR
MNAHT s A & 27t
FGF19 | RPLAFSDAGPHVHYGWGDPI 99 (aa 1 WA 20) RLRHLYTSG 185 + +
FGF21 | -HPIPDSSPLLQ--FGGQV 100 (aa 1 WA 16) | RQRYLYTDD 186 + ~
M5 RHPIPDSSPLLQ--FGGQV 5 (aa 1 WA 17) RLRHLYTSG 185 + -
M6 R--—-DSSPLLQ--FGGQV 6 (aa 1 WA 18) RLRHLYTSG 185 + -
M7 RPLAFSDSSPLLQ--FGGQV 7 (aa 1 WA 18) RLRHLYTSG 185 + -
M8 R-HPIPDSSPLLQ--WGDPI 8 (aa 1 WA 17) RLRHLYTSG 185 + -
M9 R-HPIPDSSPLLQFGWGDP1 9 (aa 1 WA 19) RLRHLYTSG 185 + +
M10 R-HPIPDSSPHVHYGWGDPI 10 (aa 1 WA 19) RLRHLYTSG 185 - +
M11 RPLAFSDAGPLLQ--WGDPI 11 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M12 RPLAFSDAGPLLQFGWGDPT 12 (aa 1 WA 20) RLRHLYTSG 185 - +
M13 RPLAFSDAGPLLQ--FGGQV 13 (aa 1 WA 18) RLRHLYTSG 185 -
M14 R-HPIPDSSPHVHYG—-GQV 14 (aa 1 WA 17) RLRHLYTSG 185 - -
M15 RPLAFSDAGPHVHYG--GQV 15 (aa 1 WA 18) RLRHLYTSG 185 + +
M16 RPLAFSDAGPHVH--WGDPI 16 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M17 RPLAFSDAGPHV-—-GWGDPI 17 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M18 RPLAFSDAGPH--YGWGDPI 18 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M19 RPLAFSDAGP-V-YGWGDPI 19 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M20 RPLAFSDAGP-VH-GWGDPI 20 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M21 RPLAFSDAGP-VHY-WGDPI 21 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M22 RPLAFSDAGPHVH-GWGDPI 22 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M23 RPLAFSDAGPH-H-GWGDPI 23 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M24 RPLAFSDAGPH-HY-WGDPI 24 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M25 RPLAFSDAGPHV-Y-WGDPI 25 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M26 RPLAFSDSSPLVH--WGDPI 26 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M27 RPLAFSDSSPHVH--WGDPI 27 (aa 1 WA 18) RLRHLYTSG 185 N/D N/D
M28 RPLAFSDAPHV--—-%GDP1 28 (aa 1 WA 16) RLRHLYTSG 185 N/D N/D
M29 RPLAFSDAGPHVHY-WGDPI 29 (aa 1 WA 19) RLRHLYTSG 185 N/D N/D
M30 RPLAFSDAGPHVHYAWGDPI 30 (aa 1 WA 20) RLRHLYTSG 185 N/D N/D
M31 R-HPTPDSSPLLQ--FGAQV 31 (aa 1 WA 17) RLRHLYTSG 185 +/- ~
M32 R-HPIPDSSPLLQ--FGIYQV | 32 (aa 1 WA 18) RLRHLYTSG 185 - -
M33 R-HPIPDSSPLLQ--FGGQV 33 (aa 1 WA 17) RLRHLYTSG 185 - -
M34 R-HPIPDSSPLLQ--FGGAV 34 (aa 1 WA 17) RLRHLYTSG 185 +/- -
M35 R-HPIPDSSPLLQ--FGGEV 35 (aa 1 WA 17) RLRHLYTSG 185 +/- +/-
M36 R-HPIPDSSPLLQ--FGGQV 36 (aa 1 WA 17) RLRHLYTSG 185 v A £
M37 R-HPIPDSSPLLQ--FGGUA 37 (aa 1 WA 17) RLRHLYTSG 185 - -
M38 R-HPIPDSSPLLQ--FGGQT 38 (aa 1 WA 17) RLRHLYTSG 185 + =
M39 R-HPIPDSSPLLQ--FGGQT 39 (aa 1 WA 17) RLRHLYTSG 185 + -
M40 R-HPIPDSSPLLQFGWGQP 40 (aa 1 WA 16) RLRHLYTSG 185 - +
[¥ 4a]
(A¥g¥= 99, 100, 5, 9, 8, 12, 10, 13, 15, 14, 43, 6 2 7 F=x)
N-Zek el o) AEiE 25322 | AF HCC
A 5l =71 | AA
FGF19 | RPLAFSDAGPHVHYGWGDPT RLRHLYTSG | 99 (aa 1 W1A] 29) + + +
FGF21 HPIPDSSPLLO--FGGQV RORYLYTDD | 100 (aa 1 WA 25) + ~ -
M5 R-HPTPDSSPLLQ--FGGOV RLRHLYTSG | 5 (aa 1 WA 26) + - -
M9 R-HPIPDSSPLLOFGWGDPT RLRHLYTSG | 9 (aa 1 WA 28) + + +
M8 R-HPIPDSSPLLO--WGDPI RLRHLYTSG | 8 (aa 1 U]A 26) + + +
M12 RPLAFSDAGPLLOFGWGDPT RLRHLYTSG | 12 (aa 1 WA 29) - + +
M10 R-HPTPDSSPHVHYGWGDPT RLRHLYTSG | 10 (aa 1 WA 28) - + +
M13 RPLAFSDAGPLLQ--FGGQV RLRHLYTSG | 13 (aa 1 WA 27) - + +
M15 RPLAFSDAGPHVHYG--GQV RLRHLYTSG | 15 (aa 1 WA 27) - - +/-
M14 R-HPIPDSSPHVHYG--GOV RLRHLYTSG | 14 (aa 1 WA 26) = ~ +/~
M43 RPLAFSDAGPHVHYG-GD-1 RLRHLYTSG | 43 (aa 1 WA 27) + - A
M6 R———- DSSPLLO--FGGQV RLRHLYTSG | 6 (aa 1 WA 22) + - -
M7 RPLAFSDSSPLLO--FGGOV RLRHLYTSG | 7 (aa 1 U]A 27) - - -
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[0483]

[0484]

[0485]
[0486]

[0487]

[0488]
[0489]
[0490]
[0491]
[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

s==4

10-2724421

[ 4b]
(AEWz 99, 5 2 31 WA 40 #=x)
N-Ze Ewel 9] A s =532 | AA HCC
A &} =71 | A
FGF19 | RPLARSDAGPIVHYGWGDPT RLRHLYTSG | 99 (aa 1 ulA] 29) + + +
FGF21 HPTPDSSPLLO--FGGQV RQRYLYTDD 100 (aa 1 WA 25) + - -
M5 R-HPIPDSSPLLO--FGGQV RLRHLYTSG | 5 (aa 1 WA 26) + ~ -
M31 R-HPTPDSSPLLQ--FGAQV RLRHLYTSG 31 (aa 1 WA 26) + - +
M32 R-HPIPDSSPLLQ--FGDQV RLRHLYTSG 32 (aa 1 WA 26) + - -
M33 R-HPIPDSSPLLO--FGPQV RLRHLYTSG | 33 (aa 1 1A 26) - - +
M34 R-HPTPDSSPLLO--FGGAV RLRHLYTSG 34 (aa 1 WA 26) - - +
M35 | R-IPIPDSSPLLO-—-FGGEV RLRHLYTSG | 35 (aa 1 WA 26) - - +
M36 R-HPTPDSSPLLQ--FGGNV RLRHLYTSG 36 (aa 1 WA 26) + - Hjf—
M37 | R-IPIPDSSPLLO-——FGGQA RLRHLYTSG | 37 (aa 1 WA 26) - ~ +
38 R-HPIPDSSPLLO--FGGQI RLRHLYTSG | 38 (aa 1 WA 26) ~ ~ +
M39 R-HPIPDSSPLLO--FGGQT RLRHLYTSG 39 (aa 1 WA 26) - +
M40 | R-HPIPDSSPLLOFGWGQPV RLRHLYTSG | 40 (aa 1 WA 28) - +
[Z 4c]
(¥ =z 99, 100, 5, 52, 54 WA 68, 4, 69, 70 % 53 FH=x)
N-Zek =9l 0] Aai s FFas | AF Hce
A &t =71 | AA
FGF19 | RPLAFSDAGPHVHYGWGDPT RLRHLYTSG | 99 (aa 1 1A 29) + + +
FGF21 HPIPDSSPLLQ--FGGQYV RQRYLYTDD | 100 (aa 1 WA 25) + - -
M5 R-HPIPDSSPLLQ--FGGQV RLRHLYTSG 5 (aa 1 WA 26) + - -
M52 R—— DSSPLLQ-—-WGDPT RLRHLYTSG | 52 (aa 1 Wl#] 22) + + -
M54 RPLAFSDAGPLLQ--WGDPI RLRHLYTSG | 54 (aa 1 1A 27) - + +
M55 RPLAFSDAGPH--YGWGDPI RLRHLYTSG 55 (aa 1 WA 27) - + +
M56 RPLAFSDAGP-V-YGWGDPI RLRHLYTSG | 56 (aa 1 WA| 27) - + +
M57 RPLAFSDAGP-VT-GWGDPI RLRHLYTSG | 57 (aa 1 1A 27) - + +
M58 RPLAFSDAGP-VHY-WGDPI RLRHLYTSG 58 (aa 1 WA 27) £ + +
M59 RPLAFSDAGPH-H-GWGDPI RLRHLYTSG 59 (aa 1 WA 27) - + +
M60 RPLAFSDAGPH-TIY-WGDPI RLRHLYTSG | 60 (aa 1 WA| 27) - + +
M61 RPLAFSDAGPHV--GWGDPI RLRHLYTSG | 61 (aa 1 A 27) - + +
M62 RPLAFSDAGPHV-Y-WGDPI RLRHLYTSG 62 (aa 1 WA 27) = + #F
M63 RPLAFSDAGPHVII--WGDPI RLRHLYTSG | 63 (aa 1 WA 27) + + +
M64 RPLAFSDSSPLVII--WGDPI RLRHLYTSG | 64 (aa 1 1A 27) + + +
M65 RPLAFSDSSPHVH--WGDPI RLRHLYTSG 65 (aa 1 WA 27) - + +
M66 RPLAFSDAGPHLQ--WGDPI RLRHLYTSG | 66 (aa 1 WA 27) + + +
M67 RPLAFSDAGPHV-—-WGDPI RLRHLYTSG | 67 (aa 1 1A 26) - - +/-
M68 RPLAFSDAGPHVHY-WGDPI RLRHLYTSG 68 (aa 1 WA 28) - + -
M4 RPLAFSDAGPHVHYAWGDPI RLRHLYTSG 4 (aa 1 WA 29) + + +
M69 I DSSPLVHYGWGDPT RLRHLYTSG | 69 (aa 1-24) + n =
M70 MR-—--DSSPLVIYGWGDPT RLRHLYTSG | 70 (aa 1 1A 25) + + -
M53 || a—— DSSPLLO—-WGDPI RLRHLYTSG 192 (aa 1 WA 22) + + -
¥ 5% I U2 WolAlEe FEL MES oAsta Q).
[Z 5]

o

F7ke] wolAl(MEME 41, 42 2 44 A 46)

M41:

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS (A G & 41)

M42:

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEETRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS (A B & 42)

M44:

RPLAFSDAGPHVHYGWGDP IRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFREL
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[0498]

[0499]

[0500]

[0501]

[0502]

[0503]
[0504]
[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]
[0514]

[0515]

[0516]
[0517]

[0518]

SSE0l 10-2724421

LLEDGYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS (A B & 44)
M45:

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (A & ¥ 5.
45)

M46:

RPLAFSDAGPHVHYGWGDP IRQRYLYTDDAQQTEAHLE IREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFREL
LLEDGYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYASPMVPEEPEDLRGHLESDMEF
SSPLETDSMDPFGLVTGLEAVRSPSFEK (X 1 5. 46)

¥ 62 M1, M2 2 M69= ERA 3709 FGF19 WolA &2 #HE
H ol A

iy

o] A

= MEE A Aolvk.  HolE= A7) 3719
ol db/db v}-Zol M SFAA Ast 2o niEAd SA4S 7S WusH Bolen. 7] 3719
2 db/db vF-2ol A AEE SIS AR BRIt

F7te] WolA(MEiE 1, 2 % 69)
M1:

RPLAFSDASPHVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (4 G ¥ &
1 == 139)

M2:

RPLAFSDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLR IRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (4] G ¥ &
2 T 140)

M69:

RDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRPD
GYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK (A ¥ & 69)

/\1}\] oql 6

& FGR197F Aol-f+ie/d mIvt w2 81 ob/ob vh-20 A AlF

sl S #AaANZIAL, db/db vFFZol A 7F Fo
AR g4 2 ATS ARATIE RS BAFE HolHE 8okt Aol
[E 7]

FGF19% Ao|-F%A vlY w92 D op/ob wl§-2=oA AFE TAERANGH(AMNEES AEHE 999 aa 1 WA
20 @ AN EWH3E 1009 aa 1 WA 25 ZHzto] AR2-3kch)

N-2 Q) 0] DIOoH A] ob/obdl |

AlE A AlF A
FGF19 | RPLAFSDAGPHVHYGWGDPI — RLRHLYTSG + +
FGF21 HPTPDSSPLLQ--FGGQV_ RQRYLYTDD i L5

[

db/db v}5-220ll A FGF19, FGF21 2 A8ld wolAle A 15 A dAdA(dE 4, AEHsE 99,
100, 5, 6, 32, 52 2 69 F=x)

=]

8]
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[0519]
[0520]
[0521]

[0522]

[0523]

[0524]

[0525]

SSE0dl 10-2724421

N-2e = el 10 Aaw s Ed ) A
A

FGF19 | RPLAFSDAGPHVHYGWGDPT RLRHLYTSG 99 (aa 1 WA 29) + =7t
FGF21 HPTPDSSPLLO--FGGQV RQRYLYTDD 100 (aa 1 WA 25) = DA
M5 R-HPIPDSSPLLQ--FGGQV RLRHLYTSG 5 (aa 1 WA 26) - il
M6 R————- DSSPLLQ--FGGQV_RLRHLYTSG 6 (aa 1 WA 22) - A
M32 R-HPTPDSSPLLQO--FGDQV RLRHLYTSG 32 (aa 1 YA 26) = A
M52 R————- DSSPLLQ--WGDPI RLRHLYTSG 52 (aa 1 WA 22) - o
M69 R————- DSSPLVHYGWGDPI RLRHLYTSG 69 (aa 1-24) = =7t

A];\]oql 7
& WolA M5 2 WolA| M69 FE =V WIS AARARE BT Ao,
k-9~ (ob/ob)oN Al M5(0.1 2 1 mg/kg, s.c.) %=X FGF19(1 mg/kg, s.c.), Tx WolA M69(0.1 2 1 mg/kg,
s.c.) T FGF19(1 mg/kg, s.c)E FH(FI2)8Att. 9 S FYU3IL 2, 4, 7 Z 24 AT SA
=
=

sholth. WolAl M5 R WolA] Me9e] A¥= oFAE FGF19¢F AN FF 32~ Ast &¥E YehldtH(dlolH
LERHA %),

A];\]oql 8

W AAdE o HelA ZHREHE, 2 FFaA Ash, Ad z2a spebrE 9 HCC Al digh WolAE
BHE Egste] 1o SAHZ SAES Yekyg

53], & 9= WolA (MG 5), M6(AEHSE 6) F Mo(AdHs 50)0l dis] F58 vlo]gE N2y
Arg(R) AA& zb= Agshs WolAl ZeE = (22 M4, M145, 3L M46o.2 vebdl)el thal =5 HolH
ob wlargkek,  ZF wolAel] i) vy 54 AME mHQlwre] A He] vk N-Ed mHQl, o] B AE
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[0526] [ 9]
N-Zet =l o A|E-8/F328/ =5 | A5 | HDL Eg | HCC
AE-9 99 2| | B oF | BA
A &f 2] Al
=
=7k
FGF19 | RPLAFSDAGPHVHYGWGDPI | RLRHLYTSG //EEIRPDGYNVY// + = + + +
(g s 999 (Aaw (Mg s 999
aa 1 WA 20) & 999 aa 102 WA
aa 21 Y 112)
A 29)
FGF21 | HPIPDSSPLLQ--FGGQV RQRYLYTDD //ELLLEDGYNVY// + + - - -
(AEiE 1009 (g (Agds 1009
aa 1 WA 20) = 1009 aa 97 WA 107)
aa 21 Y
A 29)
M5 R-HPIPDSSPLLQ--FGGQV | RLRHLYTSG //EEIRPDGYNVY// + - - - -
(MEgwz 59 (A ad (MEdlz 59
aa 1 WA 17) % 59 aa 99-109)
aa 18 U
A 26)
M6 R-———— DSSPLLQ—-FGGQV | RLRHLYTSG //EEIRPDGYNVY// + - - - -
(MEdz 69 (Mg (M= 69
aa 1 YA 14) 3 69 aa 95 YA 105)
aa 15 U
A 23)
M50 R-HPIPDSSPLLQ—-FGDQV | RLRHLYTSG //EEIRPDGYNVY// + + - - -
(¥ s 509 (Meas (A9 z 509
aa 1 WA 17) % 509] aa 99 WA 109)
aa 18
A 26)
M144 ——HPIPDSSPLLQ--FGGQV | RLRHLYTSG //EEIRPDGYNVY// + - - - -
(MEWlz 59 (AMas (MEdwlz 59
aa 2 WA 17) T 59 aa 99 WA 109)
aa 18 U
A 26)
M145 | ——- DSSPLLQ--GGQV RLRHLYTSG //EEIRPDGYNVY// + - - - -
(A4 s 69 (A4 (AEdHz 69
aa 2 WA 14) & 69 aa 95 WA 105)
aa 15 U
A 23)
M146 —-HPIPDSSPLLQ--FGDQV | RLRHLYTSG //EEIRPDGYNVY// * * = = —
(FEiE 509 (Mg (A z 509
aa 2 WA 17) < 509 aa 99 WA 109)
aa 18 Y
[0527] A 26)
[0528] 99 dHlolElrt AlAFERLe], N-Te Arg(R)9] AAME %32 A, AT Ua, L 2 Ege]=gAgs 5
7F, 2 HCC A3Adel 2 J&s v XA et

[0529] AA] 9
[0530]

e

A= FGR199] X 8 gl op|aat M-S zh= o] WolA =52 AT, 54 o setvE
SLHCC A7dell Wk wolAlEe] e 9 vehilnt

bl

[0531] 109] ©lolEl&= M3, MI139, M140, M141 2 M160o = bl ®WolAl ZPe|=¢} AAATE. M3 that ofm| =

H
AL 2o 2 oA YJERNSAL, M139, M140, M141 2 M160o] thdt o}u] -2k gL vy} 7o)

-

[0532] RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M139) (A1
dHE 193);

[0533] RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EIREDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M140) (A
9T 194);
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[0534]

[0535]

[0536]

[0537]

[0538]
[0539]

[0540]

SE 53 10-2724421
RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEE
EILCDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M141) (A
9T 195);

RPLAFSDAGPHVHYGWGDP IRQRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE TKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK (M160) (A1
dHE 196).

A7 AFst WolAE Azt vE] tSe AE ZujdETe] ¥ 109 EAFHY ok N-gE Zdd, Zo H
AE-8/FI-8/ANE-9 4. FX 8 Y9E P 54 ofvidl WEE RuHor FAA §AHA
e W, FGR19 7] 127 WX 129 Eo FZ-8 gA& FAsE Aoz Hojdr.
[# 10]
N-ghek o) o) 0] 2% | A% | HOL | Edo] | HCC
S| | F7H| 294 | BA
11 o]— ﬂE
=71
FGF | RPLAFSDAGPHVHYGWGDPI | RLRHLYISG | //EEIRPDGYNVY// | + = + + +
19 (AEWs 999 (M (A EH T 999
aa 1 WA 20) & 999 aa 102 WA
aa 21 U 112)
A 29)
FGF | HPIPDSSPLLQ-FGGQV RQRYLYTDD //ELLLEDGYNVY// + + - - -
21 (HE¥E 1002 (Aaw (M EHE 1002
aa 1 WA 20) & 1009 aa 97 WA 107)
aa 21 Y
A 29)
M3 RPLAFSDAGPHVHYGWGDPI | RLRHLYTSG | //EEILEDGYNVY// | + + + # +/=
(a3 39 (A g (a3 39
aa 1 YA 20) < 39 aa 102 U)A
aa 21 Y 112)
A 29)
M139 | RPLAFSDAGPHVHYGWGDPI | RLRHLYTSG | //EEILPDGYNVY// | + - + + +
(AdW s 193¢ (Aau (s 193]
aa 1 WA 20) & 1939] aa 102 WA
aa 21 U 112)
A 29)
M140 | RPLAFSDAGPHVHYGWGDPI | RLRHLYTSG | //EEIREDGYNVY// | + + + + +/-
(A 51949 (Mg (Mg 1949
aa 1 WA 20) T 1949 aa 102 WA
aa 21 4 112)
A 29)
M141 | RPLAFSDAGPHVHYGWGDPI | RLRHLYTSG | //EEILCDGYNVY// | + - + + +
(AEm s 1959 (A ad (s 1959
aa 1 WA 20) & 1959 aa 102 WA
aa 21 4 112)
A 29)
M160 | RPLAFSDAGPHVHYGWGDPI | RQRHLYTSG | //EEILEDGYNVY// | + + + + —
(AN EW s 1962 (H4ad (A EHT 1969
aa 1 U]# 20) % 1969 | aa 102 WA
aa 21 W 112)
A 29)
¥ 1091 #3ke], P128E A3 HCC S A3 WAl 42 2oz Ho|x|Rt, #ﬂﬂgi}m:%@
S WAEdE BEwsttt. 53], HCC A4 A9 A lmﬂHAIN%EﬂﬂﬂH
R127L X3k Ao =2+ HOC S WAsHA] EFrh(M139 ). M3Z vlalo A %ﬂ%#l,RMﬂ L
P128E X]8+e] ZF& HCC Al A7) A et CC%@§HW%Vh: 3otk 28y, 9%, FGF19 =
o] 49X Leu(L) A GIn(Q)] X &3} 7] RI127L 2 P128E X8 232 HC A4E 4938 At

(M160 #=).

T

A
e}

bl

7] "ol
3ol FYellAe] xgh

FGF19 X 8 g o] HCC Aol #oAgS
= HCC A9 WA & 7ldAZ
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[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

SSE0l 10-2724421

MAEHS 1D

RPLAFSDASPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

R IdWs 2)

RPLAFSDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M(HEHs 3)

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
EILEDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

MM EHS 5)

RHPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIR
PDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK

M5-R(MEW & 160)

HPIPDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPL SHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK

MAB(M AW S 48)

RDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

MM IS 49)

RPLAFSDSSPLLQFGGQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEET
RPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M50( M E¥ S 50)

RHPIPDSSPLLQFGDQVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIL
EDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M51(M WS 51)

RHPIPDSSPLLQFGGNVRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQYSEEDCAFEEEIR
PDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M52(H LS 52)

RDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M53(AM T 192)

MDSSPLLQWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGY
NVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M69( M EH S 69)

RDSSPLVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRPD
GYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPL SHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

M70(M /S 70)

MRDSSPLVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLEIKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEEIRP
DGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPL SHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK
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[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

SSE0dl 10-2724421

MI(M RS 71)

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLEIREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHSLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS

M72(H LS 72)

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLEIREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPAPPEPPGILAPQPPDVGSSDPLSMVGPSQGRSPSYAS

M73(M WS 73)

HPIPDSSPLLQFGGQVRQRYLYTDDAQQTEAHLEIREDGTVGGAADQSPESLLQLKALKPGVIQILGVKTSRFLCQRPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRDPAPRGPARFLPLPGLPPALPEPPGILAPQPPDVGSSDPLSMVVQDELQGVGGEGCHMHPENCKTLLTD IDRTHTEKP
VWDGITGE

M75(M I/ 75)

RVHYGWGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVATKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVY
RSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMFSSPLETDSMDPFGLVTGLEAVRSPSFEK

M76(M IS 76)

RGDPIRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLE IKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEEE IRPDGYNVYRSEKH
RLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

FGF19(M WS 99)

RPLAFSDAGPHVHYGWGDP IRLRHLYTSGPHGLSSCFLRIRADGVVDCARGQSAHSLLETKAVALRTVAIKGVHSVRYLCMGADGKMQGLLQY SEEDCAFEE
ETRPDGYNVYRSEKHRLPVSLSSAKQRQLYKNRGFLPLSHFLPMLPMVPEEPEDLRGHLESDMF SSPLETDSMDPFGLVTGLEAVRSPSFEK

B AA = QIZE @bl N709] FoA7h HEat @480 wAR] Ta-dto| ESA-4-F AE-3-2(04) 9] JAE oF

il A 18 A 6541 AE Wl A AT (ANAH A4, BMI 20 WA 35)& ZE A7e gddEe] o
of 5=FAt. AT ZREZE 5F AA AT &7 993 (Human Research Ethics Committee)ol] 2|3
AeRow, A FAXNE 7t gtE whokch, Aol 23hEY] f8El, ZF g Y, AlAAAR, 12
T ORCG, 94 AP A3 @ A3 A mlo]E AlQlo 2 RE] JAKom FoF Al Qe Aow AAH
23 A7 ‘EHO]OV’F k. A Ko diAb, LE2r], g5, 3k, A%, g g, A, G, A4
= S ZtE g SEoA A E AT

%o oy I

o
O

&

AT A B AT

-
o
2

w

o
e
2l
2

w

o

[«0

ol

N

do

o,

> -

op o 32
ol o
324,
Rl

FS CYP7AL 54 &4 (C*v—*F S =
olEL M ?':%oﬂ o]o1 o] = o 7]% upe} o] 3t Nx| Z ZwpE 1T (HPLC
B 2389t [Galman et al. (2003) J Lipid Res. 2003;44(4):859-66].

~

o T
2
=
X
gt
o
2
I
it
fl
4

A3t = 6ol AleE dolel= Al 1A B A7 doll Fol 5 4.5 ARF 8 24 ARE F vellA, (49 A
o] $lefs Folub Aol uls), FApA A AAHUSTS BoET.
AAe 11

2 Are= YE FolAE AEFTAA FGF19, M3 B M70] o]gF whg-2~ FGFR4-B-S2E Azl A&
HojEot

W ELK A Al B4 S vhe-2 FGRR4, B-SRER A 278099 L6 Aol s3staL, 5x UAS 74
HepAl 2 GAL4-DNA-ZZ = (DBD)S 8t 84 +2E2 ELKIo 32T, A7) AxdolA | A4
HebA FA4e A £33} AEe As-zdd VA (ERK) O o8] 2dHt. AXE FAAZA 24



=S5] 10-2724421

omn

Hﬂ
o
3
2
9‘_‘
_Y&
—|-'
(1
©
i
ox
27
lof
rN
i)
o
=
=
o
|
=)

[0587] A -7 4k < -2
dﬂowﬂr % A, 4] @ e “LJ] ae19 A 16 ColE ALFE, o)

sHele &

[0588] FALE T, HE-gEd FAHHA B T S FAEH 7]EY EA5t] AAE &3E FolA
AT

[0589] Ayt L6 AMESNA FGFR4 ¥ B-ZF2Ee F-4de M3, M70 ® FGF19 & toll 23k AX] AadE 429
S35 AsA7E AR WS HTH(ECy, = 242F 20, 38 2 53 pM) (3 11 ¥ = 7 FHx).

