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L Fha & B+ YEss & E R T (OFn3) 45 /4 J Y5 8 A R L& 2 ik, Hidh i
Vpn 34 M4 & T A RIS A & A Koy 1eME BL S % Fn345 Mt & 5k B MR &
FER A 5090 % — B 2 LR 7 71 : SEQ 1D N0:4.8.12.,16.20 /% 24-44,

2 RNER AL G 2 1K, b iz Pn3g Mk a5 5k B T AR R P51 % /095 %
— BN RT3 : SEQ 1D NO:4.8.12.16.20 }224-44.

3 URIELR 2008 & 22 ik, Horh iz Pn3 g5 g ik B N AL R L BR 7 51 : SEQ 1D NO:
4.8.12.16.20 }224-44.

4 BN ER -3 E — T AL A 2 ik, Hod prid & 2 IR & ik 8 N4/ 751 SEQ 1D
NO:176-214F1401-405.,

5 BRI ER 1K 2 I, iz Pn 38 MR & 5k B T AR E LR P H1 % 90 % — 5
(K8 /R 751 : SEQ 1D NO: 4.

6. BURIE R 2f 2 ik, HorhiZ Pn3g MR & 5k A T AR R 5% 95% —5
(K8 LML 751 : SEQ 1D NO: 4.

7. — PR, RS A R R 1 26 T — T B A 2 k.

8. —PhEUE , A RIE R THIZ IR -

9. BRI ZE R8I AR , Ho A iZ B A FRIL B

10. —FhfiE =40, A S AU ZRIMI ik .

11 AR ZESR 1T0M 75 = 40 A , H Hh i 40 M S 410 B 41

12 BRI ZER 101 75 T 40 A , Fo i 4n M A AL 3 A .
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MEEEBEEN T

[0001] A BHHIiE &R T g H N201 1485 H3H , B 5 4201180033246 3 (H [ Hi i
5 APCT/US2011/034998) \ kA “IMLiE A A 45659+ HK B LR g R4 £ G
[0002]  FHOCHIIE

[0003] A HIEF5K2010475 H3H HEH 3L E lmET HE 5561/330,672 %5 B E , iZH 15 DA
235 AR 7 o AR

MBFAR

[0004] V722 ¥R YT 7, T8 QK | 22 K B 22 A% 1R 1) A 420 it ) 10 288 P R LT ~F S 3 A A2
1115 52 451 o 3 7 $U0RG 2 LA P e/ BB T 1 5 B SRR T BRUE RSB Jg b 5], BL4E
FFNIRTT BRI 75 (0 ML 7AYo S EE 4 B 5 5 20 & BHE A = K I W AR &R . 25 41
1115 S EE A By B 2 52 R 2 R AN, HAE B 2 MG PRI G 1 g KU, I ]
RE /& ZAER IR T B BRI R Be w12, JUH 8K A £ 5 IR T IR . S 4h, R TT
H, BRI A K N TE S R 2 3 EOM = R a0 AR A - e R 2 IR 1 ) 20 SUIE IR B
LB AL« CLRIOR T T A B 1 42 B PRIG T I3 047 AESALL Inl i85, 451 2 i PR s
P BRE R, B R R 2 R VEREARE R B B 5 T IR W I A LA A 2 8 2 SR 3 it
82 R ARG I 3 I LA R G ) AR

[0005] A HI TR M A] SIE A% AT 7 A LS - 3 AL &9 B A SE R LTS ~F
WA, B SERAG T R LS 3 AR U7 o T 38K IB 7 R ML 2 = R SR &9
LT Al VA JSAAT R 7 3G Bese i » HAT B AR AR B 22 PR o (B 3 T BEAS |0 3
AR &) , HRSE 2%/ fe VAR5 & .

b4 RS

[0006] A B J 45 A s A B AR AFEER A TR S8+ (°Fn3) 45 #3g e H fids o A S
WA TS MG AR AL A P3fm G 9+ K&,

[0007]  YE— U5, AR AR S AERE A TR+ (OPn3) 4538 £ ik, Hdp
% OFn3 45 Ak DA 1nMEl 58 /N Ko 45 A NSRS A 2R 1 (HSA) IS Mg sk 11, AR E A&
A7 AE T 1% 2 IR0 L35 2 52 A 75 1035 1 B LA AR T 2 BRI I3 2 2 0 22 0565 .
FE—ANSR it 77 2 rp, A T AR 28 OFn 3 45 M3, 2% "OFn 345 M8 /EBC . DE S FGIR (1) — Bk £
H A S AN B IR TP .

[0008]  7ER-dbsjifi Ty b, 1% OPn 34 My IS AES . 5T . AR pHAE Y5 [ P 45 A HSA . AE— AN S2 i
773, 1% Pn 38 M A0S 5T . AR pHAE Y[ PY A L 200n MK 5 /N K4 ArHSA o 7E 57— A
St 7720, 1% P 345 MIBAEPH 5. 5BA200nMB HE /NI K&h A HSA

[0009]  7E—Ley i , A SCERE— FiAL A7 OFn 345 MR I 2 ik, Ho b i OFn3 S M IR 45 A
HSA FLAL & 5 SEQ 1D NO: 2% /070 % [Al— I R E B 17 51 o 76— SR 7 5 5 1% Pn 345 #15
AR NI —BZ # AL SEQ 1D NO:5HT /R EIE IR 5 I BCHR A5 SEQ 1D NO: 6T
TNV R R B FIDERER L J2 5,87 SEQ 1D NO: 7HT N Z 34 R 7 FI I FGIR
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[0010]  FEAT— b3k 77 1 A SEFE B, % OFn 345 Mg it 45 & Bk R (rhesus) MLiF A H A
(RhSA) - B 4# (cynomolgous monkey) IfILiF F & 1 (CySA) B ML 1 2R MuSA) H1 1 —BK
2 ALK A, % Fn 345 M A HRhSA L CySATRMuSA (1) — Bk £ 3 58 UK o
[0011]  ZE4F— FIR 7 e sty 2R, 1% OFn 345 #4 A 1uMER 5 /N (K Ko 45 4 HSA o 76— 1%
SEHE 7, % OFn 345 MY L 500nMER B /N Ko &h A HSA - 78 H e s it R, 1% Fn 345 # i
2L % /200nM. 100nM. 50nM. 20nM. 10nME%5nMIKI Ko A HSA.

[0012]  ZEAT— FiR 77T M Sehiti 7 R, % OFn 345 My 45 A HSAR) 45 M s T B T T o AE— 4 sk
7 2, % P3G g 45 A HSAR S5 I T 51T 48— e sz ity e, % Fn 345 /4 765 . 5
FT7. AR pH{EEE P45 A HSA 7R H B i 30 5 1% P34 Mk AEpH 5. 58L200nMBR 5 /N 1)
Ko&h A HSA 7 55— et 5 X 5 1% Pn 345 My AE5 . 527 . Af( pHAEL Y R P LA % 2500nM.
200nM+ 100nM.50nM+ 20nM. 1OnMEZ5nMI{ Kn&s A HSA . AE— AN SE it 5 2R, %' 'Fn 345 4 18 £E pH
5.5 2 /1500nM. 200nM. 100nM. 50nM. 20nM. 1 OnMB 5nMf Ko A HSA

[0013]  FEAF— 3R J7 i fe L 7 20 , AR MLIE A 8 A7 AE T &% 2 IR LG - 52 A 7E I
BAEAANFAE T ZZ R I 2 Do AE R s 77 =0, AR L3S A S A A7 AE
T2 IR ML P 32 N AE LG A & A AEAE N %2 K LG - = 1 2 D565 . 74510
1265 1665 2065 . 2265 . 2565 . 2T RF B30 A o 75— L sl 77 =0, Biradt I 775 11 22 11 HSA
RhSA. CySABEMuSAH (R4 — 3 &

[0014]  FEAF— IR J7 1 A Sk 7y 20, AR ML A & A A7AE T2 KR G = o 2 /0
207NN o AE L LS ST T U, FE LTS A B L ARAE N 2 IR L5 32 A 2 0 2/Nk . 2.5/
)\ 3/NEF AN LB /NESE L 6/NESE L T/INE) L 8/INEE L 9/NESE L 1OZNESE L 1278 EsF L 158N L 20288 L 25708
) L 30/NEF L 40/7NBsF W BOZINEF L 75 7NEF L 90/INEsE L 100/NEF L 110/NEsF L 1202858 L 1307NEs) L 1507/)8
B 170/ B 200/ o /E— 28 Sl 77 2P, 1% 2 IR 5 B2 78 R K28 (B AN B B
FH M EE R