[0590] [ 11]

[0591] L6 A|ZEoA m-$-~ FGFR4/B-SFEE BA 9o F-13& FGF19, M3 % M70o] &3 A2 Asdd Are] &

dske At

2= FGFR4/ B :LEE
ECso (pM) B (38} 2157)
FGF19 52.5 + 0.01 1.82 + 0.09
M3 19.8 + 0.04 1.68 + 0.04
70 38.3 + 0.12 1.85 + 0.14
ECy = WA FEFE, B = AUl &%, dolHE H#£SDE ekl
[0592] Bt
[0593] A7) Hlo|E&= FGFR4-B-ZEE Ao} AR B Alole] 39 EIAS] o] Axu AEHEe A
gt &Adstol| FaES AARST

[0594] Age=s
[0595] 2 HWAAE G559 HFH d57H5 FE(CRF) AFET 4] S99, 20139 12¢ 26¥€4 A AL
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k1
2
%]

Al Helz n/a 100% 0.00
FGF19 23 4% 1.00
FGF21 n/a 35% 0.00

M1 1.1 10% 0.04

M2 0.9 2% 0.06

M5 n/a 100% 0.00
M32 n/a 100% 0.00
M69 8.6 0.5% 0.00
M70 4.8 0.2% 0.00
M75 34 12% 0.00
M76 n/a 17% 0.00
M85 3.6 16% 0.00
M90 859 100% 1.00
M96 n/a 100% 1.00
M98 n/a 100% 1.00
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<151>
<160>
<170>
<210>
<11>
<212>
<213>

<400>

2013-10-04

196

PatentIn version 3.5
1

194

PRT

Homo sapiens

1

Arg Pro Leu Ala Phe Ser Asp Ala Ser Pro

1

5 10

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr

20 25

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala

35 40

Ala Arg Gly Gln Ser Ala His Ser Leu Leu

50

55

Leu Arg Thr Val Ala Ile Lys Gly Val His

65

70

Met Gly Ala Asp Gly Lys Met Gln Gly Leu

85 90

Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro

100 105

Arg Ser Glu Lys His Arg Leu Pro Val Ser

115 120

Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu

130

135

Pro Met Leu Pro Met Val Pro Glu Glu Pro

145

150

Leu Glu Ser Asp Met Phe Ser Ser Pro Leu

165 170

His Val His Tyr

Thr Ser Gly Pro
30
Asp Gly Val Val

45
Glu Ile Lys Ala
60

Ser Val Arg Tyr

75

Leu Gln Tyr Ser

Asp Gly Tyr Asn

110

Leu Ser Ser Ala
125

Pro Leu Ser His

140
Glu Asp Leu Arg
155

Glu Thr Asp Ser

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro

180 185

190

_66_

Gly

15

His

Asp

Val

Leu

Lys

Phe

Met
175

Ser

Trp

Cys

Cys

Tyr

Leu

Phe
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Glu Lys

<210> 2

211> 194
<212

> PRT

<213> Homo sapiens

<400> 2

Arg Pro Leu Ala Phe Ser Asp Ser Ser Pro Leu Val His Tyr Gly Trp

1 5 10 15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

20 25 30

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys
35 40 45

Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala

50 95 60

Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys
65 70 75 80
Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu
85 90 95
Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
100 105 110
Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln

115 120 125

Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu
130 135 140
Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His
145 150 155 160
Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp
165 170 175
Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180 185 190
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Glu Lys

<210> 3

<211> 194

<212> PRT

<213> Homo sapiens

<400> 3

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr Gly Trp

1 5 10 15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

20 25 30

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys

35 40 45

Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala

50 95 60
Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys
65 70 75 80
Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu
85 90 95
Asp Cys Ala Phe Glu Glu Glu Ile Leu Glu Asp Gly Tyr Asn Val Tyr
100 105 110

Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln

115 120 125
Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu
130 135 140
Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His
145 150 155 160
Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp
165 170 175

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180 185 190

Glu Lys
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<210> 4

<211> 194

<212> PRT

<213> Homo sapiens

<400> 4

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20

Leu Ser Ser Cys Phe

35

Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu
100

Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys
130
Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met

165

Pro Phe Gly Leu Val
180

Glu Lys

Ser Asp Ala Gly Pro

10

Leu Arg His Leu Tyr
25

Leu Arg Ile Arg Ala

40

Ala His Ser Leu Leu
55
Ile Lys Gly Val His
70
Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro

105

Arg Leu Pro Val Ser
120
Asn Arg Gly Phe Leu
135
Val Pro Glu Glu Pro

150

His

Thr

Asp

Ser
75

Leu

Asp

Leu

Pro

Glu

155

Val His Tyr

Ser Gly Pro
30
Gly Val Val

45

Ile Lys Ala
60

Val Arg Tyr

Gln Tyr Ser

Gly Tyr Asn

110

Ser Ser Ala

125
Leu Ser His
140

Asp Leu Arg

Phe Ser Ser Pro Leu Glu Thr Asp Ser

170

Thr Gly Leu Glu Ala

185

Val

Arg Ser Pro

190

_69_

Ala Trp
15

His Gly

Asp Cys

Val Ala

Leu Cys

Val Tyr

Lys Gln

Phe Leu

Gly His

160

Met Asp

175

Ser Phe
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<210> 5
<211> 191

<212> PRT

<213> Homo sapiens

<400> 5

SSS0ol 10-2724421

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

1

5

10

15

Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val

35
GIn Ser Ala
50
Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

His

Lys

Met

Glu

100

40

Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg

70

Gln Gly Leu Leu Gln Tyr

85

90

Ile Arg Pro Asp Gly Tyr

105

Lys His Arg Leu Pro Val Ser Leu Ser Ser

115

120

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser

130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 6
<211> 187

<212> PRT

Pro

Ser

135

Glu Glu Pro Glu Asp Leu

150

Ser Pro Leu Glu Thr Asp

165

170

Gly Leu Glu Ala Val Arg Ser

180

185

30

Val Asp Cys Ala Arg Gly

45
Ala Val Ala Leu Arg Thr
60
Tyr Leu Cys Met Gly Ala
75 80
Ser Glu Glu Asp Cys Ala
95

Asn Val Tyr Arg Ser Glu

110
Ala Lys Gln Arg Gln Leu
125
His Phe Leu Pro Met Leu
140
Arg Gly His Leu Glu Ser
155 160

Ser Met Asp Pro Phe Gly

175
Pro Ser Phe Glu Lys

190
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<213> Homo
<400> 6
Arg Asp Ser
1

His Leu Tyr

Ile Arg Ala
35
Ser Leu Leu
50
Gly Val His
65

Gln Gly Leu

Ile Arg Pro

Pro Val Ser

115

Gly Phe Leu
130

Glu Glu Pro

145

Ser Pro Leu

Leu Glu Ala

<210> 7
<211> 192
<212> PRT
<213> Homo
<400> 7

Arg Pro Leu

sapiens

Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

10

Thr Ser Gly Pro His Gly Leu

20

Asp Gly Val

Glu Ile Lys

25

Val Asp Cys
40

Ala Val Ala

55

Ala

Leu

Ser Val Arg Tyr Leu Cys Met

70
Leu Gln Tyr

85

Asp Gly Tyr
100

Leu Ser Ser

Pro Leu Ser

Ser Glu Glu

Asp

90

Ser Ser Cys

Arg Gly Gln
45
Arg Thr Val
60
Gly Ala Asp
75

Cys Ala Phe

Asn Val Tyr Arg Ser Glu Lys

105

Ala Lys Gln Arg Gln Leu Tyr

120

His Phe Leu

135

Pro

125

Met Leu Pro

140

Arg Leu Arg
15
Phe Leu Arg

30

Ser Ala His

Ala Ile Lys

Gly Lys Met
80
Glu Glu Glu

95

His Arg Leu
110

Lys Asn Arg

Met Val Pro

Glu Asp Leu Arg Gly His Leu Glu Ser Asp Met Phe Ser

150

Glu Thr Asp Ser Met Asp Pro

165
Val Arg Ser

180

sapiens

170

155

Phe Gly Leu

Pro Ser Phe Glu Lys

185

160

Val Thr Gly

175

Ala Phe Ser Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly

_71_
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Gln Val

Ser Cys

Thr Val
65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr
130
Leu Pro

145

Ser Asp

Gly Leu

<210>
<211>
<212>
<213>
<400>
Arg His

1

5
Arg Leu Arg

20

Phe Leu Arg
35

Ser Ala His

Ala Ile Lys

Gly Lys Met

85

Glu Glu Glu
100

His Arg Leu

115

Lys Asn Arg

Met Val Pro

Met Phe Ser

165

Val Thr Gly
180

191
PRT
Homo sapiens

8

His Leu Tyr Thr

25

[le Arg Ala Asp
40
Ser Leu Leu Glu
55
Gly Val His Ser
70

Gln Gly Leu Leu

Ile Arg Pro Asp
105
Pro Val Ser Leu
120
Gly Phe Leu Pro
135
Glu Glu Pro Glu

150

Ser Pro Leu Glu

Leu Glu Ala Val

185

10

Ser Gly

Gly Val

Ile Lys

Val Arg

75

Gln Tyr

90

Gly Tyr

Ser Ser

Leu Ser

Asp Leu

155

Thr Asp
170

Arg Ser

15
Pro His Gly Leu

30

Val Asp Cys Ala
45

Ala Val Ala Leu

60

Tyr Leu Cys Met

Ser Glu Glu Asp

95

Asn Val Tyr Arg
110
Ala Lys Gln Arg
125
His Phe Leu Pro
140

Arg Gly His Leu

Ser Met Asp Pro

175

Pro Ser Phe Glu
190

Ser

Arg

Arg

80

Cys

Ser

Met

160

Phe

Lys

Pro Ile Pro Asp Ser Ser Pro Leu Leu GIln Trp Gly Asp Pro

5

10

15

Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

_72_
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Cys Phe Leu
35
GIn Ser Ala
50
Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

Lys His Arg

115

Tyr Lys Asn
130

Pro Met Val

145

Asp Met Phe

Leu Val Thr

<210> 9
<211> 193
<212> PRT
<213> Homo
<400> 9
Arg His Pro

1

Asp Pro Ile

Ser Ser Cys

35

20 25
Arg Ile Arg Ala Asp Gly
40
His Ser Leu Leu Glu Ile
55
Lys Gly Val His Ser Val
70

Met Gln Gly Leu Leu Gln

85
Glu Ile Arg Pro Asp Gly
100 105
Leu Pro Val Ser Leu Ser
120
Arg Gly Phe Leu Pro Leu
135

Pro Glu Glu Pro Glu Asp

150
Ser Ser Pro Leu Glu Thr
165
Gly Leu Glu Ala Val Arg
180 185
sapiens

Ile Pro Asp Ser Ser Pro

Arg Leu Arg His Leu Tyr
20 25
Phe Leu Arg Ile Arg Ala

40

Val

Lys

Arg

Tyr

90

Tyr

Ser

Ser

Leu

Asp
170

Ser

Val

Tyr
75

Ser

Asn

His

Arg

155

Ser

Pro

30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala
80

Glu Glu Asp Cys Ala

95
Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu
140

Gly His Leu Glu Ser

160
Met Asp Pro Phe Gly
175
Ser Phe Glu Lys
190

Leu Leu Gln Phe Gly Trp Gly

10

15

Thr Ser Gly Pro His Gly Leu

30

Asp Gly Val Val Asp Cys Ala

45

_73_
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Arg Gly Gln Ser Ala His Ser Leu Leu

50

55

Arg Thr Val Ala Ile Lys Gly Val His

65

70

Gly Ala Asp Gly Lys Met Gln Gly Leu

85

Cys Ala Phe Glu Glu Glu Ile Arg Pro

100 105

Ser Glu Lys His Arg Leu Pro Val Ser

115 120

Gln Leu Tyr Lys Asn Arg Gly Phe Leu

130

135

Met Leu Pro Met Val Pro Glu Glu Pro

145

150

Glu Ser Asp Met Phe Ser Ser Pro Leu

165

Phe Gly Leu Val Thr Gly Leu Glu Ala

Lys

<210>
<211>
<212>
<213>

<400>

180 185

10
193
PRT
Homo sapiens

10

Arg His Pro Ile Pro Asp Ser Ser Pro

1

5

Asp Pro Ile Arg Leu Arg His Leu Tyr

20 25

Ser Ser Cys Phe Leu Arg Ile Arg Ala

35 40

Arg Gly GIn Ser Ala His Ser Leu Leu

Ser

Leu

90

Asp

Leu

Pro

170

Val

His

10

Thr

Asp

Glu

Ile Lys
60
Val Arg

75

Gln Tyr

Gly Tyr

Ser Ser

Leu Ser

140

Asp Leu
155

Thr Asp

Arg Ser

Val His

Ser Gly

Gly Val

Ile Lys

Ala Val Ala Leu

Tyr Leu Cys Met

80

Ser Glu Glu Asp
95
Asn Val Tyr Arg
110
Ala Lys Gln Arg
125

His Phe Leu Pro

Arg Gly His Leu

160

Ser Met Asp Pro
175

Pro Ser Phe Glu

190

Tyr Gly Trp Gly

15
Pro His Gly Leu
30
Val Asp Cys Ala
45

Ala Val Ala Leu

_74_
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50

Arg Thr Val

65

Gly Ala Asp

Cys Ala Phe

Ser Glu Lys
115

Gln Leu Tyr

130
Met Leu Pro
145

Glu Ser Asp

Phe Gly Leu

Lys

<210> 11
<211> 192

<212> PRT

<213> Homo
<400> 11
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35

Gly Gln Ser

Ala Ile Lys

70

Gly Lys Met

100

His Arg Leu

Lys Asn Arg

Met Val Pro

150

Met Phe Ser
165

Val Thr Gly

180

sapiens

Ala Phe Ser
5

Leu Arg His

20

Leu Arg Ile

Ala His Ser

55

60

Gly Val His Ser Val Arg Tyr Leu Cys Met

Gln Gly Leu

Ile Arg Pro

105

Pro Val Ser
120

Gly Phe Leu

135

Glu Glu Pro

Ser Pro Leu

Leu Glu Ala

185

Asp Ala Gly

Leu Tyr Thr

25

Arg Ala Asp
40

Leu Leu Glu

75
Leu Gln Tyr
90

Asp Gly Tyr

Leu Ser Ser

Pro Leu Ser

140
Glu Asp Leu
155
Glu Thr Asp
170

Val Arg Ser

Pro Leu Leu

10

Ser Gly Pro

Gly Val Val

Ile Lys Ala

80
Ser Glu Glu Asp
95
Asn Val Tyr Arg
110
Ala Lys Gln Arg
125

His Phe Leu Pro

Arg Gly His Leu

160

Ser Met Asp Pro
175

Pro Ser Phe Glu

190

GIn Trp Gly Asp
15
His Gly Leu Ser
30
Asp Cys Ala Arg
45

Val Ala Leu Arg

_75_
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50

Thr Val Ala Ile Lys
65
Ala Asp Gly Lys Met
85
Ala Phe Glu Glu Glu
100
Glu Lys His Arg Leu

115

Leu Tyr Lys Asn Arg
130
Leu Pro Met Val Pro
145
Ser Asp Met Phe Ser
165
Gly Leu Val Thr Gly

180

<210> 12

<211> 194

<212> PRT

<213> Homo sapiens

<400> 12

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg

20

Leu Ser Ser Cys Phe

35

Ala Arg Gly Gln Ser

50

Leu Arg Thr Val Ala

55

Gly Val His Ser Val
70
Gln Gly Leu Leu Gln
90
Ile Arg Pro Asp Gly
105
Pro Val Ser Leu Ser

120

Gly Phe Leu Pro Leu
135
Glu Glu Pro Glu Asp
150
Ser Pro Leu Glu Thr
170
Leu Glu Ala Val Arg

185

Ser Asp Ala Gly Pro
10
Leu Arg His Leu Tyr
25
Leu Arg Ile Arg Ala
40

Ala His Ser Leu Leu

55

Ile Lys Gly Val His

Arg

75

Tyr

Tyr

Ser

Ser

Leu

155

Asp

Ser

Leu

Thr

Asp

Glu

Ser

60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr
110
Ala Lys Gln

125

His Phe Leu
140

Arg Gly His

Ser Met Asp

Pro Ser Phe

190

Leu Gln Phe

Ser Gly Pro

30

Gly Val Val
45

Ile Lys Ala

60

Val Arg Tyr

_76_

Met Gly

80
Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160
Pro Phe
175

Glu Lys

Gly Trp

15

His Gly

Asp Cys

Val Ala

Leu Cys
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65

Met Gly Ala Asp

Asp Cys Ala Phe
100

Arg Ser Glu Lys

115
Arg Gln Leu Tyr
130
Pro Met Leu Pro
145

Leu Glu Ser Asp

Pro Phe Gly Leu

180

Glu Lys

<210> 13
<211> 192
<212> PRT
<213>
<400> 13

Arg Pro Leu Ala
1

GIn Val Arg Leu

20

His

Lys

Met

Met

165

Val

Homo sapiens

Phe
5

Arg

Ser Cys Phe Leu Arg

35

Gly Gln Ser Ala
50
Thr Val Ala Ile

65

His

Lys

70

Lys Met Gln Gly

Glu Glu Ile Arg
105

Arg Leu Pro Val

120
Asn Arg Gly Phe
135
Val Pro Glu Glu
150

Phe Ser Ser Pro

Thr Gly Leu Glu

185

75
Leu Leu Gln Tyr
90

Pro Asp Gly Tyr

Ser Leu Ser Ser

125
Leu Pro Leu Ser
140
Pro Glu Asp Leu
155
Leu Glu Thr Asp
170

Ala Val Arg Ser

Ser

Asn

110

His

Arg

Ser

Pro

190

Ser Asp Ala Gly Pro Leu Leu Gln Phe

His Leu Tyr Thr
25
Ile Arg Ala Asp

40

10

Ser Gly Pro His

Gly Val Val Asp

45

Gly
30

Cys

Ser Leu Leu Glu Ile Lys Ala Val Ala

55

60

Gly Val His Ser Val Arg Tyr Leu Cys

70

75

_77_

80
Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Leu Ser

Ala Arg

Leu Arg

Met Gly
80
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Ala Asp Gly

Ala Phe Glu

Glu Lys His
115
Leu Tyr Lys
130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val
<210> 14
<211> 191
<212> PRT
<213> Homo
<400> 14
Arg His Pro
1

Val Arg Leu

Cys Phe Leu

35
Gln Ser Ala
50
Val Ala Ile
65

Asp Gly Lys

Lys Met Gln Gly Leu Leu
85
Glu Glu Ile Arg Pro Asp

100 105

Arg Leu Pro Val Ser Leu Ser
120
Asn Arg Gly Phe Leu Pro Leu
135
Val Pro Glu Glu Pro Glu Asp
150
Phe Ser Ser Pro Leu Glu Thr

165 170

Thr Gly Leu Glu Ala Val Arg

180 185

sapiens

Ile Pro Asp Ser Ser Pro His
5 10

Arg His Leu Tyr Thr Ser Gly

20 25

Arg Ile Arg Ala Asp Gly Val

40
His Ser Leu Leu Glu Ile Lys
95
Lys Gly Val His Ser Val Arg
70
Met Gln Gly Leu Leu Gln Tyr

85 90

Tyr

Tyr

Ser

Ser

Leu

155

Asp

Ser

Val

Pro

=
o

Tyr
75

Ser

Ser

Asn

His
140

Arg

Ser

Pro

His

His

Asp

Val
60

Leu

Glu

SSS0l 10-2724421

Glu Glu Asp Cys
95
Val Tyr Arg Ser

110

Lys Gln Arg Gln
125

Phe Leu Pro Met

Gly His Leu Glu
160
Met Asp Pro Phe

175

Ser Phe Glu Lys

190

Tyr Gly Gly Gln
15
Gly Leu Ser Ser
30

Cys Ala Arg Gly

45

Ala Leu Arg Thr

Cys Met Gly Ala
30
Glu Asp Cys Ala

95

_78_



Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 15
<211> 192
<212> PRT
<213> Homo
<400> 15
Arg Pro Leu
1

GIn Val Arg

Ser Cys Phe
35
Gly Gln Ser
50
Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Ile Arg Pro Asp Gly Tyr Asn Val

100

105

Leu Pro Val Ser Leu Ser

120

Arg Gly Phe Leu Pro Leu

135

Pro Glu Glu Pro Glu Asp

Ser Ser Pro Leu Glu Thr

165
Gly Leu

180

sapiens

Ala Phe

5

Glu Ala Val Arg

185

Ser Asp Ala Gly

Leu Arg His Leu Tyr Thr

20

25

Leu Arg Ile Arg Ala Asp

Ala His

Ile Lys

40

Ser Leu Leu Glu

55

Gly Val His Ser

Lys Met Gln Gly Leu Leu

85

Glu Glu Ile Arg Pro Asp

100

105

Ser Ala Lys

Ser His Phe

140

Leu Arg Gly
155

Asp Ser Met

170

Ser Pro Ser

Pro His Val
10

Ser Gly Pro

Gly Val Val

Ile Lys Ala

60

Val Arg Tyr
75

Gln Tyr Ser

90

Gly Tyr Asn

Tyr

125

Leu

His

Asp

Phe

His

His

Asp

45

Val

Leu

Val

Arg Ser Glu

110

Arg Gln Leu

Pro Met Leu

Leu Glu Ser
160

Pro Phe Gly

175
Glu Lys

190

Tyr Gly Gly
15
Gly Leu Ser

30

Cys Ala Arg

Ala Leu Arg

Cys Met Gly
30
Glu Asp Cys

95

Tyr Arg Ser

110

_79_
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Glu Lys His Arg Leu Pro Val Ser Leu

115
Leu Tyr Lys
130

Leu Pro Met

145

Ser Asp Met

Gly Leu Val

<210>
<211>
<212>
<213>

<400>

16
192
PRT
Homo

16

Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35
Gly Gln Ser
50
Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115

Leu Tyr Lys

120

Asn Arg Gly Phe Leu
135

Val Pro Glu Glu Pro

150

Phe Ser Ser Pro Leu
165
Thr Gly Leu Glu Ala

180

sapiens

Ala Phe Ser Asp Ala
5

Leu Arg His Leu Tyr

20

Leu Arg Ile Arg Ala
40

Ala His Ser Leu Leu

55

Pro

Glu

Glu

Val

185

Gly

Thr

25

Asp

Glu

Ser Ser

Leu Ser

Asp Leu

Thr
170

Arg

155

Asp

Ser

Pro His
10

Ser Gly

Gly Val

Ile Lys

Ile Lys Gly Val His Ser Val Arg

70

75

Lys Met Gln Gly Leu Leu Gln Tyr

85

90

Glu Glu Ile Arg Pro Asp Gly Tyr

100

105

Arg Leu Pro Val Ser Leu Ser Ser

120

Asn Arg Gly Phe Leu Pro Leu Ser

Ala Lys Gln Arg Gln
125

His Phe Leu Pro Met

140

Arg Gly His Leu Glu

160

Ser Met Asp Pro Phe
175
Pro Ser Phe Glu Lys

190

Val His Trp Gly Asp
15

Pro His Gly Leu Ser

30
Val Asp Cys Ala Arg
45
Ala Val Ala Leu Arg
60
Tyr Leu Cys Met Gly
80

Ser Glu Glu Asp Cys

95
Asn Val Tyr Arg Ser
110
Ala Lys GIn Arg Gln
125

His Phe Leu Pro Met

_80_
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130

Leu Pro Met

145

Ser Asp Met

Gly Leu Val

<210> 17
<211> 192
<212> PRT
<213> Homo
<400> 17
Arg Pro Leu

1

Pro Ile Arg

Ser Cys Phe

35

Gly Gln Ser

Thr Val Ala

65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115

Leu Tyr Lys

130

Leu Pro Met

135

140

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp
165 170

Thr Gly Leu Glu Ala Val Arg Ser

180 185

sapiens

Ala Phe Ser Asp Ala Gly Pro His

5 10

Leu Arg His Leu Tyr Thr Ser Gly
20 25
Leu Arg Ile Arg Ala Asp Gly Val
40
Ala His Ser Leu Leu Glu Ile Lys
95
Ile Lys Gly Val His Ser Val Arg

70 75

Lys Met Gln Gly Leu Leu Gln Tyr
85 90
Glu Glu Ile Arg Pro Asp Gly Tyr
100 105
Arg Leu Pro Val Ser Leu Ser Ser
120
Asn Arg Gly Phe Leu Pro Leu Ser

135

Val Pro Glu Glu Pro Glu Asp Leu

Ser

Pro

Pro

60

Tyr

Ser

Asn

His

140

Arg

Met Asp Pro
175
Ser Phe Glu

190

Gly Trp Gly

15

His Gly Leu
30

Asp Cys Ala

45

Val Ala Leu

Leu Cys Met

Glu Glu Asp
95
Val Tyr Arg
110
Lys Gln Arg
125

Phe Leu Pro

Gly His Leu

_81_

160

Phe

Lys

Asp

Ser

Arg

Arg

80

Cys

Ser

Met

Glu
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145 150 155 160
Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe
165 170 175

Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
180 185 190

<210> 18

<211> 192

<212> PRT

<213> Homo sapiens

<400> 18

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Tyr Gly Trp Gly Asp

1 5 10 15
Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser
20 25 30
Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg
35 40 45
Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg
50 95 60

Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly

65 70 75 80
Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys
85 90 95
Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser
100 105 110
Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln
115 120 125

Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met

130 135 140
Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu
145 150 155 160
Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe

165 170 175

_82_



Gly Leu Val

<210> 19
<211> 192
<212> PRT

<213> Homo

<400> 19
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35
Gly Gln Ser

50

Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115

Leu Tyr Lys

130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180

sapiens

Ala Phe

Leu Arg

20

Leu Arg

Ile Lys

Lys Met

Asn Arg

Val Pro

Phe Ser

165
Thr Gly
180

185

Ser Asp Ala Gly Pro Val
10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val
40
Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr
105
Pro Val Ser Leu Ser Ser

120

Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155
Ser Pro Leu Glu Thr Asp
170
Leu Glu Ala Val Arg Ser

185

190

Tyr Gly Trp

Pro His Gly
30
Val Asp Cys
45
Ala Val Ala

60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr
110
Ala Lys Gln

125

His Phe Leu

140

Arg Gly His

Ser Met Asp

Pro Ser Phe

190

_83_

Gly Asp
15

Leu Ser

Ala Arg

Leu Arg

Met Gly

80
Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160
Pro Phe
175

Glu Lys
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<210> 20
<211> 192

<212> PRT

<213> Homo sapiens

<400> 20
Arg Pro Leu Ala
1
Pro Ile Arg Leu
20
Ser Cys Phe Leu
35

Gly Gln Ser Ala

50
Thr Val Ala Ile
65

Ala Asp Gly Lys

Ala Phe Glu Glu
100

Glu Lys His Arg

115
Leu Tyr Lys Asn
130
Leu Pro Met Val
145

Ser Asp Met Phe

Phe

5

Arg

Arg

His

Lys

Met

85

Glu

Leu

Arg

Pro

Ser

165

Ser Asp Ala Gly Pro Val
10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val
40