[0015]  AE— A5, AR B FRAE—FA & OFn 34 IS I 2 Ik, Hih % Fn3 45 M IR 45 &
HSA, HALHE . A4 SEQ 1D NO: 5~ 2 LR 7 A K BCER AL 27 SEQ 1D NO: 6/~ b & L R
FEFIFIDERR . 24 SEQ 1D NO: 7T/ K EIE MR 7 FIHIFGER o 4F 53— 5 1, 1% Pn 345 f) 3
BAFEUL N —E 2 #F A SEQ 1D NO:SHIRI AR 7 5 FIBCH & SEQ 1D NO:6HTR~
) &I 7 B FIDEFR . A5 SEQ 1D NO: 7T /R IR LR 17 71 I FGER

[0016]  AE—AJ5 T, A K I FRAE— P & OFn 34 IS G 2 Ik, Hih % Fn3 45 M IR 45 &
HSA, HAL4E : F45SEQ 1D NO: 9P /I & 3L B8 FE F1) K BCER A5 57 SEQ 1D NO: 10 P s IF) 2 5 R
FEFIFIDEIR K AL SEQ ID NO: 1R (I B3R 7 9 (IFGIR o 78 55— J5 T 5 1% " 'Fn 345 #4)35
AFELL T —B(Z & A5 SEQ 1D NO: 9T/~ 1 & 218 7 F1[FBCER A& SEQ 1D NO: 10F 7~ K]
AILEE I RIDEIR S AL 57 SEQ 1D NO: 11~ B & 4 1R 5 B PG ER

[0017]  AE— A5, AR HFRAE— P & OFn 34 IR I 2 Ik, Hith % Fn3 45 M IR 4 &
HSA, HALHE : 4927 SEQ 1D NO: 13 78K 2585 B8 /7 F1 K BCER LA 27 SEQ 1D NO: L4 7 Ry 2 28
B2 BURIDEIR . S A5 SEQ 1D NO: 15 F I R SE B 7 FURIFGIR o 72 55— 7 T+ » 1% "Fn 345 14
WA T -2 #H A SEQ 1D NO: I3FTRIZAZEER 7 FIBCH B SEQ 1D NO: 1447
NI R FL R 7 B IDEFR F A& SEQ 1D NO: 15T/~ IR L 17 FI I FGIR

[0018]  #E— A5, AR I FR AL — P & OFn 34 MR G 2 Ik, Hith i Fn3 45 M IR 4 &
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HSA HAREFL 2 SEQ 1D NO: 17K 2 3588 7 A BCHR A5 SEQ 1D NO: 18Ff /Nt & LR
FEBIFIDERR B AL & SEQ 1D NO: 19FT /R K EIE MR 7 I HIFGER o 41 55— 5 T, 1% Pn 345 fA) 3
AFERESEQ 1D NO: 17Hr /R 2d B2 7 P IBCH VAL 5 SEQ 1D NO: 18/ 2 512 Iy 31 i)
DEFA AU SEQ 1D NO: L9F /R 2 B/ 7 I I FGER [ — B 2 % o

[0019]  FEAT— B3R5 M Sehiti /7 R, % Fn 345 MR 45 & BRI L5 1 &5 A (RhSA) W £
B INLFE 1 82 A (CySA) SRR 2R ILIE A & E MuSA) HH— K £ & AE— szt 7 0, %
"OFn 345 KA 5 RhSA L Cy SABMuSAH ) —BK 22 35 28 UM ML o 71 F- 86 S 7 X b 5 1% OPn 345
AT LA TuMBR /MR Ko 2 B HSA o 78 H e St 77 s, % OPn3 45 My LA %2 /0 1. 5uM L 1. 20, T
M. 700nM.500nM+ 300nM. 200nM. 100nM. 75nM- 50nM. 25nM. 10nMEK 5nM{FI K& A HSA

[0020]  ZEAT— B3R5I M Sehiti 7 R, % OFn 345 My 45 A HSARK) 45 M ek T Bl 11 o A5 JE e s
T A, % P3G I A5 A HSAR S5 I T 51T AE R e sz ity e, % Fn 345 /4 765 . 5
FT7. AR pH{EEE P 25 A HSAFE— AN i 77 30 5 1% P35 Mk AEpH 5. 58A200nMBR 5 /N 1)
Ko&5 A HSA o 76 5 — AN S2iti 7 s, % OFn3 45 M AES . 5 7. 4K pHAE YL Rl L & 4500nM.
200nM. 100nM.50nM. 20nM . 10nMEZ5nMFK) Ko A HSA  AE— DLt 7 2, 1% Fn 345 #4938 76 pH
5.5) 2 /1500nM. 200nM. 100nM. 50nM. 20nM. 1 OnMB 5nMf Ko A HSA

[0021]  FEAT— bk U5 Be s 75 X P, 7R L3 A &R A A7FAE R % 2 IR I35 1 32 JH R AE i
TBAEANEE T %2 MRE L5 R0 2 D26 AE F- sl 7y s rh , 72135 F 8 A 718
1% 2 IR L 2 3 B O AE L A & VAR N 1% 2 IR I 3 R 2 D5 A5 765 .10
1265 1565 2065 . 2265 . 2565 . 2T RF B304 o 7E — L st 77 =0, Birads I 775 11 22 11 HSA
RhSA. Cy SABEMuSAH (R4 T— 3 &

[0022]  ZEAT— bk 5T Je s 7 b, 7R s A & AR N iz 2 IR s e w o 2 b
207N o 75 HE B STl 75 S, 7R LS A 8 AAFAE N % 2 IR L7 5 BN & /D 2/Nef L 2. 570
) L 3/NEF AN LB/ 6 7NESE L T/INE) L 8/INEE L 9/NESE L 1OZNESE L 1278 EsF L 158N L 202858 L 25708
) L 30/NEF L 40/7NBsF L BOZINES) L 757N L 90/INEF L 100/NEF L 1107NEsF L 1202858 L 1307NEs) L 1507/)8
BF L 170/NB B 200/N8) o 72— 28 5t 5 5, 12 22 BRI 2P 3 32 70 R K2R (1 A 8 B08) B
RIS A 22 2

[0023]  fE—AN5TH, AR A — A S A ERA TS+ (Fn3) SR L RIREA
JR IR A2 I, H % OPn 3 45 38 LA 1 Mk 58 /N U Ko A HSA . 78 Bk s it b, 1% Pn3 4
IR & 5 SEQ 1D NO: 4% /70 % [ — &I MR 75 /£ — AN Lt 2N b, 1% Pn3 45 /I8
P HASEQ ID NO:5HrR Y 2 R 7 31 (IBCHA A SEQ 1D NO: 6 /s 1) 2 FL 1 17 71 I DEFR
FEASEQ D NO: THT /R R IR 7 FIRIPGHR o 7 55— A2t 5 30 5 1% Fn 345 fpisk a4 2
ASEQ ID NO:5Hr R 2 AR 72 FIBCH HASEQ 1D NO:6 /1) 2L R /7 FI I DERF A2 A
AHSEQ 1D NO: TR/~ AL 7 A HIFCH I —E 2 3

[0024]  FE— NSt 7 K, IR A A B B A 4E A AR K R 21 (FGF21) L i i 3R
J iy RS2 AR IR L GTP (il &) B AR R R B R 2 06 E TR & K AEE A9 BMP-9) JRIE R
(amylin) AKYY (PYYs-36) \JBRZ ik (PP) - 4121 (IL-21) g MLBE 2 A (glucagon—1ike)
FEL(GLP-1) £ % &K (Plectasin) ik E AR /& (Progranulin) . EHEA
(Osteocalcin,OCN) ApelinBk A7 "Fn34s MK £ Bk . A e sty s, 1% IR A
% GLP-1.Exendin 4.8 HE A #E A (adiponectin) -IL-1RA (A& 1 ZAR TSI LVIP
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(UL A5 35 14 IK) « PACAP (T A4 B 1 B PR AL B B0 2 1K) I 2R L INGAP (R 5 B AR A DR 8 )
BMP (BB KRAEER) MEHEA (OCN) AE— DL, i% 7 E A K4 SEQ 1D
NO: L18FT /R 751