Ser Leu Leu Glu Ile Lys

55
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr
105

Pro Val Ser Leu Ser Ser

120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155
Ser Pro Leu Glu Thr Asp

170

Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser

180
<210> 21
<211> 192

<212> PRT

185

His Gly Trp Gly
15
Pro His Gly Leu
30
Val Asp Cys Ala
45

Ala Val Ala Leu

60

Tyr Leu Cys Met

Ser Glu Glu Asp
95
Asn Val Tyr Arg
110

Ala Lys Gln Arg

125
His Phe Leu Pro
140

Arg Gly His Leu

Ser Met Asp Pro
175

Pro Ser Phe Glu

190

_84_

Asp

Ser

Arg

Arg

80

Cys

Ser

Gln

Met

Glu

160

Phe

Lys
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<213>
<400>
Arg Pro
1

Pro Ile

Ser Cys

Gly Gln

50
Thr Val
65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr

130
Leu Pro
145

Ser Asp

Gly Leu

<210>
<211>
<212>
<213>

<400>

Homo

21

Leu

Arg

Phe

35

Ser

Ala

Gly

Glu

His

115

Lys

Met

Met

Val

22
193
PRT
Homo

22

sapiens

Ala Phe

5
Leu Arg
20

Leu Arg

Ala His

Ile Lys

Lys Met

85

Glu Glu

100

Arg Leu

Asn Arg

Val Pro

Phe Ser

165

Thr Gly
180

sapiens

Ser Asp Ala Gly Pro Val
10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val

40

Ser Leu Leu Glu Ile Lys
55
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr

105

Pro Val Ser Leu Ser Ser
120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155
Ser Pro Leu Glu Thr Asp

170

Leu Glu Ala Val Arg Ser

185

His Tyr Trp

Pro His Gly
30
Val Asp Cys

45

Ala Val Ala
60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr

110

Ala Lys Gln
125

His Phe Leu

140

Arg Gly His

Ser Met Asp

Pro Ser Phe

190

Gly Asp
15

Leu Ser

Ala Arg

Leu Arg

Met Gly

80
Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160

Pro Phe

175

Glu Lys

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Gly Trp Gly

_85_
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1

5

Asp Pro Ile Arg Leu

Ser Ser Cys

35
Arg Gly Gln
50
Arg Thr Val
65

Gly Ala Asp

Cys Ala Phe

Ser Glu Lys
115
Gln Leu Tyr
130
Met Leu Pro
145

Glu Ser Asp

Phe Gly Leu

Lys

<210> 23
<211> 192
<212> PRT
<213>

<400> 23

20

Phe

Ser

100

His

Lys

Met

Met

Val
180

Leu

Arg

Asn

Val

Phe

165

Thr

Homo sapiens

Arg

Arg

His

Lys

70

Met

Leu

Arg

Pro

150

Ser

His Leu Tyr
25

[le Arg Ala

40
Ser Leu Leu
55

Gly Val His

Gln Gly Leu

Ile Arg Pro

105
Pro Val Ser
120
Gly Phe Leu
135

Glu Glu Pro

Ser Pro Leu

10

Thr

Asp

Ser

Leu

90

Asp

Leu

Pro

15

Ser Gly Pro His Gly Leu

Gly

Ile

Val

Lys

60

30

Val Asp Cys

45

Ala Val Ala

Val Arg Tyr Leu Cys

75

Gln

Gly

Ser

Leu

Tyr

Tyr

Ser

Ser

140

Ser Glu Glu
95

Asn Val Tyr

110
Ala Lys Gln
125

His Phe Leu

Asp Leu Arg Gly His

155

Glu Thr Asp Ser Met Asp

170

175

Leu

Met

80

Asp

Arg

Arg

Pro

Leu

160

Pro

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu

185

190

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His His Gly Trp Gly Asp

1

5

10

15

_86_
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Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu

20

Ser Cys Phe Leu
35

Gly Gln Ser Ala

Thr Val Ala Ile
65

Ala Asp Gly Lys

Ala Phe Glu Glu
100
Glu Lys His Arg
115
Leu Tyr Lys Asn
130
Leu Pro Met Val

145

Ser Asp Met Phe

Gly Leu Val Thr
180

<210> 24

<211> 192

<212> PRT

Arg

His

Lys

Met

85

Glu

Leu

Arg

Pro

Ser
165

Gly

<213> Homo sapiens

<400> 24

25

Ile Arg Ala Asp Gly Val
40
Ser Leu Leu Glu Ile Lys
55
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr

90

Ile Arg Pro Asp Gly Tyr
105
Pro Val Ser Leu Ser Ser
120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu

150 155

Ser Pro Leu Glu Thr Asp
170
Leu Glu Ala Val Arg Ser

185

30

Val Asp Cys Ala
45

Ala Val Ala Leu

60

Tyr Leu Cys Met

Ser Glu Glu Asp

95

Asn Val Tyr Arg
110
Ala Lys Gln Arg
125
His Phe Leu Pro
140

Arg Gly His Leu

Ser Met Asp Pro
175
Pro Ser Phe Glu

190

Ser

Arg

Arg

80

Cys

Ser

Met

160

Phe

Lys

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His His Tyr Trp Gly Asp

1

5

10

15

Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser

20

25

30

_87_
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Ser Cys Phe
35
Gly Gln Ser
50
Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115

Leu Tyr Lys
130

Leu Pro Met

145

Ser Asp Met

Gly Leu Val

<210> 25
<211> 192
<212> PRT
<213> Homo
<400> 25
Arg Pro Leu

1

Pro Ile Arg

Ser Cys Phe
35

Gly Gln Ser

Leu Arg Ile Arg Ala Asp
40
Ala His Ser Leu Leu Glu
55
Ile Lys Gly Val His Ser
70

Lys Met Gln Gly Leu Leu

85
Glu Glu Ile Arg Pro Asp
100 105
Arg Leu Pro Val Ser Leu
120
Asn Arg Gly Phe Leu Pro
135

Val Pro Glu Glu Pro Glu

150
Phe Ser Ser Pro Leu Glu
165
Thr Gly Leu Glu Ala Val

180 185

sapiens

Ala Phe Ser Asp Ala Gly

Leu Arg His Leu Tyr Thr

20 25

Leu Arg Ile Arg Ala Asp
40

Ala His Ser Leu Leu Glu

Gly Val Val

[le Lys Ala

60

Val Arg Tyr
75

Gln Tyr Ser

90

Gly Tyr Asn

Ser Ser Ala

Leu Ser His

140

Asp Leu Arg

155
Thr Asp Ser
170

Arg Ser Pro

Pro His Val

10

Ser Gly Pro

Gly Val Val

Ile Lys Ala

Asp Cys Ala Arg

Ala Leu Arg

Cys Met Gly
80

Glu Asp Cys

95
Tyr Arg Ser
110

Gln Arg Gln

Leu Pro Met

His Leu Glu

160
Asp Pro Phe
175
Phe Glu Lys
190

Trp Gly Asp

15

Gly Leu Ser
30

Cys Ala Arg

Ala Leu Arg

_88_
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50
Thr Val Ala

65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115
Leu Tyr Lys

130

Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 26

<211> 192
<212> PRT
<213> Homo

<400> 26

Arg Pro Leu

1

Pro Ile Arg

Ser Cys Phe

35

Gly Gln Ser
50

Thr Val Ala

Ile Lys

Lys Met

85
Glu Glu
100

Arg Leu

Asn Arg

Val Pro

Phe Ser
165
Thr Gly

180

sapiens

Ala Phe

5
Leu Arg
20

Leu Arg

Ala His

Ile Lys

55
Gly Val His

70

Gln Gly Leu

Ile Arg Pro

Pro Val Ser
120
Gly Phe Leu

135

Glu Glu Pro
150

Ser Pro Leu

Leu Glu Ala

Ser Asp Ser

His Leu Tyr

Ile Arg Ala
40
Ser Leu Leu
55

Gly Val His

Ser

Leu

Asp

105

Leu

Pro

Val

185

Ser

Thr

25

Asp

Glu

Ser

60
Val Arg Tyr

75

Gln Tyr Ser
90

Gly Tyr Asn

Ser Ser Ala

Leu Ser His

140

Asp Leu Arg
155

Thr Asp Ser

170

Arg Ser Pro

Pro Leu Val

10

Ser Gly Pro

Gly Val Val

Ile Lys Ala

60

Val Arg Tyr

Leu Cys

Glu Glu

Val Tyr

110
Lys Gln
125

Phe Leu

Gly His

Met Asp

Ser Phe

190

His Trp

His Gly

30
Asp Cys
45

Val Ala

Leu Cys

_89_

Met Gly

80

Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160
Pro Phe
175

Glu Lys

Gly Asp

15

Leu Ser

Ala Arg

Leu Arg

Met Gly
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65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115

Leu Tyr Lys

130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 27
<211> 192
<212> PRT

<213> Homo

<400> 27
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35
Gly Gln Ser

50

Thr Val Ala
65

Ala Asp Gly

Lys Met

85
Glu Glu
100

Arg Leu

Asn Arg

Val Pro

Phe Ser

165

Thr Gly

180

sapiens

Ala Phe

Leu Arg

20

Leu Arg

Ala His

Ile Lys

Lys Met

85

70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr
105
Pro Val Ser Leu Ser Ser
120

Gly Phe Leu Pro Leu Ser

135
Glu Glu Pro Glu Asp Leu
150 155
Ser Pro Leu Glu Thr Asp
170
Leu Glu Ala Val Arg Ser

185

Ser Asp Ser Ser Pro His
10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val
40
Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr

90

Ser

Asn

His

140

Arg

Ser

Pro

Val

Pro

60

Tyr

Ser

80
Glu Glu Asp Cys
95
Val Tyr Arg Ser
110
Lys Gln Arg Gln
125

Phe Leu Pro Met

Gly His Leu Glu

160

Met Asp Pro Phe
175

Ser Phe Glu Lys

190

His Trp Gly Asp
15
His Gly Leu Ser
30
Asp Cys Ala Arg
45

Val Ala Leu Arg

Leu Cys Met Gly
30
Glu Glu Asp Cys

95

_90_
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Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr

100

105

Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser

115

Leu Tyr Lys Asn Arg
130
Leu Pro Met Val Pro
145
Ser Asp Met Phe Ser
165
Gly Leu Val Thr Gly

180

<210> 28

<211> 191

<212> PRT

<213> Homo sapiens

<400> 28

Arg Pro Leu Ala Phe

1 5

Ile Arg Leu Arg His

20

Cys Phe Leu Arg Ile

35

Gln Ser Ala His Ser

50

120

Gly Phe Leu Pro Leu
135
Glu Glu Pro Glu Asp
150
Ser Pro Leu Glu Thr
170
Leu Glu Ala Val Arg

185

Ser Asp Ala Gly Pro
10
Leu Tyr Thr Ser Gly
25
Arg Ala Asp Gly Val
40

Leu Leu Glu Ile Lys

55

Ser

Leu

155

Asp

Ser

His

Pro

Val

Ala

Val Ala Ile Lys Gly Val His Ser Val Arg Tyr

65

70

75

Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser

85

Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu

100

90

105

Asn

His

140

Arg

Ser

Pro

Val

His

Asp

Val

60

Leu Cys Met Gly Ala

Glu Glu Asp Cys Ala

Val Tyr Arg Ser

Lys Gln Arg Gln

Phe Leu Pro Met

Gly His Leu Glu

Met Asp Pro Phe

Ser Phe Glu Lys

Trp Gly Asp Pro

Gly Leu Ser Ser

Cys Ala Arg Gly

Ala Leu Arg Thr

SSS0l 10-2724421



Lys His Arg Leu Pro Val Ser Leu Ser

115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 29
<211> 193
<212> PRT
<213> Homo
<400> 29
Arg Pro Leu
1

Asp Pro Ile

Ser Ser Cys

35

Arg Gly Gln
50

Arg Thr Val

65

Gly Ala Asp

Cys Ala Phe

Ser Glu Lys

115

Arg Gly

Pro Glu

Ser Ser

165

Gly Leu

180

sapiens

Ala Phe

5
Arg Leu
20

Phe Leu

Ser Ala

Ala Ile

Gly Lys

85

Glu Glu
100

His Arg

120
Phe Leu Pro Leu
135
Glu Pro Glu Asp
150

Pro Leu Glu Thr

Glu Ala Val Arg

185

Ser Asp Ala Gly

Arg His Leu Tyr

25

Arg Ile Arg Ala
40

His Ser Leu Leu
95

Lys Gly Val His

70

Met Gln Gly Leu

Glu Ile Arg Pro

105

Leu Pro Val Ser

120

Ser Ala Lys

Ser His Phe
140
Leu Arg Gly
155
Asp Ser Met
170

Ser Pro Ser

Pro His Val
10

Thr Ser Gly

Asp Gly Val

Glu Ile Lys
60
Ser Val Arg
75
Leu Gln Tyr
90

Asp Gly Tyr

Leu Ser Ser

Gln Arg Gln Leu

125

Leu Pro Met Leu

His Leu Glu Ser

160

Asp Pro Phe Gly
175

Phe Glu Lys

190

His Tyr Trp Gly
15
Pro His Gly Leu
30
Val Asp Cys Ala

45

Ala Val Ala Leu

Tyr Leu Cys Met
80
Ser Glu Glu Asp
95
Asn Val Tyr Arg

110

Ala Lys GIn Arg

125

_92_
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Gln Leu Tyr Lys Asn
130

Met Leu Pro Met Val

145

Glu Ser Asp Met Phe

165

Phe Gly Leu Val Thr
180

Lys

<210> 30

<211> 194

<212> PRT

<213> Homo sapiens

<400> 30

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20

Leu Ser Ser Cys Phe

35
Ala Arg Gly Gln Ser
50
Leu Arg Thr Val Ala
65
Met Gly Ala Asp Gly
85

Asp Cys Ala Phe Glu

100
Arg Ser Glu Lys His
115

Arg Gln Leu Tyr Lys

Arg Gly Phe Leu Pro
135

Pro Glu Glu Pro Glu

150

Ser Ser Pro Leu Glu

170

Gly Leu Glu Ala Val

185

Ser Asp Ala Gly Pro

10

Leu Arg His Leu Tyr
25

Leu Arg Ile Arg Ala

40
Ala His Ser Leu Leu
95
Ile Lys Gly Val His
70
Lys Met Gln Gly Leu
90

Glu Glu Ile Arg Pro

105
Arg Leu Pro Val Ser
120

Asn Arg Gly Phe Leu

Leu Ser His
140

Asp Leu Arg

155

Thr Asp Ser

Arg Ser Pro

His Val His

Thr Ser Gly

Asp Gly Val

45
Glu Ile Lys
60
Ser Val Arg
75

Leu Gln Tyr

Asp Gly Tyr

Leu Ser Ser

125

Pro Leu Ser

Phe Leu Pro

Gly His Leu
160
Met Asp Pro

175

Ser Phe Glu

190

Tyr Ala Trp
15

Pro His Gly

30

Val Asp Cys

Ala Val Ala

Tyr Leu Cys
80
Ser Glu Glu
95

Asn Val Tyr

110

Ala Lys Gln

His Phe Leu

_93_
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130
Pro Met Leu
145

Leu Glu Ser

Pro Phe Gly
Glu Lys
<210> 31
<211> 191
<212> PRT
<213> Homo
<400> 31
Arg His Pro
1

Val Arg Leu

Cys Phe Leu
35

Ser Ala

50

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn

130

135

Pro Met Val Pro Glu Glu Pro Glu

150 155

Asp Met Phe Ser Ser Pro Leu Glu

165 170

Leu Val Thr Gly Leu Glu Ala Val

180 185

sapiens

Ile Pro Asp Ser Ser Pro Leu Leu

5 10

Arg His Leu Tyr Thr Ser Gly Pro

20 25

Arg Ile Arg Ala Asp Gly Val Val

40

His Ser Leu Leu Glu Ile Lys Ala

55

Lys Gly Val His Ser Val Arg Tyr

70 75

Met Gln Gly Leu Leu Gln Tyr Ser

85 90

Glu Ile Arg Pro Asp Gly Tyr Asn

100 105

Leu Pro Val Ser Leu Ser Ser Ala

120
Arg Gly Phe Leu Pro Leu Ser His

135

SSS0ol 10-2724421

140
Asp Leu Arg Gly His
160

Thr Asp Ser Met Asp

175
Arg Ser Pro Ser Phe

190

Gln Phe Gly Ala Gln
15
His Gly Leu Ser Ser

30

Asp Cys Ala Arg Gly
45

Val Ala Leu Arg Thr

60

Leu Cys Met Gly Ala
80

Glu Glu Asp Cys Ala

95

Val Tyr Arg Ser Glu

110

Lys Gln Arg Gln Leu
125

Phe Leu Pro Met Leu

140
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Pro Met Val

145

Asp Met Phe

Leu Val Thr

<210>
<211>
<212>
<213>

<400>

32
191
PRT
Homo

32

Arg His Pro

1

Val Arg Leu

Cys Phe Leu

35

Gln Ser Ala

50

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg

115

Tyr Lys Asn

130

SSS0l 10-2724421

Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser

150

155

Ser Ser Pro Leu Glu Thr Asp Ser

165

170

Gly Leu Glu Ala Val Arg Ser Pro

180

sapiens

185

Ile Pro Asp Ser Ser Pro Leu Leu

5

10

Arg His Leu Tyr Thr Ser Gly Pro

20

Arg Ile Arg Ala Asp Gly Val

40

25

Val

His Ser Leu Leu Glu Ile Lys Ala

55

Lys Gly Val His Ser Val Arg Tyr

70

Met Gln Gly Leu Leu Gln Tyr

85

Glu Ile Arg Pro Asp Gly Tyr

100

Leu Pro Val Ser Leu Ser Ser

Arg Gly Phe Leu Pro Leu Ser

135

120

105

90

75

Ser

Met

Ser

Gln

His

Asp

Val
60

Leu

Glu

160

Asp Pro Phe Gly
175
Phe Glu Lys

190

Phe Gly Asp Gln
15

Gly Leu Ser Ser

30
Cys Ala Arg Gly
45

Ala Leu Arg Thr

Cys Met Gly Ala

80

Glu Asp Cys Ala

95

Asn Val Tyr Arg Ser Glu

His

Lys

Phe

140

110
Gln Arg GIn Leu
125

Leu Pro Met Leu

Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser

145

150

155

160
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Asp Met Phe

Leu Val Thr

<210> 33
<211> 191
<212> PRT
<213> Homo
<400> 33
Arg His Pro

1

Val Arg Leu

Cys Phe Leu

35

GIn Ser Ala
50

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn

130

Pro Met Val
145

Asp Met Phe

Leu Val Thr

Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly

165 170

175

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185

sapiens

190

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Pro Gln

5 10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20 25
Arg Ile Arg Ala Asp Gly Val
40
His Ser Leu Leu Glu Ile Lys
95
Lys Gly Val His Ser Val Arg

70

Met Gln Gly Leu Leu Gln Tyr
85 90
Glu Ile Arg Pro Asp Gly Tyr
100 105
Leu Pro Val Ser Leu Ser Ser
120
Arg Gly Phe Leu Pro Leu Ser

135

Pro Glu Glu Pro Glu Asp Leu
150

Ser Ser Pro Leu Glu Thr Asp

165 170

Gly Leu Glu Ala Val Arg Ser

Val

Tyr

75

Ser

Asn

His

Arg
155

Ser

Pro

30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala
80

Glu Glu Asp Cys Ala
95
Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu

140

Gly His Leu Glu Ser

160

Met Asp Pro Phe Gly
175

Ser Phe Glu Lys

_96_
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<210> 34
<211> 191
<212> PRT
<213> Homo
<400> 34

Arg His Pro

Val Arg Leu

Cys Phe Leu
35

Gln Ser Ala

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115

Tyr Lys Asn

130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 35

<211> 191

180

sapiens

185

190

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Ala

5

10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

Arg Ile Arg Ala Asp Gly Val

His

Lys

Met

100

40

Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg

70

Gln Gly Leu Leu Gln Tyr

85

90

Ile Arg Pro Asp Gly Tyr

105

Leu Pro Val Ser Leu Ser Ser

120

Arg Gly Phe Leu Pro Leu Ser

Pro

Ser

135

Glu Glu Pro Glu Asp Leu

150

Ser Pro Leu Glu Thr Asp

165

170

Gly Leu Glu Ala Val Arg Ser

180

185

Val Asp Cys

45

60

Tyr Leu Cys

75

Ser Glu Glu

Asn Val Tyr

Ala Lys Gln
125

His Phe Leu

140
Arg Gly His
155

Ser Met Asp

Pro Ser Phe

30

Ala Arg Gly

Leu Arg Thr

Met Gly Ala

80
Asp Cys Ala
95
Arg Ser Glu
110

Arg Gln Leu

Pro Met Leu

Leu Glu Ser
160
Pro Phe Gly
175
Glu Lys

190
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<212>

<213>

<400>

PRT

Homo sapiens

35

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Glu

1

5 10

15

Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20 25

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val

35 40

Gln Ser Ala His Ser Leu Leu Glu Ile Lys

50

55

Val Ala Ile Lys Gly Val His Ser Val Arg

65

70

Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr

85 90

Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr

100 105

Lys His Arg Leu Pro Val Ser Leu Ser Ser

115 120

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser

130

135

Pro Met Val Pro Glu Glu Pro Glu Asp Leu

145

150

Asp Met Phe Ser Ser Pro Leu Glu Thr Asp

165 170

Leu Val Thr Gly Leu Glu Ala Val Arg Ser

<210>

<211>

<212>

<213>

180 185

36
191
PRT

Homo sapiens

Val

Tyr
75

Ser

Asn

His

Arg

155

Ser

Pro

30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr

60

Leu Cys Met Gly Ala
80
Glu Glu Asp Cys Ala
95
Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu

125

Phe Leu Pro Met Leu
140
Gly His Leu Glu Ser
160
Met Asp Pro Phe Gly
175
Ser Phe Glu Lys

190

_98_
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<400> 36
Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Asn
1 5 10 15
Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser
20 25 30
Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly
35 40 45

Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr

50 55 60
Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala
65 70 75 80
Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys Ala
85 90 95
Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu
100 105 110

Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln Leu

115 120 125
Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met Leu
130 135 140
Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser
145 150 155 160
Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly
165 170 175

Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185 190
<210> 37
<211> 191
<212> PRT
<213> Homo sapiens
<400> 37
Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

1 5 10 15
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Ala Arg Leu

Cys Phe Leu

35

Gln Ser Ala

Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 38
<211> 191
<212> PRT
<213> Homo
<400> 38
Arg His Pro
1

Ile Arg Leu

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu

20

25

Arg Ile Arg Ala Asp Gly Val

His

Lys

Met

100

Leu

Ser

40

Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg

Pro

70

Gly Leu Leu Gln

Arg Pro Asp Gly

105

Val Ser Leu Ser

120

Tyr
90

Tyr

Ser

Arg Gly Phe Leu Pro Leu Ser

Pro

Ser

Ser

165

135
Glu Pro Glu Asp
150

Pro Leu Glu Thr

Leu

Asp

170

Gly Leu Glu Ala Val Arg Ser

180

sapiens

Ile

Pro

5

185

30
Val Asp Cys Ala

45

Ala Val Ala Leu
60

Tyr Leu Cys Met

75

Ser Glu Glu Asp

Asn Val Tyr Arg

110

Ala Lys Gln Arg
125
His Phe Leu Pro
140
Arg Gly His Leu
155

Ser Met Asp Pro

Pro Ser Phe Glu

190

Ser Ser

Arg Gly

Arg Thr

Gly Ala

80
Cys Ala
95

Ser Glu

Gln Leu

Met Leu

Glu Ser

160

Phe Gly

175

Lys

Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

30
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Cys Phe Leu

35
GIn Ser Ala
50
Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 39
<211> 191
<212> PRT
<213> Homo
<400> 39
Arg His Pro
1

Thr Arg Leu

Cys Phe Leu

35

Arg Ile Arg Ala Asp Gly Val

40
His Ser Leu Leu Glu Ile Lys
55
Lys Gly Val His Ser Val Arg
70
Met Gln Gly Leu Leu Gln Tyr
85 90

Glu Ile Arg Pro Asp Gly Tyr

100 105
Leu Pro Val Ser Leu Ser Ser
120
Arg Gly Phe Leu Pro Leu Ser
135
Pro Glu Glu Pro Glu Asp Leu
150

Ser Ser Pro Leu Glu Thr Asp

165 170
Gly Leu Glu Ala Val Arg Ser

180 185

sapiens

Val Asp Cys Ala

45
Ala Val Ala Leu
60
Tyr Leu Cys Met
75

Ser Glu Glu Asp

Asn Val Tyr Arg

110
Ala Lys Gln Arg
125
His Phe Leu Pro
140
Arg Gly His Leu
155

Ser Met Asp Pro

Pro Ser Phe Glu

190

Arg Gly

Arg Thr

Gly Ala

80
Cys Ala
95

Ser Glu

Gln Leu

Met Leu

Glu Ser

160

Phe Gly

175

Lys

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

5 10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20 25

30

Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly

40

45
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GIn Ser Ala His Ser Leu Leu Glu Ile Lys

50
Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

Lys His Arg

115

Tyr Lys Asn
130

Pro Met Val

145

Asp Met Phe

Leu Val Thr

<210> 40
<211> 193
<212> PRT
<213> Homo
<400> 40
Arg His Pro
1

Gln Pro Val

Ser Ser Cys
35
Arg Gly Gln
50

Arg Thr Val

55
Lys Gly Val His Ser Val
70
Met Gln Gly Leu Leu Gln

85

Glu Ile Arg Pro Asp Gly
100 105
Leu Pro Val Ser Leu Ser
120
Arg Gly Phe Leu Pro Leu
135
Pro Glu Glu Pro Glu Asp

150

Ser Ser Pro Leu Glu Thr
165

Gly Leu Glu Ala Val Arg

180 185

sapiens

Ile Pro Asp Ser Ser Pro
5

Arg Leu Arg His Leu Tyr

20 25
Phe Leu Arg Ile Arg Ala
40
Ser Ala His Ser Leu Leu
55

Ala Ile Lys Gly Val His

Arg Tyr
75
Tyr Ser

90

Tyr Asn

Ser Ala

Ser His

Leu Arg

155

Asp Ser
170

Ser Pro

Leu Leu
10

Thr Ser

Asp Gly

Glu Ile

Ser Val

60

Leu Cys

Glu Glu

Val Tyr

Lys Gln

125
Phe Leu
140

Gly His

Met Asp

Ser Phe

Gln Phe

Gly Pro

Val Val

45
Lys Ala
60

Arg Tyr

Ala Val Ala Leu Arg Thr

Met Gly Ala
80
Asp Cys Ala

95

Arg Ser Glu
110

Arg Gln Leu

Pro Met Leu

Leu Glu Ser

160

Pro Phe Gly
175
Glu Lys

190

Gly Trp Gly
15

His Gly Leu

30

Asp Cys Ala

Val Ala Leu

Leu Cys Met

- 102 -
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65

Gly Ala Asp Gly Lys

85
Cys Ala Phe Glu Glu
100
Ser Glu Lys His Arg
115
Gln Leu Tyr Lys Asn
130

Met Leu Pro Met Val

145
Glu Ser Asp Met Phe
165
Phe Gly Leu Val Thr
180

Lys

<210> 41

<211> 182

<212> PRT

<213> Homo sapiens
<400> 41

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

70

Met Gln Gly Leu

Glu Ile Arg Pro
105
Leu Pro Val Ser
120
Arg Gly Phe Leu
135

Pro Glu Glu Pro

150

Ser Ser Pro Leu

Gly Leu Glu Ala

185

Ser Asp Ala Gly

Leu Arg His Leu

25

Leu Arg Ile Arg
40

Ala His Ser Leu

55

Leu

90

Asp

Leu

Pro

170

Val

Pro

10

Tyr

Ala

Leu

75

Ser

Leu

Asp

155

Thr

Arg

His

Thr

Asp

Glu

Ile Lys Gly Val His Ser

80

Tyr Ser Glu Glu Asp

Tyr Asn Val
110
Ser Ala Lys
125
Ser His Phe
140

Leu Arg Gly

Asp Ser Met

Ser Pro Ser

190

Val His Tyr

Ser Gly Pro
30
Gly Val Val
45
Ile Lys Ala
60

Val Arg Tyr

- 103 -

95

Tyr

Leu

His

Asp
175

Phe

15

His

Asp

Val

Leu

Arg

Arg

Pro

Leu

160

Pro

Trp

Cys

Ala

Cys
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65

Met Gly Ala

Asp Cys Ala

Arg Ser Glu
115
Arg Gln Leu

130

Pro Met Leu
145

Val Gly Ser

Ser Pro Ser

<210> 42
<211> 178
<212> PRT
<213> Homo
<400> 42
His Pro Ile
1

Arg Leu Arg

Phe Leu Arg
35
Ser Ala His
50
Ala Ile Lys

65

Gly Lys Met

70 75 80

Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu
85 90 95
Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
100 105 110
Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln
120 125
Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu

135 140

Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
150 155 160
Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
165 170 175
Tyr Ala Ser

180

sapiens

Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

5 10 15

His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser Cys
20 25 30
Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly Gln
40 45
Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr Val
55 60
Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala Asp

70 75 80

Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys Ala Phe

- 104 -
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85

90 95

Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu Lys

100

His Arg Leu Pro Val Ser Leu Ser

115

Lys Asn Arg Gly Phe Leu Pro Leu

130 135

Glu Pro Pro Gly Ile Leu Ala Pro

145 150

Asp Pro Leu Ser Met Val Gly Pro

165

Ala Ser

<210> 43

<211> 192

<212> PRT

<213> Homo sapiens

<400> 43

Arg Pro Leu Ala Phe Ser Asp Ala

1 5

Asp Ile Arg Leu Arg His Leu Tyr

20

105

Ser

Ser

Gln

Ser

Gly

Thr

25

110
Ala Lys Gln Arg Gln Leu Tyr
125
His Phe Leu Pro Met Leu Pro
140

Pro Pro Asp Val Gly Ser Ser
155 160
Gln Gly Arg Ser Pro Ser Tyr

170 175

Pro His Val His Tyr Gly Gly
10 15

Ser Gly Pro His Gly Leu Ser

30

Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg

35

45

Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg

50 55

60

Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly

65 70

75 80

Ala Asp Gly Lys Met Gln Gly Leu Leu GIn Tyr Ser Glu Glu Asp Cys

85

90 95

Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser

100

105

110

- 105 -

SSS0ol 10-2724421



Glu Lys His

115

Leu Tyr Lys
130

Leu Pro Met

145

Ser Asp Met
Gly Leu Val
<210> 44
<211> 185
<212> PRT
<213> Homo
<400> 44

Arg Pro Leu

1

Gly Asp Pro

Thr Glu Ala
35
Ala Asp Gln
50
Gly Val Ile

65

Arg Pro Asp

Cys Ser Phe

Ser Glu Ala

115

His Arg Asp

Arg Leu Pro Val Ser Leu Ser
120
Asn Arg Gly Phe Leu Pro Leu
135

Val Pro Glu Glu Pro Glu Asp

150
Phe Ser Ser Pro Leu Glu Thr
165 170
Thr Gly Leu Glu Ala Val Arg

180 185

sapiens
Ala Phe Ser Asp Ala Gly Pro

5 10

Ile Arg GIn Arg Tyr Leu Tyr

20 25
His Leu Glu Ile Arg Glu Asp
40
Ser Pro Glu Ser Leu Leu Gln

95
Gln Ile Leu Gly Val Lys Thr

70

Gly Ala Leu Tyr Gly Ser Leu
85 90

Arg Glu Leu Leu Leu Glu Asp

100 105

His Gly Leu Pro Leu His Leu

120

Ser

Ser
140

Leu

155

Asp Ser

Ser Pro

His Val

Thr Asp

Thr

Leu Lys
60
Ser
75

His Phe

Gly Tyr

125

Met Asp Pro
175
Ser Phe Glu

190

His Tyr Gly

15

Asp Ala Gln
30

Val Gly Gly

45

Ala Leu Lys

Asp Pro Glu
95
Asn Val Tyr

110
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Ala Lys Gln Arg Gln

His Phe Leu Pro Met

Arg Gly His Leu Glu

160

Phe

Lys

Trp

Gln

Ala

Pro

Arg Phe Leu Cys Gln

80

Ala

Gln

Pro Gly Asn Lys Ser Pro

125

Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro
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130

Gly Leu Pro Pro Ala

145

Pro Pro Asp Val Gly
165

Gln Gly Arg Ser Pro

180

<210> 45

<211> 193

<212> PRT

<213> Homo sapiens

<400> 45

His Pro Ile Pro Asp

1 5

Arg Gln Arg Tyr Leu
20
Leu Glu Ile Arg Glu
35
Pro Glu Ser Leu Leu
50
[le Leu Gly Val Lys

65

Ala Leu Tyr Gly Ser

85

135

Leu Pro Glu Pro
150

Ser Ser Asp Pro

Ser Tyr Ala Ser

185

Ser Ser Pro Leu

Tyr Thr Asp Asp
25
Asp Gly Thr Val
40
GIn Leu Lys Ala
95
Thr Ser Arg Phe

70

Leu His Phe Asp

Glu Leu Leu Leu Glu Asp Gly Tyr Asn

100
Gly Leu Pro Leu His

115

Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu

130

105
Leu Pro Gly Asn

120

135

140

Pro Gly Ile Leu Ala Pro Gln

155

160

Leu Ser Met Val Gly Pro Ser

170

175

Leu Gln Phe Gly Gly Gln Val

10

15

Ala Gln GIn Thr Glu Ala His

30

Gly Gly Ala Ala Asp Gln Ser

Leu Lys

Leu Cys

Pro Glu

90

75

Val Tyr

Lys

Ser

45
Pro Gly Val Ile Gln
60
Gln Arg Pro Asp Gly
80

Ala Cys Ser Phe Arg
95
Gln Ser Glu Ala His
110
Pro His Arg Asp Pro
125
Pro Gly Leu Pro Pro

140

Ala Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu
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145 150 155 160
Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro
165 170 175
Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu
180 185 190

Lys

<210> 46

<211> 232

<212> PRT

<213> Homo sapiens
<400> 46

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr Gly Trp

1 5 10 15
Gly Asp Pro Ile Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln
20 25 30
Thr Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala
35 40 45
Ala Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro
50 55 60

Gly Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln

65 70 75 80
Arg Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala
85 90 95
Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln
100 105 110
Ser Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro
115 120 125

His Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro

130 135 140
Gly Leu Pro Pro Ala Leu Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln

145 150 155 160
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Pro Pro Asp Val Gly Ser

165

Gln Gly Arg Ser Pro

Glu Asp Leu

195

Glu Thr Asp
210

Val Arg Ser
225
<210> 47
<211> 190
<212> PRT
<213> Homo
<400> 47
His Pro Ile
1

Arg Leu Arg

Phe Leu Arg
35
Ser Ala His
50
Ala Ile Lys
65

Gly Lys Met

Glu Glu Glu

His Arg Leu
115

Lys Asn Arg

180

Arg

Ser

Pro

Gly

Met

Ser

sapiens

Pro

His

20

Ser

100

Pro

Gly

Asp

Leu

Arg

Leu

Val

85

Arg

Val

Phe

Ser

His

Asp

Phe

230

Ser

Tyr

Leu

His

70

Leu

Pro

Ser

Leu

Ser Asp Pro Leu

170

Tyr Ala Ser Pro
185

Leu Glu Ser Asp

200
Pro Phe Gly Leu
215

Glu Lys

Ser Pro Leu Leu
10

Thr Ser Gly Pro

25
Asp Gly Val Val
40
Glu Ile Lys Ala
95

Ser Val Arg Tyr

Leu Gln Tyr Ser

90
Asp Gly Tyr Asn
105
Leu Ser Ser Ala
120

Pro Leu Ser His

Ser

Met

Met

Val

His

Asp

Val

Leu

75

Val

Lys

Phe

Met

Val

Phe

Thr

220

Trp

Cys

Tyr

Gln

Leu

Val Gly Pro Ser
175
Pro Glu Glu Pro
190

Ser Ser Pro Leu

205

Gly Leu Glu Ala

Gly Asp Pro Ile
15

Leu Ser Ser Cys

30
Ala Arg Gly Gln
45

Leu Arg Thr Val

Met Gly Ala Asp
30

Asp Cys Ala Phe

95
Arg Ser Glu Lys
110
Arg Gln Leu Tyr
125

Pro Met Leu Pro
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130 135 140

Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser Asp

145 150 155 160
Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly Leu
165 170 175
Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
180 185 190
<210> 48
<211> 187
<212> PRT
<213> Homo sapiens
<400> 48
Arg Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Leu Arg

1 5 10 15

His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu Arg
20 25 30
Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly Gln Ser Ala His
35 40 45
Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr Val Ala Ile Lys
50 55 60
Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala Asp Gly Lys Met

65 70 75 80

Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys Ala Phe Glu Glu Glu
85 90 95
Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu Lys His Arg Leu
100 105 110
Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln Leu Tyr Lys Asn Arg
115 120 125
Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met Leu Pro Met Val Pro

130 135 140

Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser Asp Met Phe Ser
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145 150 155 160
Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly Leu Val Thr Gly
165 170 175
Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
180 185
<210> 49
<211> 192
<212> PRT
<213> Homo sapiens
<400> 49
Arg Pro Leu Ala Phe Ser Asp Ser Ser Pro Leu Leu GIn Phe Gly Gly
1 5 10 15

Gln Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser
20 25 30
Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg
35 40 45
Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg
50 95 60
Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly

65 70 75 80

Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys
85 90 95
Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser
100 105 110
Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln
115 120 125
Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met

130 135 140

Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu
145 150 155 160
Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe

165 170 175
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Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
180 185 190

<210> 50

<211> 191

<212> PRT

<213> Homo sapiens

<400> 50

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Asp Gln

1 5 10 15
Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser
20 25 30
Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly
35 40 45
Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr
50 95 60

Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala

65 70 75 80
Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys Ala
85 90 95
Phe Glu Glu Glu Ile Leu Glu Asp Gly Tyr Asn Val Tyr Arg Ser Glu
100 105 110
Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln Leu
115 120 125

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met Leu

130 135 140
Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser
145 150 155 160
Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly
165 170 175
Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
180 185 190

<210> 51
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<211> 191

<212> PRT

<213> Homo sapiens

<400> 51

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Asn

1

5

10

15

Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val

35
Gln Ser Ala His

50

Val Ala Ile Lys
65

Asp Gly Lys Met

Phe Glu Glu Glu
100
Lys His Arg Leu

115

40

Ser Leu Leu Glu Ile

55

Gly Val His Ser Val

70

Gln Gly Leu Leu Gln

85

Lys

Arg

Tyr

90

Ile Arg Pro Asp Gly Tyr

105

Pro Val Ser Leu Ser

120

Ser

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser

130
Pro Met Val Pro
145

Asp Met Phe Ser

135

Glu Glu Pro Glu Asp

150

Ser Pro Leu Glu Thr

165

Leu

Asp

170

Leu Val Thr Gly Leu Glu Ala Val Arg Ser

180

<210> 52
<211> 187

<212> PRT

185

30
Val Asp Cys Ala Arg Gly
45
Ala Val Ala Leu Arg Thr

60

Tyr Leu Cys Met Gly Ala
75 80
Ser Glu Glu Asp Cys Ala
95
Asn Val Tyr Arg Ser Glu
110
Ala Lys Gln Arg Gln Leu

125

His Phe Leu Pro Met Leu
140
Arg Gly His Leu Glu Ser
155 160
Ser Met Asp Pro Phe Gly
175
Pro Ser Phe Glu Lys

190
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<213> Homo
<400> 52
Arg Asp Ser
1

His Leu Tyr

Ile Arg Ala
35

Ser Leu Leu

50
Gly Val His
65

Gln Gly Leu

Ile Arg Pro

Pro Val Ser

115
Gly Phe Leu
130
Glu Glu Pro
145

Ser Pro Leu

sapiens

Ser Pro

Thr Ser

20

Leu Leu Gln Trp Gly Asp Pro Ile Arg Leu Arg

10

Gly Pro His Gly Leu Ser Ser Cys Phe

25

Asp Gly Val Val Asp Cys

Ser Val

Leu Gln

85
Asp Gly
100

Leu Ser

Pro Leu

Glu Asp

Glu Thr

165

Lys

Arg

70

Tyr

Tyr

Ser

Ser

Leu
150

Asp

Leu Glu Ala Val Arg Ser

<210> 53

<211> 189
<212> PRT
<213> Homo

<400> 53

180

sapiens

40

Ala Val Ala

55

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr
105

Ala Lys Gln

120
His Phe Leu
135

Arg Gly His

Ser Met Asp

Pro Ser Phe

185

30
Ala Arg Gly Gln Ser
45

Leu Arg Thr Val Ala

60
Met Gly Ala Asp Gly
75
Asp Cys Ala Phe Glu
90
Arg Ser Glu Lys His
110

Arg Gln Leu Tyr Lys

125
Pro Met Leu Pro Met
140
Leu Glu Ser Asp Met
155
Pro Phe Gly Leu Val
170

Glu Lys

15

Leu Arg

Ala His

Ile Lys

Lys Met

80
Glu Glu
95

Arg Leu

Asn Arg

Val Pro

Phe Ser
160
Thr Gly

175

Met Asp Ser Ser Pro Leu Val His Tyr Gly Trp Gly Asp Pro Ile Arg
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1 5
Leu Arg His Leu Tyr Thr Ser Gly
20
Leu Arg Ile Arg Ala Asp Gly Val
35 40

Ala His Ser Leu Leu Glu Ile Lys

50 55
Ile Lys Gly Val His Ser Val Arg
65 70
Lys Met Gln Gly Leu Leu Gln Tyr
85
Glu Glu Ile Arg Pro Asp Gly Tyr
100

Arg Leu Pro Val Ser Leu Ser Ser

115 120
Asn Arg Gly Phe Leu Pro Leu Ser
130 135
Val Pro Glu Glu Pro Glu Asp Leu
145 150
Phe Ser Ser Pro Leu Glu Thr Asp
165

Thr Gly Leu Glu Ala Val Arg Ser

180
<210> 54
<211> 192
<212> PRT
<213> Homo sapiens

<400> 54

Pro
25

Val

Tyr

Ser

Asn

105

His

Arg

Ser

Pro

185

SSS0l 10-2724421

10 15
His Gly Leu Ser Ser Cys Phe
30
Asp Cys Ala Arg Gly Gln Ser
45

Val Ala Leu Arg Thr Val Ala

o

60
Leu Cys Met Gly Ala Asp Gly
75 80
Glu Glu Asp Cys Ala Phe Glu
90 95
Val Tyr Arg Ser Glu Lys His
110

Lys Gln Arg Gln Leu Tyr Lys

125
Phe Leu Pro Met Leu Pro Met
140
Gly His Leu Glu Ser Asp Met
155 160
Met Asp Pro Phe Gly Leu Val
170 175

Ser Phe Glu Lys

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro Leu Leu Gln Trp Gly Asp

1 5

10 15

Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser

20

25

30
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Ser Cys Phe

35

Gly Gln Ser

Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115
Leu Tyr Lys
130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 55
<211> 192
<212> PRT
<213> Homo
<400> 55
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe

35

Leu Arg

Ala His

Ile Lys

Lys Met
85
Glu Glu

100

Arg Leu

Asn Arg

Val Pro

Phe Ser

165

Thr Gly
180

sapiens

Ala Phe

5
Leu Arg
20

Leu Arg

Ile Arg Ala Asp Gly Val

40

Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg

70

75

Gln Gly Leu Leu Gln Tyr

90

Ile Arg Pro Asp Gly Tyr

105

Pro Val Ser Leu Ser Ser

120

Gly Phe Leu Pro Leu Ser

135

Glu Glu Pro Glu Asp Leu

150

155

Ser Pro Leu Glu Thr Asp

170

Leu Glu Ala Val Arg Ser

185

Val Asp Cys Ala Arg

45

Ala Val Ala
60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr

110

Ala Lys Gln
125

His Phe Leu

140

Arg Gly His

Ser Met Asp

Leu

Met

Asp

95

Arg

Arg

Pro

Leu

Pro

175

Arg

80

Cys

Ser

Met

160

Phe

Pro Ser Phe Glu Lys

190

Ser Asp Ala Gly Pro His Tyr Gly Trp Gly Asp

10

15

His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser

25

30

Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg

40

45
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Gly Gln Ser
50

Thr Val Ala

65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115
Leu Tyr Lys
130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 56
<211> 192
<212> PRT
<213> Homo
<400> 56
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe

35

Gly Gln Ser
50

Thr Val Ala

Ala His

Ile Lys

Lys Met

85

Glu Glu

100

Arg Leu

Asn Arg

Val Pro

Phe Ser

165
Thr Gly

180

sapiens

Ala Phe

5

Leu Arg

20

Leu Arg

Ala His

Ile Lys

Ser Leu Leu Glu Ile Lys
55
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90

Ile Arg Pro Asp Gly Tyr

105
Pro Val Ser Leu Ser Ser
120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155

Ser Pro Leu Glu Thr Asp

170
Leu Glu Ala Val Arg Ser

185

Ser Asp Ala Gly Pro Val
10
His Leu Tyr Thr Ser Gly

25

Ile Arg Ala Asp Gly Val
40
Ser Leu Leu Glu Ile Lys
95

Gly Val His Ser Val Arg

Ala Val Ala Leu Arg
60
Tyr Leu Cys Met Gly
80
Ser Glu Glu Asp Cys
95

Asn Val Tyr Arg Ser

110
Ala Lys Gln Arg Gln
125
His Phe Leu Pro Met
140
Arg Gly His Leu Glu
160

Ser Met Asp Pro Phe

175
Pro Ser Phe Glu Lys

190

Tyr Gly Trp Gly Asp
15
Pro His Gly Leu Ser

30

Val Asp Cys Ala Arg
45

Ala Val Ala Leu Arg

60

Tyr Leu Cys Met Gly
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65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115

Leu Tyr Lys
130

Leu Pro Met

145

Ser Asp Met

Gly Leu Val

<210> 57
<211> 192
<212> PRT
<213> Homo
<400> 57
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35
Gly Gln Ser
50
Thr Val Ala
65

Ala Asp Gly

Lys Met

85

Glu Glu

100

Arg Leu

Asn Arg

Val Pro

Phe Ser
165
Thr Gly

180

sapiens

Ala Phe

Leu Arg

20

Leu Arg

Ala His

Ile Lys

Lys Met

70

Gln Gly Leu Leu

Ile Arg Pro Asp
105
Pro Val Ser Leu
120
Gly Phe Leu Pro
135
Glu Glu Pro Glu

150

Ser Pro Leu Glu

Leu Glu Ala Val

185

Ser Asp Ala Gly

His Leu Tyr Thr

25
Ile Arg Ala Asp
40
Ser Leu Leu Glu
55
Gly Val His Ser
70

Gln Gly Leu Leu

75
Gln Tyr Ser

90

Gly Tyr Asn

Ser Ser Ala

Leu Ser His
140
Asp Leu Arg

155

Thr Asp Ser
170

Arg Ser Pro

Pro Val His
10

Ser Gly Pro

Gly Val Val

Ile Lys Ala

60

Val Arg Tyr
75

Gln Tyr Ser

80
Glu Glu Asp Cys

95

Val Tyr Arg Ser
110

Lys Gln Arg Gln

125

Phe Leu Pro Met

Gly His Leu Glu

160

Met Asp Pro Phe
175
Ser Phe Glu Lys

190

Gly Trp Gly Asp
15

His Gly Leu Ser

30
Asp Cys Ala Arg
45

Val Ala Leu Arg

Leu Cys Met Gly

80

Glu Glu Asp Cys
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85

Ala Phe Glu Glu Glu Ile Arg Pro Asp

100

105

Glu Lys His Arg Leu Pro Val Ser Leu

115

120

Leu Tyr Lys Asn Arg Gly Phe Leu Pro

130

135

Leu Pro Met Val Pro Glu Glu Pro Glu

145

150

Ser Asp Met Phe Ser Ser Pro Leu Glu

165

Gly Leu Val Thr Gly
180

<210> 58
<211> 192
<212> PRT
<213> Homo sapiens
<400> 58
Arg Pro Leu Ala Phe

1 5

Pro Ile Arg Leu Arg
20
Ser Cys Phe Leu Arg
35
Gly Gln Ser Ala His
50
Thr Val Ala Ile Lys

65

Leu Glu Ala Val

185

Ser Asp Ala Gly

His Leu Tyr Thr

25

Ile Arg Ala Asp

40

Ser Leu Leu Glu

55

90

Gly Tyr

Ser Ser

Leu Ser

Asp Leu

155
Thr Asp
170

Arg Ser

Pro Val
10

Ser Gly

Gly Val

Ile Lys

Gly Val His Ser Val Arg

70

75

Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr

85

90

Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr

100

105

95
Asn Val Tyr Arg Ser
110
Ala Lys Gln Arg Gln
125
His Phe Leu Pro Met
140

Arg Gly His Leu Glu

160

Ser Met Asp Pro Phe
175

Pro Ser Phe Glu Lys

190

His Tyr Trp Gly Asp

15

Pro His Gly Leu Ser
30
Val Asp Cys Ala Arg
45
Ala Val Ala Leu Arg
60
Tyr Leu Cys Met Gly

80

Ser Glu Glu Asp Cys
95
Asn Val Tyr Arg Ser

110
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Glu Lys His Arg Leu Pro Val Ser Leu

115

120

Leu Tyr Lys Asn Arg Gly Phe Leu Pro

130

Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 59
<211> 192
<212> PRT
<213> Homo
<400> 59

Arg Pro Leu

1

Pro Ile Arg

Ser Cys Phe

35

Gly Gln Ser
50

Thr Val Ala

65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115

135

Val Pro Glu Glu Pro
150
Phe Ser Ser Pro Leu
165
Thr Gly Leu Glu Ala

180

sapiens

Ala Phe Ser Asp Ala

5
Leu Arg His Leu Tyr
20
Leu Arg Ile Arg Ala
40
Ala His Ser Leu Leu

55

Glu

Glu

Val

185

Gly

Thr
25

Asp

Glu

Ser

Leu

Asp

Thr

170

Arg

Pro

10

Ser

Gly

Ile

Ser

Ser

Leu
155

Asp

Ser

His

Gly

Val

Lys

Ile Lys Gly Val His Ser Val Arg

70

75

Lys Met Gln Gly Leu Leu Gln Tyr

85

90

Glu Glu Ile Arg Pro Asp Gly Tyr

100

105

Arg Leu Pro Val Ser Leu Ser Ser

120

Ala Lys Gln Arg Gln
125
His Phe Leu Pro Met

140

Arg Gly His Leu Glu

160

Ser Met Asp Pro Phe
175

Pro Ser Phe Glu Lys

190

His Gly Trp Gly Asp

15
Pro His Gly Leu Ser
30
Val Asp Cys Ala Arg
45
Ala Val Ala Leu Arg
60

Tyr Leu Cys Met Gly

80
Ser Glu Glu Asp Cys
95
Asn Val Tyr Arg Ser
110
Ala Lys GIn Arg Gln

125
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Leu Tyr

130
Leu Pro
145

Ser Asp

Gly Leu

<210>
<211>
<212>

<213>

<400>
Arg Pro
1

Pro Ile

Ser Cys

Thr Val

65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr

130

Lys

Met

Met

Val

60

192

PRT

Homo

60

Leu

Arg

Phe

35

Ser

His

115

Lys

Asn Arg Gly Phe Leu Pro Leu Ser

135
Val Pro Glu Glu Pro Glu Asp Leu
150 155
Phe Ser Ser Pro Leu Glu Thr Asp
165 170
Thr Gly Leu Glu Ala Val Arg Ser

180 185

sapiens

Ala Phe Ser Asp Ala Gly Pro His
5 10
Leu Arg His Leu Tyr Thr Ser Gly
20 25
Leu Arg Ile Arg Ala Asp Gly Val
40
Ala His Ser Leu Leu Glu Ile Lys

55

Ile Lys Gly Val His Ser Val Arg
70 75
Lys Met Gln Gly Leu Leu Gln Tyr
85 90
Glu Glu Ile Arg Pro Asp Gly Tyr
100 105
Arg Leu Pro Val Ser Leu Ser Ser

120

Asn Arg Gly Phe Leu Pro Leu Ser

135

His

140

Arg

Ser

Pro

60

Tyr

Ser

Asn

His

140

Phe Leu Pro Met

Gly His Leu Glu

160

Met Asp Pro Phe
175

Ser Phe Glu Lys

190

Tyr Trp Gly Asp
15
His Gly Leu Ser
30
Asp Cys Ala Arg
45

Val Ala Leu Arg

Leu Cys Met Gly
80
Glu Glu Asp Cys
95
Val Tyr Arg Ser
110
Lys Gln Arg Gln

125

Phe Leu Pro Met
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Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 61
<211> 192
<212> PRT
<213> Homo
<400> 61
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe
35

Gly Gln Ser

50
Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His

115
Leu Tyr Lys
130
Leu Pro Met
145

Ser Asp Met

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu

150 155

160

Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe

165
Thr Gly

180

sapiens

Ala Phe

5
Leu Arg
20

Leu Arg

Ala His

Ile Lys

Lys Met

85
Glu Glu
100

Arg Leu

Asn Arg

Val Pro

Phe Ser

170
Leu Glu Ala Val Arg Ser

185

Ser Asp Ala Gly Pro His
10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val
40

Ser Leu Leu Glu Ile Lys

95
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr
105

Pro Val Ser Leu Ser Ser

120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155

Ser Pro Leu Glu Thr Asp

175
Pro Ser Phe Glu Lys

190

Val Gly Trp Gly Asp
15
Pro His Gly Leu Ser
30
Val Asp Cys Ala Arg
45

Ala Val Ala Leu Arg

60
Tyr Leu Cys Met Gly
80
Ser Glu Glu Asp Cys
95
Asn Val Tyr Arg Ser
110

Ala Lys GIn Arg Gln

125
His Phe Leu Pro Met
140
Arg Gly His Leu Glu
160

Ser Met Asp Pro Phe
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SSS0l 10-2724421

165 170 175

Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185 190

<210> 62

<211> 192

<212> PRT

<213> Homo sapiens

<400> 62

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val Tyr Trp Gly Asp

1 5 10 15

Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser
20 25 30

Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg

35 40 45

Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg
50 95 60
Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly
65 70 75 80
Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys
85 90 95
Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser

100 105 110

Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln
115 120 125
Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met
130 135 140
Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu
145 150 155 160
Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe

165 170 175

Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys
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<210> 63
<211> 192
<212> PRT
<213> Homo
<400> 63
Arg Pro Leu
1

Pro Ile Arg

Ser Cys Phe

35

Gly Gln Ser

Thr Val Ala
65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115
Leu Tyr Lys
130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 64

<211> 192

180

sapiens

Ala Phe

Leu
20

Leu

Ala

Ile

Lys

Glu

100

Arg

Asn

Val

Phe

5

Arg

Arg

His

Lys

Met

85

Glu

Leu

Arg

Pro

Ser

165

185

Ser Asp Ala Gly Pro His
10
His Leu Tyr Thr Ser Gly
25

Ile Arg Ala Asp Gly Val

40
Ser Leu Leu Glu Ile Lys
55
Gly Val His Ser Val Arg
70 75
Gln Gly Leu Leu Gln Tyr
90

Ile Arg Pro Asp Gly Tyr

105
Pro Val Ser Leu Ser Ser
120
Gly Phe Leu Pro Leu Ser
135
Glu Glu Pro Glu Asp Leu
150 155

Ser Pro Leu Glu Thr Asp

170

Thr Gly Leu Glu Ala Val Arg Ser

180

185

190

Val His Trp

Pro His Gly
30

Val Asp Cys

45
Ala Val Ala
60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr

110
Ala Lys Gln
125
His Phe Leu
140

Arg Gly His

Ser Met Asp

Pro Ser Phe

190

- 124 -

Gly Asp
15

Leu Ser

Ala Arg

Leu Arg

Met Gly

80
Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160

Pro Phe

175

Glu Lys
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<212>
<213>
<400>
Arg Pro
1

Pro Ile

Ser Cys

Thr Val
65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr
130
Leu Pro

145

Ser Asp

Gly Leu

<210>
<211>
<212>
<213>

<400>

PRT

Homo sapiens

64

Leu Ala Phe Ser Asp Ser Ser
5

Arg Leu Arg His Leu Tyr Thr

20 25

Phe Leu Arg Ile Arg Ala Asp
35 40
Ser Ala His Ser Leu Leu Glu
55
Ala Ile Lys Gly Val His Ser
70
Gly Lys Met Gln Gly Leu Leu

85

Glu Glu Glu Ile Arg Pro Asp
100 105
His Arg Leu Pro Val Ser Leu
115 120
Lys Asn Arg Gly Phe Leu Pro
135
Met Val Pro Glu Glu Pro Glu

150

Met Phe Ser Ser Pro Leu Glu
165

Val Thr Gly Leu Glu Ala Val
180 185

65

192

PRT

Homo sapiens

65

Pro Leu Val His Trp Gly Asp

10

15

Ser Gly Pro His Gly Leu Ser

Gly

Ile

Val

Ser

Leu

Asp

Thr
170

Arg

Val

Lys

Arg

75

Tyr

Tyr

Ser

Ser

Leu

155

Asp

Ser

30

Val Asp Cys Ala Arg
45
Ala Val Ala Leu Arg
60
Tyr Leu Cys Met Gly
80
Ser Glu Glu Asp Cys

95

Asn Val Tyr Arg Ser
110
Ala Lys Gln Arg Gln
125

His Phe Leu Pro Met

140

Arg Gly His Leu Glu
160

Ser Met Asp Pro Phe
175
Pro Ser Phe Glu Lys

190
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Arg Pro Leu Ala Phe

1

5

Pro Ile Arg Leu Arg

Ser Cys

Gly Gln

50
Thr Val
65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr
130

Leu Pro

145

Ser Asp

Gly Leu

<210>
<211>
<212>
<213>

<400>

Phe
35

Ser

Ala

Gly

Glu

His
115

Lys

Met

Met

Val

66
192
PRT
Homo

66

20

Leu Arg

Ala His

Ile Lys

Lys Met

85
Glu Glu
100

Arg Leu

Asn Arg

Val Pro

Phe Ser

165
Thr Gly
180

sapiens

Ser Asp Ser Ser

His Leu Tyr Thr

25
Ile Arg Ala Asp
40
Ser Leu Leu Glu
55
Gly Val His Ser
70

Gln Gly Leu Leu

Ile Arg Pro Asp
105
Pro Val Ser Leu
120
Gly Phe Leu Pro
135

Glu Glu Pro Glu

150

Ser Pro Leu Glu

Leu Glu Ala Val

185

Pro His
10

Ser Gly

Gly Val

Ile Lys

Val Arg

75

Gln Tyr

90

Gly Tyr

Ser Ser

Leu Ser

Asp Leu

155
Thr Asp
170

Arg Ser

Val His Trp Gly
15

Pro His Gly Leu

30
Val Asp Cys Ala
45
Ala Val Ala Leu
60

Tyr Leu Cys Met

Ser Glu Glu Asp

95
Asn Val Tyr Arg
110
Ala Lys Gln Arg
125
His Phe Leu Pro
140

Arg Gly His Leu

Ser Met Asp Pro

175

Pro Ser Phe Glu
190

Asp

Ser

Arg

Arg

80

Cys

Ser

Met

160

Phe

Lys

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Leu Gln Trp Gly Asp

1

5

10

15
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Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser

Ser Cys

Gly Gln
50
Thr Val

65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr

130

Leu Pro
145

Ser Asp

Gly Leu

<210>
<211>
<212>
<213>

<400>

20

25

Phe Leu Arg Ile Arg Ala Asp Gly Val

35

Ser Ala His

Ala Ile Lys

Gly Lys Met

85

His Arg Leu

115

40

Ser Leu Leu Glu Ile Lys

55

Gly Val His Ser Val Arg

70

75

Gln Gly Leu Leu Gln Tyr

90

Ile Arg Pro Asp Gly Tyr

105

Pro Val Ser Leu Ser Ser

120

Lys Asn Arg Gly Phe Leu Pro Leu Ser

Met Val Pro

Met Phe Ser

165

135

Glu Glu Pro Glu Asp Leu

150

155

Ser Pro Leu Glu Thr Asp

170

Val Thr Gly Leu Glu Ala Val Arg Ser

180
67
191
PRT
Homo sapiens

67

185

30
Val Asp Cys
45
Ala Val Ala
60

Tyr Leu Cys

Ser Glu Glu

Asn Val Tyr

110

Ala Lys Gln
125

His Phe Leu

140

Arg Gly His

Ser Met Asp

Pro Ser Phe

190

Ala Arg

Leu Arg

Met Gly

80

Asp Cys
95

Arg Ser

Arg Gln

Pro Met

Leu Glu

160
Pro Phe
175

Glu Lys

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val Trp Gly Asp Pro

1

5

10

15

Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

30

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly
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35
Gln Ser Ala
50

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115

Tyr Lys Asn

130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 68
<211> 193
<212> PRT

<213> Homo

<400> 68
Arg Pro Leu
1

Asp Pro Ile

Ser Ser Cys
35

Arg Gly Gln

His Ser Leu Leu
55

Lys Gly Val His

70
Met Gln Gly Leu
85
Glu Ile Arg Pro
100

Leu Pro Val Ser

Arg Gly Phe Leu

135
Pro Glu Glu Pro
150
Ser Ser Pro Leu
165
Gly Leu Glu Ala
180

sapiens

Ala Phe Ser Asp
5

Arg Leu Arg His

20

Phe Leu Arg Ile

Ser Ala His Ser

40

Glu Ile Lys

45
Ala Val Ala

60

Ser Val Arg Tyr Leu Cys

Leu Gln Tyr
90
Asp Gly Tyr
105
Leu Ser Ser
120

Pro Leu Ser

Glu Asp Leu

Glu Thr Asp
170
Val Arg Ser

185

Ala Gly Pro

10

Leu Tyr Thr
25

Arg Ala Asp

40

75

Ser Glu Glu

Asn Val Tyr

Ala Lys Gln

125

His Phe Leu

140
Arg Gly His
155

Ser Met Asp

Pro Ser Phe

His Val His

Ser Gly Pro

Gly Val Val

45

Leu Arg Thr

Met Gly Ala

80
Asp Cys Ala
95
Arg Ser Glu
110

Arg Gln Leu

Pro Met Leu

Leu Glu Ser
160
Pro Phe Gly
175
Glu Lys
190

Tyr Trp Gly
15

His Gly Leu

30

Asp Cys Ala

Leu Leu Glu Ile Lys Ala Val Ala Leu
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50

Arg Thr Val
65

Gly Ala Asp

Cys Ala Phe

Ser Glu Lys

115

Gln Leu Tyr
130

Met Leu Pro

145

Glu Ser Asp

Phe Gly Leu

Lys

<210> 69
<211> 189
<212> PRT
<213> Homo
<400> 69
Arg Asp Ser
1

Leu Arg His

Leu Arg Ile
35

Ala His Ser

Ala Ile

100

His Arg

Lys Asn

Met Val

Met Phe
165
Val Thr

180

sapiens

Ser Pro

5
Leu Tyr
20

Arg Ala

Leu Leu

55 60

Lys Gly Val His Ser Val Arg Tyr Leu Cys Met
70 75 80
Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp
90 95
Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg
105 110
Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg

120 125

Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro
135 140
Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu
150 155 160
Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro
170 175
Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu

185 190

Leu Val His Tyr Gly Trp Gly Asp Pro Ile Arg
10 15
Thr Ser Gly Pro His Gly Leu Ser Ser Cys Phe
25 30
Asp Gly Val Val Asp Cys Ala Arg Gly Gln Ser
40 45

Glu Ile Lys Ala Val Ala Leu Arg Thr Val Ala
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50
Ile Lys Gly Val His
65
Lys Met Gln Gly Leu
85
Glu Glu Ile Arg Pro
100

Arg Leu Pro Val Ser

115
Asn Arg Gly Phe Leu
130
Val Pro Glu Glu Pro
145
Phe Ser Ser Pro Leu

165

55
Ser Val
70

Leu Gln

Asp Gly

Leu Ser

Pro Leu

135
Glu Asp
150

Glu Thr

Arg Tyr

Tyr Ser

Tyr Asn

105

Ser Ala

120

Ser His

Leu Arg

Asp Ser

Thr Gly Leu Glu Ala Val Arg Ser Pro

180
<210> 70
<211> 190
<212> PRT
<213>

Homo sapiens

<400> 70

185

Met Arg Asp Ser Ser Pro Leu Val His

1 5

Arg Leu Arg His Leu Tyr Thr Ser Gly

20

25

Phe Leu Arg Ile Arg Ala Asp Gly Val

35

40

Ser Ala His Ser Leu Leu Glu Ile Lys

50

55

Leu

90

Val

Lys

Phe

Met
170

Ser

Tyr
10

Pro

Ala

Ala Ile Lys Gly Val His Ser Val Arg Tyr

65

70

Cys
75

Glu

Tyr

Leu

His

155

Asp

Phe

His

Asp

Val

Leu

75

60
Met Gly Ala Asp Gly
80
Asp Cys Ala Phe Glu
95
Arg Ser Glu Lys His
110

Arg Gln Leu Tyr Lys

125
Pro Met Leu Pro Met
140
Leu Glu Ser Asp Met
160
Pro Phe Gly Leu Val
175

Glu Lys

Trp Gly Asp Pro Ile
15
Gly Leu Ser Ser Cys
30
Cys Ala Arg Gly Gln

45

Ala Leu Arg Thr Val
60
Cys Met Gly Ala Asp

80

- 130 -

SSS0l 10-2724421



Gly Lys Met Gly Leu Leu Gln Tyr

85

Glu Glu Glu Arg Pro Asp Gly Tyr

100 105

His Arg Leu Pro Val Ser Leu Ser Ser

115 120

Lys Asn Arg Gly Phe Leu Pro Leu Ser

130 135

Met Val Pro Pro Glu Asp Leu

145 150

Met Phe Ser Ser Pro Leu Glu Thr Asp

165

Val Thr Gly Leu Ala Val Arg Ser

180 185

<210> 71

<211> 181

<212> PRT

<213> Homo sapiens

<400> 71

His Pro Ile Pro Asp Ser Ser Pro Leu

1 5

Arg Gln Arg Tyr Leu Tyr Thr Asp Asp

20 25

Leu Glu Ile Arg Glu Asp Gly Thr Val

35 40

Pro Glu Ser Leu Leu Gln Leu Lys
50 95

Ile Leu Gly Val Lys Thr Ser Arg Phe
65 70

Ala Leu Tyr Gly Ser Leu His Phe Asp

85

Ser Glu Glu Asp Cys
90
Asn Val Tyr Arg Ser

110

Ala Lys Gln Arg Gln
125
His Phe Leu Pro Met
140
Arg Gly His Leu Glu
155
Ser Met Asp Pro Phe

170

Pro Ser Phe Glu Lys

190

Leu Gln Phe Gly Gly

10

Ala Gln Gln Thr Glu
30

Gly Gly Ala Ala Asp

45
Leu Lys Pro Gly Val
60
Leu Cys Gln Arg Pro
75
Pro Glu Ala Cys Ser

90
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Ala Phe
95

Glu Lys

Leu Tyr

Leu Pro

Ser Asp
160
Gly Leu

175

Gln Val
15

Ala His

Gln Ser

Ile Gln

Asp Gly
80
Phe Arg

95



Glu Leu Leu

Ser Leu Pro
115
Ala Pro Arg
130
Ala Leu Pro
145

Gly Ser Ser

Pro Ser Tyr

<210> 72
<211> 181
<212> PRT
<213> Homo
<400> 72
His Pro Ile
1

Arg Gln Arg

Leu Glu Ile

35
Pro Glu Ser
50
Ile Leu Gly
65

Ala Leu Tyr

Glu Leu Leu

Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

100 105 110
Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro
120 125
Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro
135 140
Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
150 155 160

Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser

165 170 175
Ala Ser

180

sapiens

Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val
5 10 15

Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His

20 25 30

Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

40 45
Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln
55 60
Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly
70 75 80
Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
85 90 95

Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

100 105 110

- 132 -

SSS0l 10-2724421



Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

115

120

125

Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro

130

135

140

Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val

145

155

160

Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser

165
Pro Ser Tyr Ala Ser
180
<210> 73
<211> 212
<212> PRT
<213> Homo sapiens

<400> 73

170

His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln

1 5

10

Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln

20

25

Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly

35

40

Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys

50
Ile Leu Gly Val Lys
65
Ala Leu Tyr Gly Ser

85

55

Thr Ser Arg Phe Leu Cys

75

Leu His Phe Asp Pro Glu

90

Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr

100

105

Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser

115

120

Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu

175

Phe Gly Gly Gln Val
15
GIn Thr Glu Ala His
30

Ala Ala Asp Gln Ser

45
Pro Gly Val Ile Gln
60
Gln Arg Pro Asp Gly
80
Ala Cys Ser Phe Arg
95

GIn Ser Glu Ala His

110
Pro His Arg Asp Pro
125

Pro Gly Leu Pro Pro
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130
Ala Leu Pro
145

Gly Ser Ser

Val Gly Gly

Leu Thr Asp

195
Ile Thr Gly

210

<210> 74
<211> 189
<212> PRT
<213> Homo
<400> 74
Arg Asp Ala
1

Leu Arg His

Leu Arg Ile
35
Ala His Ser
50
Ile Lys Gly

65

Lys Met Gln

Glu Glu Ile

Arg Leu Pro

115

135
Glu Pro Pro Gly Ile
150

Asp Pro Leu Ser Met

165
Glu Gly Cys His Met
180
[le Asp Arg Thr His

200

sapiens

Gly Pro His Val His

Leu Tyr Thr Ser Gly
20
Arg Ala Asp Gly Val
40
Leu Leu Glu Ile Lys
95
Val His Ser Val Arg

70

Gly Leu Leu Gln Tyr
85

Arg Pro Asp Gly Tyr

100

Val Ser Leu Ser Ser

120

140
Leu Ala Pro Gln Pro Pro Asp
155

Val Val Gln Asp Glu Leu Gln

170 175
His Pro Glu Asn Cys Lys Thr
185 190
Thr Glu Lys Pro Val Trp Asp

205

Tyr Gly Trp Gly Asp Pro Ile

10 15

Pro His Gly Leu Ser Ser Cys
25 30
Val Asp Cys Ala Arg Gly Gln
45
Ala Val Ala Leu Arg Thr Val
60
Tyr Leu Cys Met Gly Ala Asp

75

Ser Glu Glu Asp Cys Ala Phe
90 95

Asn Val Tyr Arg Ser Glu Lys

105 110

Ala Lys Gln Arg Gln Leu Tyr

125
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Val
160

Gly

Leu

Gly

Arg

Phe

Ser

Gly
80

Glu

His

Lys
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Asn Arg Gly

130

Val Pro Glu
145

Phe Ser Ser

Thr Gly Leu

<210> 75
<211> 184
<212> PRT
<213> Homo
<400> 75
Arg Val His

1

Thr Ser Gly

Asp Gly Val
35
Glu Ile Lys
50
Ser Val Arg

65

Leu Gln Tyr

Asp Gly Tyr

Leu Ser Ser
115
Pro Leu Ser

130

Phe Leu

Glu Pro

Pro Leu
165
Glu Ala

180

sapiens

Tyr Gly

Pro His
20

Val Asp

Ala Val

Tyr Leu

Ser Glu

85
Asn Val
100

Ala Lys

His Phe

Pro Leu Ser

135

Glu Asp Leu
150

Glu Thr Asp

Val Arg Ser

Trp Gly Asp

Gly Leu Ser

Cys Ala Arg
40
Ala Leu Arg
95
Cys Met Gly

70

Glu Asp Cys

Tyr Arg Ser

Gln Arg Gln
120
Leu Pro Met

135

His Phe Leu

Arg Gly His

155

Ser Met Asp
170

Pro Ser Phe

185

Pro Met Leu Pro Met

140

Leu Glu Ser Asp Met

160

Pro Phe Gly Leu Val

Glu Lys

Pro Ile Arg Leu Arg

10

Ser Cys Phe
25

Gly Gln Ser

Thr Val Ala

Leu Arg

Ala

Ile

60

His
45

Lys

Ala Asp Gly Lys Met

75

90
Glu Lys His
105

Leu Tyr Lys

Leu Pro Met

175

His Leu Tyr

15

Ile Arg Ala
30

Ser Leu Leu

Gly Val His

Gln Gly Leu
30

Ile Arg Pro

95

Arg Leu Pro Val Ser

110

Asn Arg Gly Phe Leu

125

Val Pro Glu Glu Pro

140

- 135 -

SSS0dl 10-2724421



SSS0l 10-2724421

Glu Asp Leu Arg Gly His Leu Glu Ser Asp Met Phe Ser Ser Pro Leu
145 150 155 160
Glu Thr Asp Ser Met Asp Pro Phe Gly Leu Val Thr Gly Leu Glu Ala
165 170 175
Val Arg Ser Pro Ser Phe Glu Lys
180
<210> 76
<211> 179
<212> PRT
<213> Homo sapiens
<400> 76
Arg Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His

1 5 10 15

Gly Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp
20 25 30
Cys Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val
35 40 45
Ala Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu
50 55 60
Cys Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu

65 70 75 80

Glu Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val
85 90 95
Tyr Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys
100 105 110
Gln Arg GIn Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe
115 120 125
Leu Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly

130 135 140

His Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met
145 150 155 160

Asp Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser
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Phe Glu

<210>
<211>
<212>
<213>
<400>
Arg Arg
1

Cys Phe

Gln Ser

Val Ala

Asp Gly

65

Phe Glu

Lys His

Tyr Lys

Pro Met

130

Asp Met

145

Leu Val

<210>

<211>

Lys

77
175
PRT

165

Homo sapiens

77

Leu Arg His Leu Tyr Thr Ser Gly Pro His

Leu Arg

20

Ala His

Ile Lys

Lys Met

Arg Leu

100
Asn Arg
115

Val Pro

Phe Ser

5

170

10

Ile Arg Ala Asp Gly Val

25

Ser Leu Leu Glu Ile Lys

40

Gly Val His Ser Val Arg

55

Gln Gly Leu Leu Gln Tyr

70

Ile Arg Pro Asp Gly Tyr

85

90

Pro Val Ser Leu Ser Ser

105

Gly Phe Leu Pro Leu Ser

120

Glu Glu Pro Glu Asp Leu

135

Ser Pro Leu Glu Thr Asp

150

Thr Gly Leu Glu Ala Val Arg Ser

78

188

165

170

Tyr

Ser

75

Asn

His

Arg

Ser

155

Pro

175

15

Gly Leu Ser Ser

Asp Cys Ala Arg Gly

30

Val Ala Leu Arg Thr

Leu Cys Met Gly Ala

60

Glu Glu Asp Cys Ala

80

Val Tyr Arg Ser Glu

95

Lys Gln Arg Gln Leu

110

Phe Leu Pro Met Leu

125

Gly His Leu Glu Ser

140

Met Asp Pro Phe Gly

Ser Phe Glu
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<212> PRT

<213> Homo

<400>

78

sapiens

Arg Ala Gly Pro His

1

Arg His Leu

Tyr Thr

20

Arg Ile Arg Ala Asp

35

His Ser Leu

50

Lys Gly Val

65

Leu Glu

His Ser

Met Gln Gly Leu Leu

85

Glu Ile Arg Pro Asp

Leu Pro Val

115

Arg Gly Phe

130

100

Ser Leu

Leu Pro

Val His Tyr Gly Trp Gly Asp Pro Ile Arg Leu
10 15
Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu
25 30

Gly Val Val Asp Cys Ala Arg Gly GIn Ser Ala
40 45
Ile Lys Ala Val Ala Leu Arg Thr Val Ala Ile
55 60
Val Arg Tyr Leu Cys Met Gly Ala Asp Gly Lys
70 75 80
Gln Tyr Ser Glu Glu Asp Cys Ala Phe Glu Glu

90 95

Gly Tyr Asn Val Tyr Arg Ser Glu Lys His Arg
105 110
Ser Ser Ala Lys Gln Arg Gln Leu Tyr Lys Asn
120 125
Leu Ser His Phe Leu Pro Met Leu Pro Met Val

135 140

Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser Asp Met Phe

145

Ser Ser Pro

Leu Glu

165

Gly Leu Glu Ala Val

<210>

<211>

<212>

<213>

<400>

79
187
PRT
Homo

79

180

sapiens

150 155 160

Thr Asp Ser Met Asp Pro Phe Gly Leu Val Thr
170 175
Arg Ser Pro Ser Phe Glu Lys

185
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Arg Gly Pro
1

His Leu Tyr

[le Arg Ala
35
Ser Leu Leu
50
Gly Val His
65

Gln Gly Leu

Ile Arg Pro

Pro Val Ser

115

Gly Phe Leu
130

Glu Glu Pro

145

Ser Pro Leu

Leu Glu Ala

<210> 80
<211> 186
<212> PRT
<213> Homo
<400> 80
Arg Pro His
1

Leu Tyr Thr

His

Thr

20

Asp

Ser

Leu

Asp
100

Leu

Pro

Glu Asp Leu Arg Gly His

Glu

Val His Tyr
5

Ser Gly Pro

Gly Val Val

Ile Lys Ala

55

Val Arg Tyr
70

Gln Tyr Ser

85

Gly Tyr Asn

Ser Ser Ala

Leu Ser His

135

150

Thr Asp Ser

165

Gly Trp Gly Asp Pro Ile Arg Leu Arg

10
His Gly Leu

25

Asp Cys Ala
40

Val Ala Leu

Leu Cys Met

Glu Glu Asp

90

Val Tyr Arg
105

Lys Gln Arg

120

Phe Leu Pro

Met Asp Pro

170

Val Arg Ser Pro Ser Phe Glu

180

sapiens

185

Ser Ser Cys

Arg Gly Gln
45
Arg Thr Val
60
Gly Ala Asp
75

Cys Ala Phe

Ser Glu Lys

Gln Leu Tyr

125

Met Leu Pro

140

155

Phe Gly Leu

Lys

15
Phe Leu Arg

30

Ser Ala His

Ala Ile Lys

Gly Lys Met
80
Glu Glu Glu

95

His Arg Leu
110

Lys Asn Arg

Met Val Pro

Leu Glu Ser Asp Met Phe Ser

160

Val Thr Gly

175

Val His Tyr Gly Trp Gly Asp Pro Ile Arg Leu Arg His

5

10

15

Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu Arg Ile
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Arg Ala Asp
35
Leu Leu Glu
50
Val His Ser
65

Gly Leu Leu

Arg Pro Asp

Val Ser Leu

115

Phe Leu Pro
130

Glu Pro Glu

145

Pro Leu Glu

Glu Ala Val

<210> 81
<211> 185
<212> PRT
<213> Homo
<400> 81
Arg His Val
1

Tyr Thr Ser

Ala Asp Gly

20

Gly Val

Ile Lys

Val Arg

Gln Tyr

85

Gly Tyr
100

Ser Ser

Leu Ser

Asp Leu

Thr Asp
165
Arg Ser

180

sapiens

Val

Tyr
70

Ser

Asn

His

Arg

150

Ser

Pro

25

30

Asp Cys Ala Arg Gly GIn Ser Ala

40
Val Ala Leu
55

Leu Cys Met

Glu Glu Asp

Val Tyr Arg Ser

105

45

60

Gly Ala Asp Gly Lys

Ala Phe Glu Glu

Glu Lys His Arg

110

Lys Gln Arg Gln Leu Tyr Lys Asn

120
Phe Leu Pro
135

Gly His Leu

Met Asp Pro

Ser Phe Glu Lys

185

125

Leu Pro Met Val

140

Glu Ser Asp Met Phe

Phe Gly Leu Val Thr

His Tyr Gly Trp Gly Asp Pro Ile Arg Leu Arg

5

Gly Pro His Gly Leu Ser Ser Cys Phe Leu Arg

20

25

30

Val Val Asp Cys Ala Arg Gly Gln Ser Ala His

- 140 -

His Ser

Arg Thr Val Ala Ile Lys Gly

Met Gln
80
Glu Ile

95

Leu Pro

Arg Gly

Pro Glu

Ser Ser

160

Gly Leu

175

His Leu
15

Ile Arg

Ser Leu
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35
Leu Glu Ile
50
His Ser Val
65

Leu Leu Gln

Pro Asp Gly

Ser Leu Ser

115

Leu Pro Leu
130

Pro Glu Asp

145

Leu Glu Thr

Ala Val Arg

<210> 82
<211> 194
<212> PRT
<213> Homo
<400> 82
Arg Pro Leu
1

Gly Asp Pro

Leu Ser Ser
35
Ala Arg Gly

50

40

Lys Ala Val Ala Leu Arg Thr

Arg Tyr

Tyr Ser

85

Tyr Asn

100

Ser Ala

Ser His

Leu Arg

Asp Ser
165
Ser Pro

180

sapiens

Ala Phe

Ile Arg

20

Cys Phe

Gln Ser

55
Leu Cys
70

Glu Glu

Val Tyr

Lys Gln

Phe Leu

135

Gly His

150

Met Asp

Ser Phe

Ser Ala

Leu Arg

Leu Arg

Ala His

55

Met Gly Ala

Asp Cys Ala

Arg Ser Glu
105

Arg Gln Leu

120

Pro Met Leu

Leu Glu Ser

Pro Phe Gly
170
Glu Lys

185

Ala Gly Pro
10
His Leu Tyr

25

Ile Arg Ala
40

Ser Leu Leu

Val

Asp

75

Phe

Lys

Tyr

Pro

Asp

155

Leu

His

Thr

Asp

Glu

45
Ala Ile Lys
60

Gly Lys Met

Glu Glu Glu

His Arg Leu
110
Lys Asn Arg
125
Met Val Pro
140

Met Phe Ser

Val Thr Gly

Val His Tyr

Ser Gly Pro

30

Gly Val Val
45
Ile Lys Ala

60
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Gly Val

Ile Arg

95

Pro Val

Gly Phe

Ser Pro

160

Leu Glu

175

Gly Trp
15

His Gly

Asp Cys

Val Ala

SSS0l 10-2724421



Leu Arg Thr Val Ala
65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys
130
Pro Met Leu Pro Met