[0025]  FEAtebsi 7y U, Z RIREA A S EA THRILE A& ERED R E
P33 R A e S P iR A 2 IR P A S S AR E A B S = Pn3 45 )
$ o AE—ANSEHE A, 1% 58 = OPn3 G IR A 5 5 O3 45 M AR TR G B L A e St
T, 8 = OPn 3G RS A 5 58 P n 355 BN R B

[0026]  ZE— sy R, IZRE 2 KA PPn 345 M 45 A R LI A &5 3 (RhSA) &
BRI TS 1 82 A (CySA) SRR 2R ILIE A & E MuSA) H i — £ & A H e sz A, %
OPn3 45 My AN HRhSA | Cy SATRMuSAH ) — B 22 3 28 U »

[0027]  FEFLLLspiEy b, RS 2 KK P n 345 M5 A 1 uMBR B /N Kn s A HSA o 7E — 1
SEE 7, % O Fn 345 I8 L 500nMER B /N Ko &G A HSA 78 H e S it R, 1% Fn 345 7 i
PL % /B200nM. 100nM. 50nM. 20nM. 1 OnME%5nMIKI Ko A HSA.

[0028]  7F H sy R, %Rl A 2 IR PPn 345 I 45 S HSAR) 45 A T B T T AE— sk
Wi 7 2, % P34 MR 45 ST HSAI S5 M T 5 1T AE — 28 Szt 7 b, 1% OPn 345 M 785 . 5
FT7. AR pH{E I P 25 A 1A 7EH B it 7 30 5 1% Pn3 45 Mk AEpH 5. 58A200nMBR 5 /N 1)
Ko#h ArHSA o 78 5 — AN SEJiE 5 s, 1% OFn3 G5 M I AES . 5 27 . AR pHAE Y A BL % 4500nM
200nM+ 100nM.50nM+ 20nM., 1 OnMEZ5nMI Kn&s A HSA o AE— AN SE it 5 3R, % 'Fn 345 4 18 £E pH
5.5 LA % /500nM. 200nM. 100nM. 50nM. 20nM . 10nMEE5nMA Ko 4 HSA

[0029]  7E— o5 7y X Hp , 7R ML A 8L AT TR A 22 BRI s 5 BA N e 7S A &
A ARAFAE N 1% 2 BRI AL 75 2 3 300 2 /D5 6% e e szt Jy 20, ZE ML A 8 A AR T iZ R
A 22 IR M3 - 52 BN AR L35 1 82 B A ATAE T2 BRI 35 52 BRI &2/ 265 L5 f% \ Th%
LORE 1265 L 1565 . 2065 . 2265 . 2505 L 2T 5 B 30 A o 78 — B8 5 it 7 s, ML 11 25 11 W HSA
RhSA. Cy SABEMuSAH (AT — 3 &

[0030] 7Ll 7 S0, 78 ML A & A7 AR N B A 2 K0 I3 2 5 3o & /D20 /)
I o 76 e St 77 20, 76 L7 A & AAFAE NS 2 K0 I 22 10 o 2 /b 2/af L 2. 570
) L 3/NEF LA/ S B/NESE 6 7NESE L T/INE) L 8/INEE L 9/NESE L 1O/ L 1278 EsF L 158N L 202858 25708
) L 30/NE L 40/7NEsF W BOZINEF L 75 7NEF L 90/INEF L 100/NEF L 110/NEF L 1202858 L 1307NEs) L 1507)8
B\ 170/N8f B 200 /N8 o 75— LE S 7 3P, 1B A 2 IR0 1 5 B AR R K2 (9t A 2K
1) BRI EE R K

[0031]  ZE4F— b3k 5 M seiii /7 i, % OPn 345 M8, &% A SEQ 1D NO:8.12.16.20 %
24-4419 73 6