145

Leu Glu Ser Asp Met

165

Pro Phe Gly Leu Val
180

Glu Lys

<210> 83

<211> 194

<212> PRT

<213> Homo sapiens
<400> 83

Arg Pro Leu Ala Phe
1 5

Gly Asp Pro Ile Arg

20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

Ile Lys
70

Lys Met

Glu Glu

Arg Leu

Asn Arg

135

Val Pro

150

Phe Ser

Thr Gly

Ser Asp

Leu Arg

Leu Arg

Ala His
55

Ile Lys

Gly Val His Ser Val Arg Tyr
75
Gln Gly Leu Leu Gln Tyr Ser

90

Ile Arg Pro Asp Gly Tyr Asn
105 110
Pro Val Ser Leu Ser Ser Ala
120 125
Gly Phe Leu Pro Leu Ser His
140

Glu Glu Pro Glu Asp Leu Arg

Ser Pro Leu Glu Thr Asp Ser
170
Leu Glu Ala Val Arg Ser Pro

185 190

Ala Ala Pro His Val His Tyr
10

His Leu Tyr Thr Ser Gly Pro

25 30
Ile Arg Ala Asp Gly Val Val
40 45
Ser Leu Leu Glu Ile Lys Ala
60

Gly Val His Ser Val Arg Tyr

- 142 -

Leu

95

Val

Lys

Phe

Met
175

Ser

15

His

Asp

Val

Leu

Cys

80

Tyr

Leu

His

160

Asp

Phe

Trp

Cys

Ala

Cys
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65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys
130

Pro Met Leu Pro Met

145
Leu Glu Ser Asp Met
165
Pro Phe Gly Leu Val
180

Glu Lys

<210> 84
<211> 194
<212> PRT
<213> Homo sapiens
<400> 84
Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

70 75

Lys Met Gln Gly Leu Leu

90
Glu Glu Ile Arg Pro Asp
105
Arg Leu Pro Val Ser Leu
120
Asn Arg Gly Phe Leu Pro
135

Val Pro Glu Glu Pro Glu

150 155

Phe Ser Ser Pro Leu Glu
170

Thr Gly Leu Glu Ala Val

185

Ser Asp Ala Gly Ala His
10

Leu Arg His Leu Tyr Thr
25
Leu Arg Ile Arg Ala Asp

40

Gln

Gly

Ser

Leu

140

Asp

Thr

Arg

Val

Ser

Gly

Tyr Ser

Tyr Asn

110
Ser Ala
125

Ser His

Leu Arg

Asp Ser

Ser Pro

190

His Tyr

Gly Pro
30
Val Val

45

Ala His Ser Leu Leu Glu Ile Lys Ala

55

60

Ile Lys Gly Val His Ser Val Arg Tyr

- 143 -

80

Glu Glu

95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Gly Trp

15

His Gly

Asp Cys

Val Ala

Leu Cys
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65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys

130

Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met
165
Pro Phe Gly Leu Val
180

Glu Lys

<210> 85

<211> 194

<212> PRT

<213> Homo sapiens
<400> 85

Arg Pro Leu Ala Phe

Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

70

Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro
105
Arg Leu Pro Val Ser
120
Asn Arg Gly Phe Leu

135

Val Pro Glu Glu Pro

150

Phe Ser Ser Pro Leu
170

Thr Gly Leu Glu Ala

185

Ser Asp Ala Gly Pro

10
Leu Arg His Leu Tyr
25
Leu Arg Ile Arg Ala
40
Ala His Ser Leu Leu

55

75

Leu Gln

Asp Gly

Leu Ser

Pro Leu

140

Glu Asp

Glu Thr

Val Arg

His Val

Thr Ser

Tyr Ser

Tyr Asn

110

Ser Ala

125

Ser His

Leu Arg

Asp Ser

Ser Pro

190

His Tyr

Gly Pro

30

Asp Gly Val Val

Glu Ile

60

45

Lys Ala

Ile Lys Gly Val His Ser Val Arg Tyr

- 144 -

80

Glu Glu

95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

15

His Gly

Asp Cys

Val Ala

Leu Cys
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65

Met Gly Ala

Asp Cys Ala

Arg Ser Glu
115

Arg Gln Leu

130
Pro Met Leu
145

Leu Glu Ser

Pro Phe Gly
Glu Lys
<210> 86
<211> 194
<212

> PRT
<213> Homo
<400> 86
Arg Pro Leu
1

Gly Ala Pro

Leu Ser Ser
35
Ala Arg Gly

50

Leu Arg Thr

65

Asp Gly

Phe Glu

100

Lys His

Tyr Lys

Pro Met

Asp Met

165

Leu Val

180

sapiens

Ala Phe

Ile Arg

20

Cys Phe

Gln Ser

Val Ala

70

Lys Met

Glu Glu

Arg Leu

Asn Arg

135
Val Pro
150

Phe Ser

Gln Gly Leu
90
Ile Arg Pro
105
Pro Val Ser
120

Gly Phe Leu

Glu Glu Pro

Ser Pro Leu

170

75

Leu Gln Tyr

Asp Gly Tyr

Leu Ser Ser
125

Pro Leu Ser

140
Glu Asp Leu
155

Glu Thr Asp

Thr Gly Leu Glu Ala Val Arg Ser

Ser Asp

Leu Arg His Leu Tyr Thr Ser Gly

185

Ala Gly Pro
10

25

His Val His

Leu Arg Ile Arg Ala Asp Gly Val

Ala His

55

Ile Lys

70

40

45

Ser Leu Leu Glu Ile Lys

60

Ser

Asn

110

His

Arg

Ser

Pro

190

Tyr

Pro

30

Ala

Gly Val His Ser Val Arg Tyr

75

- 145 -

80
Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Gly Trp

15

His Gly

Asp Cys

Val Ala

Leu Cys

80
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Met Gly Ala Asp Gly

85

Asp Cys Ala Phe Glu

100
His

Arg Ser Glu Lys

115

Arg Gln Leu Tyr Lys

130

Pro Met Leu Pro Met

145

Leu Glu Ser Asp Met
165
Pro Phe Gly

Leu Val

180

Glu Lys
<210> 87
<211> 167
<212> PRT

<213> Homo sapiens

<400> 87
Arg Pro Leu Ala Phe
1 5
Gly Asp Ala Ile Cys
20

Ile Lys Ala Val Ala
35

Val Arg Tyr Leu Cys

50
Gln Tyr Ser Glu Glu
65

Gly Tyr Asn Val Tyr

Lys Met Gln Gly Leu Leu Gln Tyr

90

Glu Glu Ile Arg Pro Asp Gly Tyr

105

Arg Leu Pro Val Ser Leu Ser Ser

120 125

Asn Arg Gly Phe Leu Pro Leu Ser

135 140

Val Pro Glu Glu Pro Glu Asp Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp
170
Thr Gly Leu Glu Ala Val Arg Ser

185

Ser Asp Ala Gly Pro His Val His
10
Ala Arg Gly Gln Ser Ala His Ser
25
Leu Arg Thr Val Ala Ile Lys Gly
40 45

Met Gly Ala Asp Gly Lys Met Gln

55 60

Asp Cys Ala Phe Glu Glu Glu Ile
70 75

Arg Ser Glu Lys His Arg Leu Pro

Ser Glu Glu
95

Asn Val Tyr

110

Ala Lys Gln

His Phe Leu

Arg Gly His

160

Ser Met Asp
175

Pro Ser Phe

190

Tyr Gly Trp
15

Leu Leu Glu

30

Val His Ser

Gly Leu Leu

Arg Pro Asp
80

Val Ser Leu

- 146 -
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85

90

Ser Ser Ala Lys Gln Arg Gln Leu Tyr Lys

100

Leu Ser His Phe Leu

115
Asp Leu Arg Gly His
130
Thr Asp Ser Met Asp
145
Arg Ser Pro Ser Phe
165
<210> 88
<211> 194
<212> PRT

<213> Homo sapiens
<400> 88

Arg Pro Leu Ala Phe

1 5
Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

65

Met Gly Ala Asp Gly
85

Asp Cys Ala Phe Glu

100

Pro Met

Leu Glu

135
Pro Phe
150

Glu Lys

Ser Asp

Leu Arg

Leu Arg

Ala His

55

Ile Lys

70

Lys Met

Glu Glu

105

Leu Pro Met

120

Ser Asp Met

Gly Leu Val

Ala Gly Pro

10
His Leu Tyr
25
[le Arg Ala
40

Ser Leu Leu

Gly Val His

Gln Gly Leu
90
Ile Arg Pro

105

Arg Ser Glu Lys His Arg Leu Pro Val Ser

115

120

Asn Arg Gly

Val Pro Glu

125

Phe Ser Ser
140

Thr Gly Leu

155

His Val His

Thr Ser Gly

Asp Gly Val

45

Glu Ile Lys
60

Ser Val Arg

75

Leu Gln Tyr

Asp Gly Tyr

Leu Ser Ser

125

95
Phe Leu Pro
110

Glu Pro Glu

Pro Leu Glu

Glu Ala Val

160

Tyr Gly Trp

15
Pro Ala Gly
30

Val Asp Cys

Ala Val Ala

Tyr Leu Cys

80
Ser Glu Glu
95
Asn Val Tyr
110

Ala Lys Gln

- 147 -
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Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ala His

130 135 140
Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg
145 150 155
Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser
165 170
Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro
180 185 190

Glu Lys

<210> 89

211> 194
<212

> PRT

<213> Homo sapiens

<400> 89

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr

1 5 10

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro
20 25 30

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val

35 40 45
Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala

50 55 60

Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr
65 70 75
Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser
85 90
Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn
100 105 110
Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala

115 120 125

- 148 -

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Gly Trp
15

Ala Gly

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Lys Gln
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Arg Gln Leu Tyr Lys

130

Pro Met Leu Pro Met

145

Leu Glu Ser Asp Met

165

Pro Phe Gly Leu Val

180

Glu Lys

<210> 90

<211> 194
<212> PRT
<213>

<400> 90

Homo sapiens

Arg Pro Leu Ala Phe

1

5

Gly Asp Pro Ile Arg

20
Leu Ser Ser Cys

35

Phe

Ala Arg Gly Gln Ser

50
Leu Arg Thr Val

65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu

100

Arg Ser Glu Lys

115

Ala Gln Leu Tyr

85

His

Lys

Asn Arg Gly Phe Leu Pro Leu Ser Ala Phe Leu

135

140

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His

150

155

160

Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp

170

175

Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

185

Ser Asp Ala Gly Pro

10

Leu Arg His Leu Tyr

25

Leu Arg Ile Arg Ala

40

Ala His Ser Leu Leu

Ile
70

Lys

55

Lys Gly Val His

Met Gln Gly Leu

90

Glu Glu Ile Arg Pro

105

Arg Leu Pro Val Ser

120

Asn Arg Gly Phe Leu

190

His Val His Tyr

Thr Ser Gly Pro

30

Asp Gly Val Val
45

Glu Ile Lys Ala

60
Ser Val Arg Tyr
75

Leu Gln Tyr Ser

Asp Gly Tyr Asn
110

Leu Ser Ser Ala

125

Pro Leu Ser His
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Gly Trp
15

His Gly

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Ala Gln

Phe Leu
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130
Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met
165

Pro Phe Gly Leu Val

180

Glu Lys

<210> 91

<211> 194

<212> PRT

<213> Homo sapiens

<400> 91

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20

Leu Ser Ser Cys Phe

35

Ala Arg Gly Gln Ser
50
Leu Arg Thr Val Ala
65
Met Gly Ala Asp Gly
85
Asp Cys Ala Phe Glu

100

Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys

130

135

140

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His

150

155

160

Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp

170

175

Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

185

Ser Asp Ala Gly Pro

10

Leu Arg His Leu Tyr
25

Leu Arg Ile Arg Ala

40

Ala His Ser Leu Leu
95
Ile Lys Gly Val His
70
Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro

105

Arg Leu Pro Val Ser
120
Asn Arg Gly Phe Leu

135

190

His Val His Tyr

Thr Ser Gly Pro
30
Asp Gly Val Val

45

Glu Ile Lys Ala
60

Ser Val Arg Tyr

75

Leu Gln Tyr Ser

Asp Gly Tyr Asn

110

Leu Ser Ser Ala
125
Pro Leu Ala His

140

- 150 -

Gly Trp
15

His Gly

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Ala Gln

Phe Leu
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Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met

165

Pro Phe Gly Leu Val
180

Glu Lys

<210> 92

<211> 194

<212> PRT

<213> Homo sapiens

<400> 92

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20

Leu Ser Ser Cys Phe

35
Ala Arg Gly Gln Ser
50
Leu Arg Thr Val Ala
65
Met Gly Ala Asp Gly
85

Asp Cys Ala Phe Glu

100
Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys
130

Pro Met Leu Pro Met

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His
150 155 160
Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp

170 175

Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

185 190

Ser Asp Ala Gly Pro His Val His Tyr Gly Trp
10 15
Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly
25 30

Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys

40 45
Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala
55 60
Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys
70 75 80
Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu
90 95

Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr

105 110
Arg Leu Pro Val Ser Leu Ser Ser Ala Ala Gln
120 125
Asn Arg Gly Phe Leu Pro Leu Ser Ala Phe Leu
135 140

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His

- 151 -
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145 150 155 160

Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp

165 170 175
Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe
180 185 190

Glu Lys

<210> 93

<211> 194

<212> PRT

<213> Homo sapiens

<400> 93

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr Gly Trp
1 5 10 15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

20 25 30

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys
35 40 45
Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala
50 55 60
Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys
65 70 75 80
Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu

85 90 95

Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
100 105 110
Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln
115 120 125
Ala Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ala His Phe Leu
130 135 140

Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His
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145 150 155 160

Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp
165 170 175
Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe
180 185 190

Glu Lys

<210> 94

<211> 194

<212> PRT

<213> Homo sapiens

<400> 94

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr Gly Trp
1 5 10 15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

20 25 30
Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys
35 40 45
Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala
50 55 60
Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys
65 70 75 80

Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu

85 90 95
Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
100 105 110
Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln
115 120 125
Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ala Ala Phe Leu
130 135 140

Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His
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145 150 155 160
Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp
165 170 175
Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe
180 185 190

Glu Lys

<210> 95

<211> 194

<212> PRT

<213> Homo sapiens

<400> 95

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr Gly Trp

1 5 10 15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly
20 25 30
Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys
35 40 45
Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala
50 55 60
Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys

65 70 75 80

Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu
85 90 95
Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
100 105 110
Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Ala Gln
115 120 125
Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser Ala Phe Leu

130 135 140

Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His

145 150 155 160
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Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp

165

170

175

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180
Glu Lys
<210> 96
<211> 194
<212> PRT
<213> Homo sapiens
<400> 96

Arg Pro Leu Ala Phe

1 5
Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser
50

Leu Arg Thr Val

65
Met Gly Ala Asp Gly
85
Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His
115

Ala Gln Leu Tyr Lys

130
Pro Met Leu Pro Met
145

Leu Glu Ser Asp Met

185

Ser Asp Ala Gly Pro

10
Leu Arg His Leu Tyr
25
Leu Arg Ile Arg Ala
40
Ala His Ser Leu Leu
95

Ile Lys Gly Val His

70
Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro
105
Arg Leu Pro Val Ser
120

Asn Arg Gly Phe Leu

135
Val Pro Glu Glu Pro
150

Phe Ser Ser Pro Leu

190

His Val His Tyr Gly Trp

15
Thr Ser Gly Pro His Gly
30
Asp Gly Val Val Asp Cys
45
Glu Ile Lys Ala Val Ala
60

Ser Val Arg Tyr Leu Cys

75 80

Leu Gln Tyr Ser Glu Glu

95

Asp Gly Tyr Asn Val Tyr

110

Leu Ser Ser
125

Pro Leu Ala His Phe Leu

140
Glu Asp Leu Arg Gly His
155 160

Glu Thr Asp Ser Met Asp

- 155 -
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165

170

175

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180

Glu Lys

<210> 97

211> 194
<212

> PRT

<213> Homo sapiens

<400> 97

Arg Pro Leu Ala Phe

1 5

Gly Asp Pro Ile Arg
20

Leu Ser Ser Cys Phe

35
Ala Arg Gly Gln Ser

50

Leu Arg Thr Val
65
Met Gly Ala Asp Gly
85
Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His

115

Ala Gln Leu Tyr Lys
130

Pro Met Leu Pro Met

145

Leu Glu Ser Asp Met

165

185

Ser Asp Ala Gly Pro
10
Leu Arg His Leu Tyr
25
Leu Arg Ile Arg Ala
40
Ala His Ser Leu Leu

55

Ile Lys Gly Val His
70
Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro
105
Arg Leu Pro Val Ser

120

Asn Arg Gly Phe Leu
135

Val Pro Glu Glu Pro

150

Phe Ser Ser Pro Leu

170

190

His Val His Tyr

Thr Ser Gly Pro
30
Asp Gly Val Val

45
Glu Ile Lys

60

Ser Val Arg Tyr
75

Leu Gln Tyr Ser
Asp Gly Tyr Asn
110

Leu Ser Ser

125

Pro Leu Ser
140

Glu Asp Leu Arg

155

Glu Thr Asp Ser

- 156 -

Gly Trp
15

His Gly

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Ala Gln

Phe Leu

Gly His
160
Met Asp

175
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Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180

Glu Lys
<210> 98
<211> 194
<212> PRT
<213> Homo sapiens
<400> 98
Arg Pro Leu Ala Phe
1 5
Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe
35

Ala Arg Gly Gln Ser

50
Leu Arg Thr Val Ala
65
Met Gly Ala Asp Gly
85
Asp Cys Ala Phe Glu
100

Arg Ser Glu Lys His

115
Ala Gln Leu Tyr Lys
130
Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met

165

185

Ser Asp Ala Gly Pro His Val His

10

Leu Arg His Leu Tyr Thr Ser Gly
25

Leu Arg Ile Arg Ala Asp Gly Val

40 45

Ala His Ser Leu Leu Glu Ile Lys

55 60

Ile Lys Gly Val His Ser Val Arg

70 75

Lys Met Gln Gly Leu Leu Gln Tyr
90

Glu Glu Ile Arg Pro Asp Gly Tyr

105

Arg Leu Pro Val Ser Leu Ser Ser

120 125

Asn Arg Gly Phe Leu Pro Leu Ala
135 140

Val Pro Glu Glu Pro Glu Asp Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp

170

190

Tyr Gly Trp
15

Pro His Gly
30
Val Asp Cys

Val Ala

Tyr Leu Cys
80

Ser Glu Glu

95

Asn Val Tyr

110

Ala Gln

Phe Leu

Arg Gly His
160
Ser Met Asp

175

- 157 -
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Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

180
Glu Lys
<210> 99
<211> 194
<212> PRT
<213> Homo sapiens
<400> 99
Arg Pro Leu Ala Phe
1 5
Gly Asp Pro Ile Arg

20
Leu Ser Ser Cys Phe

35

Ala Arg Gly Gln Ser
50

Leu Arg Thr Val

65

Met Gly Ala Asp Gly

85
Asp Cys Ala Phe Glu
100
Arg Ser Glu Lys His
115

Arg Gln Leu Tyr Lys
130

Pro Met Leu Pro Met

145

Leu Glu Ser Asp Met

165

185

Ser Asp Ala Gly Pro

10

Leu Arg His Leu Tyr
25

Leu Arg Ile Arg Ala

40

Ala His Ser Leu Leu
95
Ile Lys Gly Val His
70
Lys Met Gln Gly Leu
90
Glu Glu Ile Arg Pro

105

Arg Leu Pro Val Ser

120

Asn Arg Gly Phe Leu Pro Leu Ser

135
Val Pro Glu Glu Pro
150
Phe Ser Ser Pro Leu

170

His Val

190

His Tyr

Gly

15

Trp

Thr Ser Gly Pro His Gly

Asp Gly

Glu Ile

60
Ser Val
75

Leu Gln

Asp Gly

Leu Ser

140
Glu Asp
155

Glu Thr

30
Val Val

45

Lys

Arg Tyr

Ser

Tyr

Tyr

110

Ser
125

His

Asp

Leu

Glu

95

Phe

Cys

Ala Val Ala

Cys
80

Glu

Asn Val Tyr

Ala Lys Gln

Leu

Leu Arg Gly His

160

Asp Ser Met Asp
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Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe
180 185 190

Glu Lys

<210> 100

<211> 181

<212> PRT

<213> Homo sapiens

<400> 100

His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

1 5 10 15

Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His
20 25 30

Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

35 40 45
Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln
50 95 60
Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly
65 70 75 80
Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
85 90 95

Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

100 105 110
Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro
115 120 125
Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro
130 135 140
Ala Leu Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
145 150 155 160

Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser GIn Gly Arg Ser

165 170 175

Pro Ser Tyr Ala Ser
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180
<210> 101
<211> 4
<212> PRT
<213> Homo sapiens
<400> 101
Val His Tyr Gly
1
<210> 102
<211> 9
<212> PRT
<213> Homo sapiens
<400> 102
Asp Ala Ser Pro His Val His Tyr Gly
1 5
<210> 103
<211> 9
<212> PRT
<213> Homo sapiens
<400> 103
Asp Ser Ser Pro Leu Val His Tyr Gly

1 5

<210> 104

<211> 7

<212> PRT

<213> Homo sapiens
<400> 104

Asp Ser Ser Pro Leu Leu Gln
1 5
<210> 105

<211> 12

<212> PRT

<213> Homo sapiens

<400> 105

- 160 -
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Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val
1 5 10
<210> 106

<211> 5

<212> PRT

<213> Homo sapiens

<400> 106

Arg His Pro Ile Pro

1 5

<210> 107

<211> 4

<212> PRT

<213> Homo sapiens

<400> 107

His Pro Ile Pro

1

<210> 108

<211> 5

<212> PRT

<213> Homo sapiens
<400> 108

Arg Pro Leu Ala Phe
1 5
<210> 109

<211> 4

<212> PRT

<213> Homo sapiens
<400> 109

Pro Leu Ala Phe

1

<210> 110

<211> 6

<212> PRT

<213> Homo sapiens

- 161 -
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<400> 110

Met Asp Ser Ser Pro Leu

1 5

<210> 111

<211> 7

<212> PRT

<213> Homo sapiens

<400> 111

Met Ser Asp Ser Ser Pro Leu
1 5

<210> 112

<211> 6

<212> PRT

<213> Homo sapiens
<400> 112

Ser Asp Ser Ser Pro Leu
1 5
<210> 113

<211> 5

<212> PRT

<213> Homo sapiens
<400> 113

Met Ser Ser Pro Leu
1 5
<210> 114

<211> 4

<212> PRT

<213> Homo sapiens
<400> 114

Ser Ser Pro Leu

1

<210> 115

<211> 4

<212> PRT
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<213> Homo sapiens
<400> 115

Arg Asp Ser Ser

1

<210> 116

<211> 4

<212> PRT

<213> Homo sapiens

<400> 116

Met Asp Ser Ser

1

<210> 117

<211> 5

<212> PRT

<213> Homo sapiens
<400> 117

Met Arg Asp Ser Ser
1 5
<210> 118

<211> 5

<212> PRT

<213> Homo sapiens
<400> 118

Met Ser Ser Pro Leu
1 5
<210> 119

<211> 6

<212> PRT

<213> Homo sapiens

<400> 119

Met Asp Ser Ser Pro Leu

1 5

<210> 120

11> 7
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<212> PRT

<213> Homo sapiens

<400> 120

Met Ser Asp Ser Ser Pro Leu

1 5

<210> 121

<211> 5

<212> PRT

<213> Homo sapiens
<400> 121

Asp Ser Ser Pro Leu
1 5
<210> 122

<211> 5

<212> PRT

<213> Homo sapiens
<400> 122

Asp Ala Ser Pro His
1 5
<210> 123

<211> 4

<212> PRT

<213> Homo sapiens
<400> 123

Arg Asp Ser Ser

1

<210> 124

<211> 4

<212> PRT

<213> Homo sapiens
<400> 124

Met Asp Ser Ser

1

<210> 125
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<211>
<212>

<213>

<400

> 125

5
PRT

Homo sapiens

Met Arg Asp Ser Ser

1

<210>
<211>
<212>
<213>

<400>

5
126
6
PRT
Homo sapiens

126

Met Asp Ser Ser Pro Leu

1

<210>

<211>

<212>

<213>

<400>

5
127
7
PRT
Homo sapiens

127

Met Ser Asp Ser Ser Pro Leu

1

<210>

<211>

<212>

<213>

<400>

5
128
5
PRT
Homo sapiens

128

Met Ser Ser Pro Leu

1

<210>

<211>

<212>

<213>

<220><223> Description of Artificial Sequence: Linker sequence

<400>

5
129
5
PRT

Artificial Sequence

129
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oin
1]
Jm
el

Gly Ser Gly Gly Ser

1 5

<210> 130

<211> 4

<212> PRT

<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Linker sequence
<400> 130

Gly Gly Gly Ser

1

<210> 131

<211> 4

<212> PRT

<213> Artificial Sequence
<220><223> Description of Artificial Sequence: Linker sequence
<400> 131

Gly Gly Ser Gly

1

<210> 132

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Linker sequence

<400> 132

Gly Gly Ser Gly Gly

1 5

<210> 133

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Linker sequence
<400> 133

Gly Ser Gly Ser Gly

1 5
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on
Ju
Ji
Qi

<210> 134

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Linker sequence
<400> 134

Gly Ser Gly Gly Gly

1 5

<210> 135

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223

> Description of Artificial Sequence: Linker sequence

<400> 135

Gly Ser Ser Ser Gly

1 5

<210> 136

<211> 32

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Forward primer
<400> 136

ccgactagtc accatgecgga gegggtgtgt gg 32
<210> 137

<211> 41

<212> DNA

<213> Artificial Sequence

<220><223> Description of Artificial Sequence: Reverse primer
<400> 137

ataagaatgc ggccgcttac ttctcaaage tgggactcct ¢ 41

<210> 138
<211> 186

<212> PRT
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<213> Homo
<400> 138
Asp Ser Ser
1

Leu Tyr Thr

Arg Ala Asp
35

Leu Leu Glu

50
Val His Ser
65

Gly Leu Leu

Arg Pro Asp

Val Ser Leu

115
Phe Leu Pro
130
Glu Pro Glu
145

Pro Leu Glu

Glu Ala Val

<210> 139

<211> 194
<212> PRT
<213> Homo

<400> 139

sapiens

SSS0ol 10-2724421

Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Leu Arg His

5

Ser Gly Pro His

20

Gly Val

Ile Lys

Val Arg

Gln Tyr

85
Gly Tyr
100

Ser Ser

Leu Ser

Asp Leu

Thr Asp

165

Arg Ser

180

sapiens

Val

Tyr
70

Ser

Asn

His

Arg

150

Ser

Pro

Gly Leu

25
Asp Cys
40

Val Ala Leu

55
Leu Cys Met

Glu Glu Asp

Val Tyr Arg
105

Lys Gln Arg

120
Phe Leu Pro
135
Gly His

Leu

Met Asp Pro

Ser Phe Glu

185

10 15

Ser Ser Cys Phe Leu Arg Ile
30

Arg Gly Gln Ser Ala His Ser

45

Arg Thr Val Ala Ile Lys Gly

60
Gly Ala Asp Gly Lys Met Gln
75 80
Cys Ala Phe Glu Glu Glu Ile
90 95
Ser Glu Lys His Arg Leu Pro
110

GIn Leu Tyr Lys Asn Arg Gly

125

Met Leu Pro Met Val Pro Glu
140

Glu Ser Asp Met Phe Ser Ser

155 160

Phe Gly Leu Val Thr Gly Leu

170 175

Lys

Arg Pro Leu Ala Phe Ser Asp Ala Ser Pro His Val His Tyr Gly Trp
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1 5 10
Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly
20 25
Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val
35 40 45

Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys

50 55 60
Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg
65 70 75
Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr
85 90
Asp Cys Ala Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr
100 105

Arg Ser Glu Lys His Arg Leu Pro Val Ser Leu Ser Ser

115 120 125
Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser
130 135 140
Pro Met Leu Pro Met Val Pro Glu Glu Pro Glu Asp Leu
145 150 155
Leu Glu Ser Asp Met Phe Ser Ser Pro Leu Glu Thr Asp
165 170

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser

180 185

Glu Lys

<210> 140
<211> 194
<212> PRT
<213> Homo sapiens

<400> 140

Pro
30

Val

Tyr

Ser

Asn

110

His

Arg

Ser

Pro

190

15

His Gly

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Arg Pro Leu Ala Phe Ser Asp Ser Ser Pro Leu Val His Tyr Gly Trp

1 5 10
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Gly Asp Pro Ile Arg
20
Leu Ser Ser Cys Phe

35

Ala Arg Gly Gln Ser
50

Leu Arg Thr Val Ala

65

Met Gly Ala Asp Gly

Asp Cys Ala Phe Glu

100

Arg Ser Glu Lys His
115
Arg Gln Leu Tyr Lys
130
Pro Met Leu Pro Met
145
Leu Glu Ser Asp Met

165

Pro Phe Gly Leu Val
180

Glu Lys

<210> 141
<211> 188
<212> PRT
<213> Homo sapiens

<400> 141

Asp Ser Ser Pro Leu Val His Tyr Gly Trp Gly Asp Pro Ile Arg Leu

1 5

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu

Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

25
Leu Arg Ile Arg Ala Asp Gly Val
40 45

Ala His Ser Leu Leu Glu Ile Lys
55 60
Ile Lys Gly Val His Ser Val Arg
70 75
Lys Met Gln Gly Leu Leu Gln Tyr
90
Glu Glu Ile Arg Pro Asp Gly Tyr

105

Arg Leu Pro Val Ser Leu Ser Ser
120 125
Asn Arg Gly Phe Leu Pro Leu Ser
135 140
Val Pro Glu Glu Pro Glu Asp Leu
150 155
Phe Ser Ser Pro Leu Glu Thr Asp

170

Thr Gly Leu Glu Ala Val Arg Ser
185

10

- 170 -

30

Val

Tyr

Ser

Asn

110

His

Arg

Ser

Pro

190

Asp Cys

Val Ala

Leu Cys

80
Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160

Met Asp

175

Ser Phe

15
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Arg Ile Arg

35
His Ser Leu
50
Lys Gly Val
65

Met Gln Gly

Glu Ile Arg

Leu Pro Val
115
Arg Gly Phe
130
Pro Glu Glu
145

Ser Ser Pro

Gly Leu Glu

<210> 142
<211> 193
<212> PRT
<213> Homo
<400> 142
Arg His Pro
1

Asp Pro Ile

Ser Ser Cys

20 25

Ala Asp Gly Val Val Asp

40
Leu Glu Ile Lys Ala Val
55
His Ser Val Arg Tyr Leu
70
Leu Leu Gln Tyr Ser Glu
85

Pro Asp Gly Tyr Asn Val

100 105
Ser Leu Ser Ser Ala Lys
120
Leu Pro Leu Ser His Phe
135

Pro Glu Asp Leu Arg Gly

=

150

Leu Glu Thr Asp Ser Met

=

165
Ala Val Arg Ser Pro Ser

180 185

sapiens

Ile Pro Asp Ser Ser Pro
5

Arg Leu Arg His Leu Tyr

20 25

Phe Leu Arg Ile Arg Ala

30

Cys Ala Arg Gly Gln Ser

45

Ala Leu Arg Thr Val Ala

60

Cys Met Gly Ala Asp Gly

75

Glu Asp Cys Ala Phe Glu

90

95

Tyr Arg Ser Glu Lys His

110

Gln Arg Gln Leu Tyr Lys

125

Leu Pro Met Leu Pro Met

140

His Leu Glu Ser Asp Met

155

Asp Pro Phe Gly Leu Val

170

Phe Glu Lys

175

Arg

Asn

Val

Phe

160

Thr

Leu Leu Gln Phe Gly Trp Gly

10

15

Thr Ser Gly Pro His Gly Leu

30

Asp Gly Val Val Asp Cys Ala
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35
Arg Gly Gln
50
Arg Thr Val
65

Gly Ala Asp

Cys Ala Phe

Ser Glu Lys
115
Gln Leu Tyr
130
Met Leu Pro
145

Glu Ser Asp

Phe Gly Leu
Lys

<210> 143
<211> 191
<212> PRT
<213>

<400> 143

Ser

Gly

100

His

Lys

Met

Met

Val

180

40

Ala His Ser Leu Leu

55

[le Lys Gly Val His

70
Lys Met Gln
85

Glu Glu Ile

Arg Leu Pro

Gly

Arg

Val

120

Leu

Pro

105

Ser

Asn Arg Gly Phe Leu

135
Val Pro Glu
150

Phe Ser Ser

165

Glu

Pro

Pro

Leu

Thr Gly Leu Glu Ala

Homo sapiens

185

45

Glu Ile Lys Ala Val Ala Leu

60

Ser Val Arg Tyr Leu Cys Met

75

80

Leu Gln Tyr Ser Glu Glu Asp

90

95

Asp Gly Tyr Asn Val Tyr Arg

110

Leu Ser Ser Ala Lys Gln Arg

125

Pro Leu Ser His Phe Leu Pro

140

Glu Asp Leu Arg Gly His Leu

155

160

Glu Thr Asp Ser Met Asp Pro

170

175

Val Arg Ser Pro Ser Phe Glu

190

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Trp Gly Asp Pro

1

5

10

15

Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

30

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly

35

40

45
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GIn Ser Ala
50

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg

115

Tyr Lys Asn
130

Pro Met Val

145

Asp Met Phe

Leu Val Thr

<210> 144
<211> 194
<212> PRT
<213> Homo
<400> 144
Arg Pro Leu
1

Gly Asp Pro

Leu Ser Ser
35
Ala Arg Gly
50

Leu Arg Thr

His Ser Leu Leu Glu
55
Lys Gly Val His Ser
70
Met Gln Gly Leu Leu

85

Glu Ile Arg Pro Asp
100
Leu Pro Val Ser Leu
120
Arg Gly Phe Leu Pro
135
Pro Glu Glu Pro Glu

150

Ser Ser Pro Leu Glu
165
Gly Leu Glu Ala Val

180

sapiens

Ala Phe Ser Asp Ala
5

Ile Arg Leu Arg His

20
Cys Phe Leu Arg Ile
40
Gln Ser Ala His Ser
95

Val Ala Ile Lys Gly

[le Lys Ala

Val Arg Tyr
75
Gln Tyr Ser

90

Gly Tyr Asn
105

Ser Ser Ala

Leu Ser His

Asp Leu Arg

155

Thr Asp Ser
170
Arg Ser Pro

185

Gly Pro Leu
10

Leu Tyr Thr

25

Arg Ala Asp

Leu Leu Glu

Val His Ser

Val Ala Leu Arg Thr

60

Leu Cys Met Gly Ala
80

Glu Glu Asp Cys Ala

95

Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu
140
Gly His Leu Glu Ser

160

Met Asp Pro Phe Gly
175
Ser Phe Glu Lys

190

Leu Gln Phe Gly Trp
15

Ser Gly Pro His Gly

30
Gly Val Val Asp Cys
45
Ile Lys Ala Val Ala
60

Val Arg Tyr Leu Cys
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65 70

Met Gly Ala Asp Gly Lys

85
Asp Cys Ala Phe Glu Glu
100
Arg Ser Glu Lys His Arg
115
Arg Gln Leu Tyr Lys Asn
130

Pro Met Leu Pro Met Val

145 150
Leu Glu Ser Asp Met Phe
165
Pro Phe Gly Leu Val Thr
180

Glu Lys

<210> 145

<211> 193

<212> PRT

<213> Homo sapiens
<400> 145

Arg His Pro Ile Pro Asp

1 5

Asp Pro Ile Arg Leu Arg
20
Ser Ser Cys Phe Leu Arg
35
Arg Gly GIn Ser Ala His
50

Arg Thr Val Ala Ile Lys

75 80

Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu

90 95
Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
105 110
Leu Pro Val Ser Leu Ser Ser Ala Lys Gln
120 125
Arg Gly Phe Leu Pro Leu Ser His Phe Leu
135 140

Pro Glu Glu Pro Glu Asp Leu Arg Gly His

155 160

Ser Ser Pro Leu Glu Thr Asp Ser Met Asp
170 175

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe

185 190

Ser Ser Pro His Val His Tyr Gly Trp Gly

10 15

His Leu Tyr Thr Ser Gly Pro His Gly Leu
25 30
Ile Arg Ala Asp Gly Val Val Asp Cys Ala
40 45
Ser Leu Leu Glu Ile Lys Ala Val Ala Leu
55 60

Gly Val His Ser Val Arg Tyr Leu Cys Met
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65

Gly Ala Asp Gly Lys
85
Cys Ala Phe Glu Glu
100
Ser Glu Lys His Arg
115
Gln Leu Tyr Lys Asn

130

Met Leu Pro Met Val
145
Glu Ser Asp Met Phe
165
Phe Gly Leu Val Thr
180

Lys

<210> 146
<211> 192
<212> PRT
<213> Homo sapiens
<400> 146

Arg Pro Leu Ala Phe

1 5
Gln Val Arg Leu Arg
20
Ser Cys Phe Leu Arg
35
Gly Gln Ser Ala His
50

Thr Val Ala Ile Lys

70 75

Met Gln Gly Leu Leu Gln Tyr
90
Glu Ile Arg Pro Asp Gly Tyr
105
Leu Pro Val Ser Leu Ser Ser
120
Arg Gly Phe Leu Pro Leu Ser

135 140

Pro Glu Glu Pro Glu Asp Leu

150 155

Ser Ser Pro Leu Glu Thr Asp
170

Gly Leu Glu Ala Val Arg Ser

185

Ser Asp Ala Gly Pro Leu Leu

10
His Leu Tyr Thr Ser Gly Pro
25
Ile Arg Ala Asp Gly Val Val
40
Ser Leu Leu Glu Ile Lys Ala
55 60

Gly Val His Ser Val Arg Tyr

80

Ser Glu Glu Asp
95
Asn Val Tyr Arg
110
Ala Lys Gln Arg
125

His Phe Leu Pro

Arg Gly His Leu

160

Ser Met Asp Pro
175

Pro Ser Phe Glu

190

Gln Phe Gly Gly

15
His Gly Leu Ser
30
Asp Cys Ala Arg
45

Val Ala Leu Arg

Leu Cys Met Gly
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65

Ala Asp Gly

Ala Phe Glu

Glu Lys His
115

Leu Tyr Lys

130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 147
<211> 191
<212> PRT

<213> Homo

<400> 147
Arg His Pro
1

Val Arg Leu

Cys Phe Leu
35
GIn Ser Ala

50

Val Ala Ile
65

Asp Gly Lys

Lys Met

85
Glu Glu
100

Arg Leu

Asn Arg

Val Pro

Phe Ser
165
Thr Gly

180

sapiens

Ile Pro

5
Arg His
20

Arg Ile

His Ser

Lys Gly

Met Gln

85

70

Gln Gly Leu Leu Gln

Ile Arg Pro Asp Gly
105
Pro Val Ser Leu Ser
120

Gly Phe Leu Pro Leu

135
Glu Glu Pro Glu Asp
150
Ser Pro Leu Glu Thr
170
Leu Glu Ala Val Arg

185

Asp Ser Ser Pro His
10
Leu Tyr Thr Ser Gly
25
Arg Ala Asp Gly Val
40
Leu Leu Glu Ile Lys

55

Val His Ser Val Arg
70
Gly Leu Leu Gln Tyr

90

75

Tyr

Tyr

Ser

Ser

Leu
155

Asp

Ser

Val

Pro

Tyr
75

Ser

80
Ser Glu Glu Asp Cys
95
Asn Val Tyr Arg Ser
110
Ala Lys Gln Arg Gln
125

His Phe Leu Pro Met

140
Arg Gly His Leu Glu
160
Ser Met Asp Pro Phe
175
Pro Ser Phe Glu Lys

190

His Tyr Gly Gly Gln
15
His Gly Leu Ser Ser
30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr

60

Leu Cys Met Gly Ala
30
Glu Glu Asp Cys Ala

95
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Phe Glu Glu

Lys His Arg

115

Tyr Lys Asn
130

Pro Met Val

145

Asp Met Phe

Leu Val Thr

<210> 148
<211> 187
<212> PRT
<213> Homo
<400> 148
Arg Asp Ser
1

His Leu Tyr

Ile Arg Ala
35

Ser Leu Leu

50
Gly Val His
65

Gln Gly Leu

Ile Arg Pro

Glu Ile Arg Pro Asp Gly
100 105
Leu Pro Val Ser Leu Ser

120

Arg Gly Phe Leu Pro Leu
135
Pro Glu Glu Pro Glu Asp
150
Ser Ser Pro Leu Glu Thr
165
Gly Leu Glu Ala Val Arg

180 185

sapiens

Ser Pro Leu Leu GIn Phe
5
Thr Ser Gly Pro His Gly
20 25
Asp Gly Val Val Asp Cys
40

Glu Ile Lys Ala Val Ala

95
Ser Val Arg Tyr Leu Cys
70
Leu Gln Tyr Ser Glu Glu
85
Asp Gly Tyr Asn Val Tyr

100 105

Tyr Asn Val Tyr Arg Ser Glu
110
Ser Ala Lys Gln Arg Gln Leu

125

Ser His Phe Leu Pro Met Leu
140
Leu Arg Gly His Leu Glu Ser
155 160
Asp Ser Met Asp Pro Phe Gly
170 175
Ser Pro Ser Phe Glu Lys

190

Gly Gly Gln Val Arg Leu Arg
10 15
Leu Ser Ser Cys Phe Leu Arg
30
Ala Arg Gly Gln Ser Ala His
45

Leu Arg Thr Val Ala Ile Lys

60
Met Gly Ala Asp Gly Lys Met
75 80
Asp Cys Ala Phe Glu Glu Glu
90 95
Arg Ser Glu Lys His Arg Leu

110
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Pro Val Ser Leu Ser

115
Gly Phe Leu Pro Leu
130

Glu Glu Pro Glu Asp
145
Ser Pro Leu Glu Thr

165
Leu Glu Ala Val Arg

180

<210> 149

<211> 192

<212> PRT

<213> Homo sapiens

<400> 149

Arg Pro Leu Ala Phe

1 5

Gln Val Arg Leu Arg

20

Ser Cys Phe Leu Arg

35

Gly Gln Ser Ala His

50
Thr Val Ala Ile Lys
65
Ala Asp Gly Lys Met
85
Ala Phe Glu Glu Glu

100

Ser

Ser

Leu

150

Asp

Ser

Ser

His

Ser

Gly
70

Gln

Ile

Ala Lys

120

His Phe

135

Arg Gly

Ser Met

Pro Ser

Asp Ser

Leu Tyr

Arg Ala

40

Leu Leu

55

Val His

Gly Leu

Arg Pro

Glu Lys His Arg Leu Pro Val Ser

115

120

Gln

Leu

Asp

Phe

185

Ser

Thr

25

Ser

Leu

Asp

105

Arg Gln Leu Tyr Lys

125
Pro Met Leu Pro Met
140
Leu Glu Ser Asp Met
155
Pro Phe Gly Leu Val
170

Glu Lys

Pro Leu Leu GIn Phe
10
Ser Gly Pro His Gly
30
Gly Val Val Asp Cys
45

Ile Lys Ala Val Ala

60
Val Arg Tyr Leu Cys
75
Gln Tyr Ser Glu Glu
90
Gly Tyr Asn Val Tyr

110

Asn

Phe

Thr

175

Leu

Met

Arg

Pro

Ser

160

Ser

Arg

Arg

80

Cys

Ser

Leu Ser Ser Ala Lys Gln Arg Gln

125
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Leu Tyr Lys

130
Leu Pro Met
145

Ser Asp Met

Gly Leu Val

<210> 150

<211> 191
<212> PRT
<213> Homo
<400> 150
Arg His Pro
1

Val Arg Leu
Cys Phe Leu

35

Ser Ala
50

Val Ala Ile
65
Asp Gly Lys

Phe Glu Glu

Lys His Arg

115
Tyr Lys Asn
130

Pro Met Val

Asn Arg Gly Phe Leu Pro Leu Ser

135

Val Pro Glu Glu Pro Glu Asp Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp

165 170

Thr Gly Leu Glu Ala Val Arg Ser

180 185

sapiens

Ile Pro Asp Ser Ser Pro Leu Leu

5 10

Arg His Leu Tyr Thr Ser Gly Pro

20 25

Arg Ile Arg Ala Asp Gly Val Val

40

His Ser Leu Leu Glu Ile Lys Ala

55

Lys Gly Val His Ser Val Arg Tyr

70 75

Met Gln Gly Leu Leu Gln Tyr Ser

85 90

Glu Ile Arg Pro Asp Gly Tyr Asn

100 105

Leu Pro Val Ser Leu Ser Ser Ala

120

Arg Gly Phe Leu Pro Leu Ser His
135

Pro Glu Glu Pro Glu Asp Leu Arg

SSS0l 10-2724421

His Phe Leu Pro Met
140
Arg Gly His Leu Glu
160
Ser Met Asp Pro Phe
175

Pro Ser Phe Glu Lys

190

Gln Phe Gly Ala Gln
15
His Gly Leu Ser Ser
30
Asp Cys Ala Arg Gly

45

Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala
80
Glu Glu Asp Cys Ala
95
Val Tyr Arg Ser Glu

110

Lys Gln Arg Gln Leu
125

Phe Leu Pro Met Leu

140

Gly His Leu Glu Ser

- 179 -



145

Asp Met Phe

Leu Val Thr

<210> 151
<211> 191
<212> PRT
<213> Homo
<400> 151
Arg His Pro
1

Val Arg Leu

Cys Phe Leu

35
GIn Ser Ala
50
Val Ala Ile
65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

150

155

160

Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly

165

170

175

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180

sapiens

185

190

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Asp Gln

5

10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

Arg Ile Arg Ala Asp Gly Val

His Ser Leu

Lys Gly Val

70

40

Leu Glu Ile Lys

His Ser Val Arg

Met Gln Gly Leu Leu Gln Tyr

85

90

Glu Ile Arg Pro Asp Gly Tyr

100

Leu Pro Val

Arg Gly Phe

105

Ser Leu Ser Ser

120

Leu Pro Leu Ser

Pro Glu Glu Pro Glu Asp Leu

150

Ser Ser Pro

Leu Glu Thr Asp

Val

Tyr
75

Ser

30

Asp Cys Ala Arg Gly

Val Ala Leu Arg Thr

Leu Cys Met Gly Ala

80

Glu Glu Asp Cys Ala

95

Asn Val Tyr Arg Ser Glu

His

110

Lys Gln Arg Gln Leu

Phe Leu Pro Met Leu

Arg Gly His Leu Glu Ser

155

160

Ser Met Asp Pro Phe Gly
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Leu Val

<210>
<211>
<212>
<213>
<400>
Arg His
1

Val Arg

Cys Phe

Gln Ser

50
Val Ala
65

Asp Gly

Phe Glu

Lys His

Tyr Lys

130

Pro Met

145

Asp Met

Leu Val

Thr
152
191
PRT
Homo
152

Pro

Leu

Leu

35

Lys

Arg
115

Asn

Val

Phe

Thr

165 170

175

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185

sapiens

190

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Pro Gln

5 10

15

Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20 25

Arg Ile Arg Ala Asp Gly Val
40
His Ser Leu Leu Glu Ile Lys
95
Lys Gly Val His Ser Val Arg
70
Met Gln Gly Leu Leu Gln Tyr

85 90

Glu Ile Arg Pro Asp Gly Tyr
100 105
Leu Pro Val Ser Leu Ser Ser
120
Arg Gly Phe Leu Pro Leu Ser
135
Pro Glu Glu Pro Glu Asp Leu

150

Ser Ser Pro Leu Glu Thr Asp
165 170
Gly Leu Glu Ala Val Arg Ser

180 185

Val

Tyr
75

Ser

Asn

His

Arg

155

Ser

Pro

30

Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala
80
Glu Glu Asp Cys Ala

95

Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu
140
Gly His Leu Glu Ser

160

Met Asp Pro Phe Gly
175
Ser Phe Glu Lys

190
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<210>
<211>
<212>
<213>

<400>

153
191
PRT
Homo sapiens

153

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Ala

1

5

10

15

Val Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val

Gln Ser Ala His
50

Val Ala Ile Lys

65

35

70

55

40

Ser Leu Leu Glu Ile Lys

Gly Val His Ser Val Arg

Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr

Phe Glu Glu Glu

85

100

105

90

Ile Arg Pro Asp Gly Tyr

Lys His Arg Leu Pro Val Ser Leu Ser Ser

115

120

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser

130

135

Pro Met Val Pro Glu Glu Pro Glu Asp Leu

145

Asp Met Phe Ser

Leu Val Thr

<210>

<211>

<212>

165

180
154
191

PRT

150

185

Ser Pro Leu Glu Thr Asp

170

Gly Leu Glu Ala Val Arg Ser

Tyr
75

Ser

Asn

His

Arg

155

Ser

Pro

30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala
80

Glu Glu Asp Cys Ala

95
Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu
140

Gly His Leu Glu Ser

160

Met Asp Pro Phe Gly
175
Ser Phe Glu Lys

190
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<213>

<400>

Homo

154

Arg His Pro

1

Val Arg Leu

Cys Phe Leu

Gln Ser

35

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His

Tyr Lys

130

Pro Met

145

Asp Met

Leu Val

<210>

<211>

<212>

<213>

<400>

Arg
115

Asn

Val

Phe

Thr

155
191
PRT
Homo

155

sapiens

Ile Pro

Arg His
20

Arg Ile

His Ser

Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Glu

10

15

Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

25

Arg Ala Asp Gly
40

Leu Leu Glu Ile

55

Val

Lys

Lys Gly Val His Ser Val Arg

Met Gln

100

Leu Pro

70

Gly Leu Leu Gln

Arg Pro Asp Gly
105
Val Ser Leu Ser

120

Tyr
90

Tyr

Ser

Arg Gly Phe Leu Pro Leu Ser

135

Pro Glu Glu Pro Glu Asp Leu

Ser Ser

165

150

Pro Leu Glu Thr

Asp

170

Gly Leu Glu Ala Val Arg Ser

180

sapiens

185

Val

Tyr

75

Ser

Asn

His

Arg
155

Ser

Pro

30
Asp Cys Ala Arg Gly
45
Val Ala Leu Arg Thr
60
Leu Cys Met Gly Ala

80

Glu Glu Asp Cys Ala
95
Val Tyr Arg Ser Glu
110
Lys Gln Arg Gln Leu
125
Phe Leu Pro Met Leu
140

Gly His Leu Glu Ser
160
Met Asp Pro Phe Gly
175
Ser Phe Glu Lys

190
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Arg His Pro

Val Arg Leu

Cys Phe Leu
35

Gln Ser Ala

Val Ala Ile

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115

Tyr Lys Asn

130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 156
<211> 191
<212> PRT

<213> Homo

<400> 156
Arg His Pro

1

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Asn

5 10
Arg His Leu Tyr Thr Ser Gly
20 25
Arg Ile Arg Ala Asp Gly Val
40
His Ser Leu Leu Glu Ile Lys
55

Lys Gly Val His Ser Val Arg

70
Met Gln Gly Leu Leu Gln Tyr
85 90
Glu Ile Arg Pro Asp Gly Tyr
100 105
Leu Pro Val Ser Leu Ser Ser
120

Arg Gly Phe Leu Pro Leu Ser

135
Pro Glu Glu Pro Glu Asp Leu
150
Ser Ser Pro Leu Glu Thr Asp
165 170
Gly Leu Glu Ala Val Arg Ser

180 185

sapiens

Pro His Gly Leu
30
Val Asp Cys Ala
45
Ala Val Ala Leu
60

Tyr Leu Cys Met

75

Ser Glu Glu Asp

Asn Val Tyr Arg

110

Ala Lys Gln Arg
125

His Phe Leu Pro

140
Arg Gly His Leu
155

Ser Met Asp Pro

Pro Ser Phe Glu
190

15

Ser Ser

Arg Gly

Arg Thr

Gly Ala

80
Cys Ala
95

Ser Glu

Gln Leu

Met Leu

Glu Ser

160
Phe Gly
175

Lys

Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

5 10
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Ala Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

25 30

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly

35

Gln Ser Ala His Ser

50

Val Ala Ile Lys Gly

65

Asp Gly Lys Met Gln

Phe Glu Glu Glu Ile

100

Lys His Arg Leu Pro

115

40 45
Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr

55 60

Val His Ser Val Arg Tyr Leu Cys Met Gly Ala
70 75 80
Gly Leu Leu GIn Tyr Ser Glu Glu Asp Cys Ala
90 95
Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu
105 110
Val Ser Leu Ser Ser Ala Lys Gln Arg Gln Leu

120 125

Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met Leu

130

Pro Met Val Pro Glu

145

Asp Met Phe Ser Ser

165

135 140
Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser
150 155 160
Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly

170 175

Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

<210>

<211>

<212>

<213>

<400>

180

157
191
PRT
Homo sapiens

157

Arg His Pro Ile Pro

1

5

Ile Arg Leu Arg His

20

Cys Phe Leu Arg Ile

185 190

Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln
10 15
Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser
25 30

Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly
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35 40 45

GIn Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr

50 55 60
Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala
65 70 75 80
Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys Ala
85 90 95
Phe Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu
100 105 110

Lys His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln Leu

115 120 125
Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met Leu
130 135 140
Pro Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser
145 150 155 160
Asp Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly
165 170 175

Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185 190

<210> 158

<211> 191

<212> PRT

<213> Homo sapiens

<400> 158

Arg His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

1 5 10 15

Thr Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser
20 25 30

Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly

35 40 45

GIn Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr

- 186 -



50

55

Val Ala Ile Lys Gly Val His Ser Val

65

Asp Gly Lys

Phe Glu Glu

Lys His Arg
115
Tyr Lys Asn
130
Pro Met Val
145

Asp Met Phe

Leu Val Thr

<210> 159
<211> 193
<212> PRT
<213> Homo
<400> 159
Arg His Pro
1

Gln Pro Val

Ser Ser Cys

35
Arg Gly Gln
50
Arg Thr Val

65

70

Met Gln Gly Leu Leu Gln

85

Glu Ile Arg Pro Asp Gly

100

105

Leu Pro Val Ser Leu Ser

120

Arg Gly Phe Leu Pro Leu

135

Pro Glu Glu Pro Glu Asp

150

Ser Ser Pro Leu Glu Thr

165

Gly Leu Glu Ala Val Arg

180

sapiens

185

Ile Pro Asp Ser Ser Pro

5

Arg Leu Arg His Leu Tyr

20

25

Phe Leu Arg Ile Arg Ala

40

Ser Ala His Ser Leu Leu

55

Ala Ile Lys Gly Val His

70

Arg Tyr

75
Tyr Ser
90

Tyr Asn

Ser Ala

Ser His

Leu Arg

155

Asp Ser

170

Ser Pro

Leu Leu
10

Thr Ser

Asp Gly

Glu Ile

Ser Val

75

60

Leu Cys

Glu Glu

Val Tyr

Lys Gln

125
Phe Leu
140

Gly His

Met Asp

Ser Phe

Gln Phe

Gly Pro

Val Val

45
Lys Ala
60

Arg Tyr

Met Gly Ala

80

Asp Cys Ala
95

Arg Ser Glu

110

Arg Gln Leu

Pro Met Leu

Leu Glu Ser
160
Pro Phe Gly

175

Glu Lys

190

Gly Trp Gly
15

His Gly Leu

30

Asp Cys Ala

Val Ala Leu

Leu Cys Met

80
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Gly Ala Asp

Cys Ala Phe

Ser Glu Lys
115
Gln Leu Tyr
130
Met Leu Pro
145

Glu Ser Asp

Phe Gly Leu

Lys

<210> 160
<211> 190
<212> PRT
<213> Homo
<400> 160
His Pro Ile
1

Arg Leu Arg His Leu Tyr

Phe Leu Arg Ile Arg Ala

35
Ser Ala His
50
Ala Ile Lys
65

Gly Lys Met

Gly Lys Met

Glu Glu Glu

His Arg Leu

Met Val Pro

Met Phe Ser

Pro Asp Ser

GIn Gly Leu Leu GIn Tyr Ser

Gln Gly Leu Leu Gln

90

Ile Arg Pro Asp Gly

105

Pro Val Ser Leu Ser

120

Lys Asn Arg Gly Phe Leu Pro Leu

Glu Glu Pro Glu Asp

155

Ser Pro Leu Glu Thr

170

Val Thr Gly Leu Glu Ala Val Arg

185

Ser Pro Leu Leu Gln

10

Thr Ser Gly Pro His

25

Asp Gly Val Val Asp

40

Ser Leu Leu Glu Ile Lys Ala Val

Gly Val His Ser Val Arg Tyr Leu

75

Tyr

Tyr

Ser

Ser
140

Leu

Asp

Ser

Phe

Cys

60

Cys

Ser Glu Glu Asp
95

Asn Val Tyr Arg

110
Ala Lys Gln Arg
125

His Phe Leu Pro

Arg Gly His Leu
160

Ser Met Asp Pro

175
Pro Ser Phe Glu

190

Gly Gly Gln Val
15
Leu Ser Ser Cys

30

Ala Arg Gly Gln
45

Leu Arg Thr Val

Met Gly Ala Asp

80

Glu Glu Asp Cys Ala Phe
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85

90

Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val

100

105

His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys

115

120

Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe

130

135

Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly

145

150

155

Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met

165

170

Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser

180
<210> 161
<211> 186
<212> PRT
<213>

Homo sapiens

<400> 161

185

Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

1 5

10

Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser

20

Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly

35

40

25

Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr

50

Val His Ser Val Arg Tyr Leu Cys Met Gly Ala

65

Gly Leu Leu GIn Tyr Ser Glu Glu Asp Cys Ala

85

70

55

90

75

95

Tyr Arg Ser Glu Lys
110
Gln Arg Gln Leu Tyr
125
Leu Pro Met Leu Pro
140
His Leu Glu Ser Asp

160

Asp Pro Phe Gly Leu
175
Phe Glu Lys

190

Val Arg Leu Arg His
15

Cys Phe Leu Arg Ile

30
GIn Ser Ala His Ser
45
Val Ala Ile Lys Gly
60
Asp Gly Lys Met Gln
80

Phe Glu Glu Glu Ile

95

Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser Glu Lys His Arg Leu Pro
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Val Ser Leu

115

Phe Leu Pro
130

Glu Pro Glu

145

Pro Leu Glu

Glu Ala Val

<210> 162
<211> 190
<212> PRT
<213> Homo
<400> 162
His Pro Ile
1

Arg Leu Arg

Phe Leu Arg
35
Ser Ala His
50
Ala Ile Lys
65

Gly Lys Met

Glu Glu Glu

His Arg Leu

115

100

Ser Ser

Leu Ser

Asp Leu

Thr Asp
165
Arg Ser

180

sapiens

Pro Asp

5

His Leu

20

Ile Arg

Ser Leu

Gly Val

Gln Gly

85
Ile Arg
100

Pro Val

105
Ala Lys Gln Arg Gln Leu
120
His Phe Leu Pro Met Leu
135

Arg Gly His Leu Glu Ser

150 155

Ser Met Asp Pro Phe Gly
170

Pro Ser Phe Glu Lys

185

Ser Ser Pro Leu Leu Gln
10

Tyr Thr Ser Gly Pro His

25
Ala Asp Gly Val Val Asp
40
Leu Glu Ile Lys Ala Val
95
His Ser Val Arg Tyr Leu
70 75

Leu Leu Gln Tyr Ser Glu

90
Pro Asp Gly Tyr Asn Val
105
Ser Leu Ser Ser Ala Lys

120

110
Tyr Lys Asn Arg Gly
125
Pro Met Val Pro Glu
140

Asp Met Phe Ser Ser

160
Leu Val Thr Gly Leu

175

Trp Gly Asp Pro Ile
15

Gly Leu Ser Ser Cys

30
Cys Ala Arg Gly Gln
45
Ala Leu Arg Thr Val
60
Cys Met Gly Ala Asp
80

Glu Asp Cys Ala Phe

95
Tyr Arg Ser Glu Lys
110
GIn Arg Gln Leu Tyr

125
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Lys Asn
130

Met Val

145

Met Phe

Val Thr

<210>
<211>
<212>
<213>
<400>
His Pro
1

Arg

Pro

Ser

Gly

163
192
PRT
Homo
163

Ile

Gly Phe Leu Pro Leu Ser
135

Glu Glu Pro Glu Asp Leu

150
Ser Pro Leu Glu Thr Asp
165
Leu Glu Ala Val Arg Ser

180 185

sapiens

Pro Asp Ser Ser Pro Leu

Pro Ile Arg Leu Arg His Leu Tyr Thr

Ser Cys

Thr Val

65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr

130

Phe
35

Ser

Gly

His
115

Lys

20 25
Leu Arg Ile Arg Ala Asp
40
Ala His Ser Leu Leu Glu
95
Ile Lys Gly Val His Ser

70

Lys Met Gln Gly Leu Leu
85
Glu Glu Ile Arg Pro Asp
100 105
Arg Leu Pro Val Ser Leu
120
Asn Arg Gly Phe Leu Pro

135

His Phe Leu Pro Met Leu Pro
140

Arg Gly His Leu Glu Ser Asp

155 160
Ser Met Asp Pro Phe Gly Leu
170 175
Pro Ser Phe Glu Lys

190

Leu Gln Phe Gly Trp Gly Asp

10 15

Ser Gly Pro His Gly Leu Ser
30
Gly Val Val Asp Cys Ala Arg
45
Ile Lys Ala Val Ala Leu Arg
60
Val Arg Tyr Leu Cys Met Gly

75 80

Gln Tyr Ser Glu Glu Asp Cys
90 95
Gly Tyr Asn Val Tyr Arg Ser
110
Ser Ser Ala Lys Gln Arg Gln
125
Leu Ser His Phe Leu Pro Met

140
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Leu Pro
145

Ser Asp

Gly Leu

<210>

<211>

<212>

<213>

<400>

His Pro

1

Pro Ile

Ser Cys

Thr Val

65

Ala Asp

Ala Phe

Glu Lys

Leu Tyr

130
Leu Pro
145

Ser Asp

Met

Met

Val

164
192
PRT
Homo
164

Ile

Arg

Phe

35

Ser

His
115

Lys

Met

Met

Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro

Thr

180

165

Gly

sapiens

Pro

Leu
20

Leu

Lys

100

Arg

Asp

Arg

Arg

His

Lys

Met

85

Leu

170
Leu Glu Ala Val Arg Ser

185

Ser Ser Pro His Val His

10
His Leu Tyr Thr Ser Gly
25
Ile Arg Ala Asp Gly Val
40
Ser Leu Leu Glu Ile Lys
95

Gly Val His Ser Val Arg

70 75
Gln Gly Leu Leu Gln Tyr
90
Ile Arg Pro Asp Gly Tyr
105
Pro Val Ser Leu Ser Ser

120

Asn Arg Gly Phe Leu Pro Leu Ser

135

Val Pro Glu Glu Pro Glu Asp Leu

150 155

Phe Ser Ser Pro Leu Glu Thr Asp

175
Pro Ser Phe Glu

190

Tyr Gly Trp Gly

15
Pro His Gly Leu
30
Val Asp Cys Ala
45
Ala Val Ala Leu
60

Tyr Leu Cys Met

Ser Glu Glu Asp
95
Asn Val Tyr Arg
110
Ala Lys GIn Arg
125

His Phe Leu Pro

140

Arg Gly His Leu

Ser Met Asp Pro
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160

Phe

Lys

Asp

Ser

Arg

Arg

80

Cys

Ser

Met

Glu
160

Phe
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165

170

175

Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

180 185
<210> 165
<211> 190
<212> PRT

<213> Homo sapiens

<400> 165

His Pro Ile Pro Asp Ser Ser Pro His
1 5

Arg Leu Arg His Leu Tyr Thr Ser Gly

20 25
Phe Leu Arg Ile Arg Ala Asp Gly Val
35 40

Ser Ala His Ser Leu Leu Glu Ile Lys

50 55

Ala Ile Lys Gly Val His Ser Val Arg
65 70
Gly Lys Met Gln Gly Leu Leu Gln Tyr
85
Glu Glu Glu Ile Arg Pro Asp Gly Tyr
100 105
His Arg Leu Pro Val Ser Leu Ser Ser

115 120

Lys Asn Arg Gly Phe Leu Pro Leu Ser
130 135
Met Val Pro Glu Glu Pro Glu Asp Leu
145 150
Met Phe Ser Ser Pro Leu Glu Thr Asp
165

Val Thr Gly Leu Glu Ala Val Arg Ser

Val
10

Pro

Val

Tyr

Ser

90

Asn

His

Arg

Ser

170

Pro

190

His Tyr Gly Gly GIn Val
15
His Gly Leu Ser Ser Cys
30
Asp Cys Ala Arg Gly Gln
45
Val Ala Leu Arg Thr Val

60

Leu Cys Met Gly Ala Asp
75 80
Glu Glu Asp Cys Ala Phe
95
Val Tyr Arg Ser Glu Lys
110
Lys Gln Arg Gln Leu Tyr

125

Phe Leu Pro Met Leu Pro
140

G

y His Leu Glu Ser Asp
155 160
Met Asp Pro Phe Gly Leu
175

Ser Phe Glu Lys
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<210>
<211>
<212>
<213>

<400>

166
188
PRT
Homo

166

180

185

sapiens

Asp Ala Gly Pro

1

Arg His Leu

Tyr

20

Arg Ile Arg Ala

35

His Ser Leu

50

Lys Gly Val

65

Leu

His

Met Gln Gly Leu

Glu Ile Arg Pro

Leu Pro Val

115

Arg Gly Phe

130

100

Ser

Leu

190

His Val His Tyr Gly Trp Gly Asp Pro Ile Arg Leu

5 10

15

Thr Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu

25

30

Asp Gly Val Val Asp Cys Ala Arg Gly Gln Ser Ala

40

45

Glu Ile Lys Ala Val Ala Leu Arg Thr Val Ala Ile

55 60

Ser Val Arg Tyr Leu Cys Met Gly Ala Asp Gly Lys

70 75

80

Leu Gln Tyr Ser Glu Glu Asp Cys Ala Phe Glu Glu

85 90

95

Asp Gly Tyr Asn Val Tyr Arg Ser Glu Lys His Arg

105

110

Leu Ser Ser Ala Lys Gln Arg Gln Leu Tyr Lys Asn

120

125

Pro Leu Ser His Phe Leu Pro Met Leu Pro Met Val

135 140

Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu Ser Asp Met Phe

145

150 155

160

Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe Gly Leu Val Thr

165 170

Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

<210>

167

180

185
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<211> 183
<212> PRT
<213> Homo
<400> 167
Val His Tyr
1

Ser Gly Pro

Gly Val Val

35

Ile Lys Ala
50

Val Arg Tyr

65

Gln Tyr Ser

Gly Tyr Asn

Ser Ser Ala
115
Leu Ser His
130
Asp Leu Arg
145

Thr Asp Ser

Arg Ser Pro

<210> 168
<211> 174
<212> PRT

<213> Homo

sapiens

Gly Trp Gly Asp Pro Ile Arg Leu Arg
5 10

His Gly Leu Ser Ser Cys Phe Leu Arg

20 25

Asp Cys Ala Arg Gly Gln Ser Ala His

40

Val A

a Leu Arg Thr Val Ala Ile Lys
55 60
Leu Cys Met Gly Ala Asp Gly Lys Met
70 75
Glu Glu Asp Cys Ala Phe Glu Glu Glu
85 90
Val Tyr Arg Ser Glu Lys His Arg Leu

100 105

Lys Gln Arg Gln Leu Tyr Lys Asn Arg
120

Phe Leu Pro Met Leu Pro Met Val Pro

135 140

Gly His Leu Glu Ser Asp Met Phe Ser

150 155

His Leu Tyr

15

Ile Arg Ala
30

Ser Leu Leu

45

Gly Val His

Gln Gly Leu

Ile Arg Pro
95
Pro Val Ser

110

Gly Phe Leu
125

Glu Glu Pro

Ser Pro Leu

Thr

Asp

Ser

Leu

80

Asp

Leu

Pro

Glu
160

Met Asp Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val

165 170

Ser Phe Glu Lys

180

sapiens

175
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<400> 168

Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser

1 5 10

Phe Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg
20 25 30

Ser Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg

35 40 45

Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys Met Gly
50 55 60
Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser Glu Glu Asp Cys
65 70 75
Glu Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr Arg Ser
85 90
His Arg Leu Pro Val Ser Leu Ser Ser Ala Lys Gln Arg Gln

100 105 110

Lys Asn Arg Gly Phe Leu Pro Leu Ser His Phe Leu Pro Met
115 120 125
Met Val Pro Glu Glu Pro Glu Asp Leu Arg Gly His Leu Glu
130 135 140
Met Phe Ser Ser Pro Leu Glu Thr Asp Ser Met Asp Pro Phe
145 150 155
Val Thr Gly Leu Glu Ala Val Arg Ser Pro Ser Phe Glu Lys

165 170

<210> 169

<211> 14

<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic peptide

<400> 169

Trp Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly

1 5 10

- 196 -

Ser Cys
15

Gly GIn

Thr Val

Ala Asp

Ala Phe

80
Glu Lys
95

Leu Tyr

Leu Pro

Ser Asp

Gly Leu
160
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<210> 170
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 170
Trp Gly Asp Pro Ile
1 5
<210> 171
<211> 4
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 171
Trp Gly Pro Ile
1

<210> 172
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 172
Trp Gly Asp Pro Val
1 5
<210> 173
<211> 4
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide

<400> 173

- 197 -

SSS0ol 10-2724421



Trp Gly Asp Ile
1
<210> 174
<211> 4
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 174
Gly Asp Pro Ile
1
<210> 175
<211> 5
<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic peptide
<400> 175
Trp Gly Gln Pro Ile
1 5
<210> 176
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 176
Trp Gly Ala Pro Ile
1 5
<210> 177
<211> 5
<212> PRT
<213> Artificial Sequence

<220>
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<223> Synthetic peptide
<400> 177
Ala Gly Asp Pro Ile

1 5
<210> 178
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 178

Trp Ala Asp Pro Ile

1 5
<210> 179
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 179
Trp Gly Asp Ala Ile

1 5
<210> 180
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 180
Trp Gly Asp Pro Ala

1 5
<210> 181
<211> 4

<212> PRT
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<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 181
Trp Asp Pro Ile
1
<210> 182
<211> 4
<212> PRT
<213
> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 182
Trp Gly Asp Ile
1
<210> 183
<211> 4
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 183
Trp Gly Asp Pro
1
<210> 184
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic peptide
<400> 184
Phe Gly Asp Pro Ile
1 5

<210> 185
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<211> 9

<212> PRT

<213> Artificial Sequence
<220>

<223> Synthetic peptide

<400> 185

Arg Leu Arg His Leu Tyr Thr Ser Gly
1 5

<210> 186

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> core sequence

<400> 186

Arg Gln Arg Tyr Leu Tyr Thr Asp Asp
1 5

<210> 187

<211> 13

<212> PRT

<213> Artificial Sequence

<220>

<223> Synthetic peptide

<400> 187

Ala Gly Pro His Val His Tyr Gly Trp Gly Asp Pro Ile
1 5 10

<210> 188

<211> 165

<212> PRT

<213> Homo sapiens
<220>
<223> FGF19 C-terminal sequence

<400> 188
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Pro His Gly Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val

1 5 10

15

Val Asp Cys Ala Arg Gly Gln Ser Ala His Ser Leu Leu Glu Ile Lys

20 25

30

Ala Val Ala Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg

35 40

Tyr Leu Cys Met Gly Ala Asp G

y Lys Met Gln

50 55

Ser Glu Glu Asp Cys Ala Phe G

u Glu Glu Ile
65 70 75
Asn Val Tyr Arg Ser Glu Lys His Arg Leu Pro

85 90

45

Gly Leu Leu Gln Tyr

60

Arg Pro Asp Gly Tyr

80

Val Ser Leu Ser Ser

95

Ala Lys Gln Arg GIn Leu Tyr Lys Asn Arg Gly Phe Leu Pro Leu Ser

100 105

His Phe Leu Pro Met Leu Pro Met Val Pro Glu

115 120
Arg Gly His Leu Glu Ser Asp Met Phe Ser Ser
130 135

Ser Met Asp Pro Phe Gly Leu Val Thr Gly Leu
145 150 155
Pro Ser Phe Glu Lys

165
<210> 189
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> Linker sequence
<400> 189
Gly Gly Gly Ser Gly

1 5

<210> 190

110

Glu Pro Glu Asp Leu

125

Pro Leu Glu Thr Asp

140

Glu Ala Val Arg Ser
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<211> 11

<212> PRT

<213> Homo sapiens

<220>

<223> Sheet-8/Loop-8/Sheet-9 region of FGF19

<400> 190

Glu Glu Ile Arg Pro Asp Gly Tyr Asn Val Tyr
1 5 10

<210> 191

<211> 11

<212> PRT

<213> Homo sapiens

<220>

<223> Sheet-8/Loop-8/Sheet-9 region of FGF21

<400> 191

Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr
1 5 10

<210> 192

<211> 187

<212> PRT

<213> Artificial Sequence

<220>

<223> M53 sequence

<400> 192
Met Asp Ser Ser Pro Leu Leu Gln Trp Gly Asp Pro Ile Arg Leu Arg
1 5 10 15
His Leu Tyr Thr Ser Gly Pro His Gly Leu Ser Ser Cys Phe Leu Arg
20 25 30
Ile Arg Ala Asp Gly Val Val Asp Cys Ala Arg Gly Gln Ser Ala His
35 40 45

Ser Leu Leu Glu Ile Lys Ala Val Ala Leu Arg Thr Val Ala Ile Lys

50 55 60

Gly Val His Ser Val Arg Tyr Leu Cys Met Gly Ala Asp Gly Lys Met
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65

Gln Gly Leu

Ile Arg Pro

Pro Val Ser

115

Gly Phe Leu
130

Glu Glu Pro

145

Ser Pro Leu

Leu Glu Ala

<210> 193

<211> 194

<212> PRT

Leu

Asp

100

Leu

Pro

Val

180

70
Gln Tyr
85

Gly Tyr

Ser Ser

Leu Ser

Asp Leu

150
Thr Asp
165

Arg Ser

75

Ser Glu Glu Asp Cys

Asn Val Tyr
105
Ala Lys Gln

120

His Phe Leu
135

Arg Gly His

Ser Met Asp

Pro Ser Phe

185

<213> Artificial Sequence

<220>

<223> M139 sequence

<400> 193

Arg Pro Leu Ala Phe

1

5

90

Arg

Ser

80

Ala Phe Glu Glu Glu

95

Glu Lys His Arg Leu

110

Arg Gln Leu Tyr Lys Asn Arg

Pro

Leu

Pro

170

Glu

10

Met

G

155

125

Leu Pro Met Val Pro

140

u Ser Asp Met Phe Ser

160

Phe Gly Leu Val Thr Gly

Lys

175

Ser Asp Ala Gly Pro His Val His Tyr Gly Trp

15

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro His Gly

Leu Ser Ser Cys Phe

35

Ala Arg Gly GIn Ser

50

20

25

40

55

60

45

30

Leu Arg Ile Arg Ala Asp Gly Val Val Asp Cys

Ala His Ser Leu Leu Glu Ile Lys Ala Val Ala

Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr Leu Cys

65

70

75

80
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Met Gly Ala Asp Gly Lys Met Gln Gly Leu

85

Asp Cys Ala Phe Glu Glu Glu Ile Leu

100

105

Arg Ser Glu Lys His Arg Leu Pro Val

115

120

Arg Gln Leu Tyr Lys Asn Arg Gly Phe

130

135

Pro Met Leu Pro Met Val Pro Glu Glu

145

150

Leu Glu Ser Asp Met Phe Ser Ser Pro

165

Pro Phe Gly Leu Val Thr Gly Leu Glu

180

Glu Lys

<210> 194
<211> 194

<212> PRT

<213> Artificial Sequence

<220>

<223> M140 sequence
<400> 194

Arg Pro Leu Ala Phe

1 5

185

90

Pro

Ser

Leu

Pro

Leu

170

Leu Gln

Asp Gly

Leu Ser

Pro Leu

140
Glu Asp
155

Glu Thr

Tyr Ser

Tyr Asn

110

Ser Ala

125

Ser His

Leu Arg

Asp Ser

Ala Val Arg Ser Pro

190

Ser Asp Ala Gly Pro His Val His Tyr

10

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro

20

Leu Ser Ser Cys Phe

35
Ala Arg Gly Gln Ser

50

25

30

Leu Arg Ile Arg Ala Asp Gly Val Val

40

45

Ala His Ser Leu Leu Glu Ile Lys Ala

55

60

Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr
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Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Gly Trp
15

His Gly

Asp Cys

Val Ala

Leu Cys
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65

70

Met Gly Ala Asp Gly Lys Met Gln Gly Leu

85

90

Asp Cys Ala Phe Glu Glu Glu Ile Arg Glu

100

105

Arg Ser Glu Lys His Arg Leu Pro Val Ser

115

120

Arg Gln Leu Tyr Lys Asn Arg Gly Phe Leu

130

135

Pro Met Leu Pro Met Val Pro Glu Glu Pro

145

150

Leu Glu Ser Asp Met Phe Ser Ser Pro Leu

165

170

75

Leu Gln

Asp Gly

Leu Ser

Pro Leu

140
Glu Asp
155

Glu Thr

Tyr Ser

Tyr Asn

110
Ser Ala
125

Ser His

Leu Arg

Asp Ser

Pro Phe Gly Leu Val Thr Gly Leu Glu Ala Val Arg Ser Pro

180

Glu Lys

<210> 195
<211> 194

<212> PRT

<213> Artificial Sequence

<220>

<223> M141 sequence
<400> 195

Arg Pro Leu Ala Phe

1 5

185

190

Ser Asp Ala Gly Pro His Val His Tyr

10

Gly Asp Pro Ile Arg Leu Arg His Leu Tyr Thr Ser Gly Pro

20
Leu Ser Ser Cys Phe
35
Ala Arg Gly Gln Ser

50

25

30

Leu Arg Ile Arg Ala Asp Gly Val Val

40

45

Ala His Ser Leu Leu Glu Ile Lys Ala

55

60
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80
Glu Glu
95

Val Tyr

Lys Gln

Phe Leu

Gly His

160

Met Asp

175

Ser Phe

Gly Trp
15

His Gly

Asp Cys

Val Ala

SSS0ol 10-2724421



Leu Arg Thr Val Ala Ile Lys Gly Val His Ser Val Arg Tyr

65 70

75

Met Gly Ala Asp Gly Lys Met Gln Gly Leu Leu Gln Tyr Ser

85
Asp Cys Ala Phe Glu Glu Glu Ile Leu
100 105
Arg Ser Glu Lys His Arg Leu Pro Val
115 120
Arg Gln Leu Tyr Lys Asn Arg Gly Phe
130 135

Pro Met Leu Pro Met Val Pro Glu Glu

145 150
Leu Glu Ser Asp Met Phe Ser Ser Pro
165
Pro Phe Gly Leu Val Thr Gly Leu Glu
180 185

Glu Lys

<210> 196

<211> 194

<212> PRT

<213> Artificial Sequence
<220>

<223> M160 sequence

<400> 196

90

Cys Asp Gly Tyr Asn

110

Ser Leu Ser Ser Ala

125

Leu Pro Leu Ser His

140

Pro Glu Asp Leu Arg

155

Leu Glu Thr Asp Ser

170

Ala Val Arg Ser Pro

190

Arg Pro Leu Ala Phe Ser Asp Ala Gly Pro His Val His Tyr

1 5

10

Gly Asp Pro Ile Arg Gln Arg His Leu Tyr Thr Ser Gly Pro

20 25

30

Leu Ser Ser Cys Phe Leu Arg Ile Arg Ala Asp Gly Val Val

35 40

45

Ala Arg Gly GIn Ser Ala His Ser Leu Leu Glu Ile Lys Ala
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80

95

Val Tyr

Lys Gln

Phe Leu

Gly His

160
Met Asp
175

Ser Phe

Gly Trp

15

His Gly

Asp Cys

Val Ala
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50

Leu Arg Thr Val

65

Met Gly Ala Asp

Asp Cys Ala Phe

100

Arg Ser Glu Lys
115

Arg Gln Leu Tyr

130
Pro Met Leu Pro
145

Leu Glu Ser Asp

Pro Phe Gly Leu
180

Glu Lys

55

Ala Ile Lys Gly Val His

70
Gly Lys Met Gln Gly Leu
85 90
Glu Glu Glu Ile Leu Glu
105
His Arg Leu Pro Val Ser
120

Lys Asn Arg Gly Phe Leu

135
Met Val Pro Glu Glu Pro
150
Met Phe Ser Ser Pro Leu
165 170
Val Thr Gly Leu Glu Ala

185

60

Ser Val Arg Tyr

75

Leu Gln Tyr Ser

Asp Gly Tyr Asn

110

Leu Ser Ser Ala
125

Pro Leu Ser His

140

Leu

95

Val

Lys

Phe

Cys

80

Tyr

Leu

Glu Asp Leu Arg Gly His

155

Glu Thr Asp Ser

Val Arg Ser Pro

190
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160
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