[0032]  fE—AJr I, AR R — RS FERA TR S+ (OPn3) G5k 2 ik, Hod
% OPn35E MR (1) AR T B A 8 OFn 345 M35, 7EABBC. CD \DEEF X FCIRHh ) — B £ 3 4L,
G AR IR T (1) A B AE R P3G WA E S 7 B (i) A5 BEH)F
1 (D) uff) Coirt B 5, Ho b 3= THY BB 78 FE e sy b, 1% OPn 345 a5 5 SEQ 1D
NO: 1HFRFEO-94 BT m R I IR 2 51 B A %2 /060 % [F] — MR B L IR P 51 o 75— A2 it 7 20
W, 1% Ci R 3 — D AENSR 5B TBET o 7E— LS 772U , Com R S 3R /1% 2 IR I VA A S
J /B> A
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[0033]  7F sl sy =, AT B A5 A 1OFn 348 M), 1% "Fn 345 #4938, 7E BC . DE S FGHR K]
Tp—F P A EABMIN E LR TH AE L 77 S 5 1% 2 KDL L uMEk 3 /N Ko s A 42
[0034]  fE—UeTy T, AR PRt —Fh L B A — Lok 7y T K Seita 77 s 2 IR 2 &
o AE e sty o, ZE 2 A YA S BE IR « H &R M 1 B RS, AE 451 7 M SE e 0 X
i, %A AL S M A 30mMBE AR 5% 215 % (L BLRERE £2.2.5% £ 10% H & (pH 6.0) .
PERE L Sl 77 20, 120 A B 1OmMBE HTER . 8 %6 11 BRI K25 % H &R (pH 6.0) /EHE
S P Z A A G — D S A A ER B AR A

[0035] A&, AR BRI B 1 45 T«

[0036] 1. —F & 4F4ELE 48 A (Fibronectin) TTTH (“Fn3) S IRH 2 ik, Hh
ZPn 345 MRS A T AT A & A I 45 L B2 Ko TuMER L R, B e B A 77
75T % 2 BRI I35 2 35 HA 22 /D5 65 K TR IML3E 1 & (A AFAE T iZ 2 BRI s e 2 1

[0037] 2. T511% 2 ik , Ho b A A T B9 4 210 P 3 45 M35, , 1% 'Fn 345 #4487 BC . DE JZ FGER ] —
B2 H PSS EBINE LR T .

[0038] 3.7 1320 £ Ik, Horh i P3G MIRAES . SR T APIFEE N 54 TG A& A .
[0039]  4.751BR200 Z Bk, Hd iz Pn35 s AEpH 5. 545 & THSAMKIK A 200nMEL LA T o
[0040] 5. PB4 S EA TN (Fn3) A 2 BE, Hothi% 3 My g 45
ST ARMBEAEA B 5SEQ 1D NO: 2% /b70% —F KA LR T

[0041] 6. RIS 2 B, Ho b iZ Pn3 SIS G UL F — 3£ & A& SEQ 1D NO:5HTR
AR T HIBCHS AL SEQ 1D NO: 6 Frn 2 A1 /7 FIFIDERS A A5 SEQ 1D NO: 7P/~ 2 At
& 7 IFFGER

[0042]  7.T50) £ ik, H i% Fn 345 #9380 &4 Y6 I SEQ 1D NO:8.12.16.20 M2 24—44)
Ip

[0043] 8. THSE 7T £ ik, Horh % Fn34 M IR 45 & TR MR (rhesus) M5 A &
1 (RhSA) BB RNE (cynomolgous monkey) MG 1 85 [ (CySA) B RIS 1 82 (MuSA) H
M—E .

[0044] 9. T55E THTE— TR £ ik, 1% Fn 345 #4148, A 5 RhSA L Cy SABRMuSAH (1) — B %
A X

[0045]  10. WSZETHAT— TR Z Mk, H P iZ Fn3 5 Mtk 45 & T HSAKI Ko A LML F
[0046]  11.35% 7 AF—THM 22 ik, HirpiZ% "Fn3 45 M8 45 & T HSAR Ko A500nMER BL R
[0047] 12, WSETHAT— TR Z Mk, H iz Fn385 Mg 45 & THSARI 5 MR TR T T,

[0048]  13.iFRI5ETHAT— TR 2 ik, b iZ P34 MR AES 5 BT AR pHFE [ N 45 &
THLE A&

[0049] 14, TH5E 7T AT £ Ik, Hd i Fn345 MyIs 7EpH 5. 545 & T-HSAMI Koy 200nM
LR

[0050]  15. TS5 Z7THE— I £ Mk, H P 7R LS B B A7 /E N iZ 2 IR E w2 05
£ R TAEIMLE A 8 A AR N2 IR L5 5 1

[0051]  16.T5& 7T —TM 2 ik, K 7EME A& AT IZ 2 RN B L EHAE
/2N

[0052]  17. PP & A YELE S E A TTIR (Fn3) 45 M3 22 Bk , 2 pi% OPn 3 45 7y 3
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ST ARMEAEA, HES LT A ESEQ 1D NO: 5 /RE LR TP 5 FIBCHR A1 % SEQ
ID NO: 67N 7 FIRIDERR AL & SEQ 1D NO: 7R 24 1R 7 I FGER

[0053]  18.T17HI ik, HorpiZ P34 Mtk IR 45 & TR L A 22 ) (RhSA) & B Rk
ML A B A (CySA) BUR R IMLIE A 82 A MuSA) R —E 2 & .

[0054]  19.TH17HI £ ik, H o 1% Fn3 4 M AN S5 RhSA L Cy SABRMuSA () — B £ & 28 XX
N

[0055]  20. 3517 & 19 AF— i 22 Bk , Ho 1% " Fn3 5 0k 45 & T HSAIKI Ko A LLMER BL R
[0056]  21. 317 & 195 AF— T 22 ik, Hrhi% ' "Fn 345 #3845 & T HSAMK Ko A500nMEL BL R
[0057] 22,3017 199 T 2 ik , Hor i Fn 345 M4 & T HSAM 45 AR 1 31 1 1
[0058]  23.JH17E 19 E T 2 Bk, HhiZ P35 M AES . 5 & 7 AN pHTE H A 45 &
MmFAEA.

[0059]  24. W 17TE 19— TR £ ik, o iZ P34 M I AEpH 5.545 4 THSARIKo A
200nMB L T o

[0060]  25.J0 178 19 ATE— I 2 Ik, o 7R L TE A S A AFAE R i 2 IR s il s
SAE K TAEMLIG 1 8 AAEAE FiZ 2 IR LS 1.

[0061] 26, TA17 R 199 AF— I 2 K, o 72 ML7E A & A A7 AR T2 IR MG =N
B2/,

[0062]  27. Rl &+ 4ELs & B A TR (Fn3) 454 K F V5 & (A Rl & 22 ik, H
% P34 Mg 45 & T ARG (1 & A Ko N LuMBER A T .

[0063]  28. TH2THIRLA 2 ik, HorhiZ Fn345 Mk a5 5 SEQ 1D NO: 4% /70% — 3 A
B3

[0064] 29, TH27EL 28/ Bl & 2 ik, Hid i OFn 345 M4 A5 % I SEQ 1D NO:8.12.16.20 %
24-44 A R T o

[0065]  30. 152785 2811 Bl & 22 ik , HorhiZ "Fn3 45 MyIf 0,4 LA SEQ 1D NO: 5 R AL T
FIRIBCIA . HAASEQ 1D NO:6FT /R AR I DERS J B A SEQ 1D NO: 7R 2 B /R 51 (1)
FGER.

[0066]  31.I027B 28/ @& 2 K, K iZ IR E O R RIEH A4 340 A KEF21
(FGF21) JREB R BB R 2K EESEREAI BMP-9) JEM & (amylin) JJEYY
(PYYs-36) JRZ K (PP) /1 E 21 (IL-21) FHHEZFE (glucagon—like) iK1 (GLP-1) (& 2255
% (Plectasin) ki &5 (1 BI 4 (Progranulin) (Frf# Bl AR (Atstrrin) B 452 (OCN) . Z MHAK
(Apelin) B 2 Fn 345 MY 1K £ Ik

[0067]  32.T031 /A 2 K, Hod iz 5 & A FUNFGE21 .

[0068]  33.TU32[IFLA 2 Mk, HohiZ RS A U SEQ 1D NO: LI8HTRII T 51

[0069]  34. 7278k 28KI Al A& £ I, Hoh iz FIREE A B & 55— Fn345 My, HL 454 THSA
PLAMAbRER SR A

[0070]  35. T34FIRLA 2 ik, ik — & 45 A TARELE A BN 55 = ""Fn345 Ak .

[0071]  36. W35 B & 2 ik, HorhiZ 55 = "Fn 345 M 51% 55— OFn 345 I 45 & T A F A
4,

[0072]  37.T35[KFI A 2K, Horh 1% 88 = OPn 345 M4 5 1% — OPn3 S MY A2 1% 55— 1%Fn3
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SR & T A AR

[0073]  38.1i27Ek 28K il & 22 K, Ho 1% O3 45 s 7R &5 & T E VR L5 1 & 11 (RhSA) -
AR PRELS A 82 1 (CySA) BURR RIS A &2 MuSA) R —BE 2 3 .

[0074]  39.1i27EK 281 % ik , 2% Fn3 45 /I8 AR 5 RhSA L CySABRMuSAH [ — Bk & & 28 X
N

[0075]  40.1527BL 2811 Bl & 22 Bk, HorhiZ Pn 345 My I 45 & T HSARI Ko Ay LuMER A T o

[0076]  41.TH27BL 28RN A 2 Ik, JoHhiZ P34 Mg 45 A T HSAI £S5 /IR T 81T T

[0077] 42, TH27EG 28K Fb & 2 Jik , He i OFn 345 IR AES . 5 =7 . A pHIE N 45 & T L i
S

[0078]  43.7H27EL 28 Fh & & ik, Horb i OFn 345 M8 AEpH 5. 5%5 & T HSAMI Ko A 200nMEL,
PLF o

[0079]  44.TH27BL 28Rk & 2 Ik, Ho R 7R L35 A S A7 AE N iR S g 2 D55 K
T IR BRI

[0080]  45.I27EL 28K Bl A 2 Ik , Horh 7E ILTE 1 B A7 AE N 1% 2 IR LTS 32 o & /b2
/NS o

[0081]  46.— P & A YELS S E A TTIR (Fn3) 45 M0 22 Bk, 2 pi% OFn 3 45 7y 3
(i) AT B 4 A OFn 345 #35 , 7EABBC.CDDEEF J2FGER 1 — B, £ 3 Hh A8, & LA AT I 4
BRFE; (1) 454 T AR Pn 38 M AN S A I FREE 75 & (1) A& BHAFEH D)y
() Cart 2 38, Horbm Ry 3Z TR B4

[0082]  47. 146 Z ik, HrhiZ "Fn34E Mtk 84 5 SEQ 1D NO: LA FE9-94 BT /R i AL PR
A EA 5 060% — SR LR F 5 .

[0083]  48. 15468%47 1) 2 ik , Ho 1% Com B f i3t — P AENum A 5 E L TERE T o

[0084] 49, T5468L47 1) 2 ik , Ho 1% Corm 2 TR 3G i IA A, Bk /D B 4, B 3% o

[0085]  50.J46EK47HI % ik, Horb oA X T 1% B AR A OPn 345 M3, 1% ' OFn 345 /I AE BCL DE B2
PG PR A5 2B I R 771

[0086]  51.I046BKATHI 2 Ik, HH X 2 K4 & T2 AR LKoo TUMBL A .

[0087]  52. W32/ A 2 ik, Hd iz Z KA & 1E HSEQ 1D NO: 132-174/ 751,

[0088]  53. T3[R A 2 Ik, HoiZ 5 IR 8 1 FUNPYYa-36. PPERIE R 2 o

[0089]  54.— P & HAYELS S E A TTIR (Fn3) 45 My 22 Bk, Hrhi% OPn 345 7y 3
AT ANKINFBEAEA HA 4 5SEQ ID N0:8.12.16.20 /%24-44F /070% — BN R IR )T
Hllo

[0090]  55. —FPERZA AW, HA ST 254 T —IH £ K.

[0091]  56. TISSHIERZH A, Hot— DA RS Bl E32 1957

[0092]  57.—FpIji32% 3352 (T — T Bl & 2 K11 g , o & AT fillid FH DAVR Y7 IR
I3~ YR TT BB AR IR B R B PR VAT IO ek R A EE BB 1A I YR T AR S BN AR
ZH 23 1) ] ) A T B ok N2 R o TE R I 2455

[0093]  58. —FhINS3 (¥Rl 2 K0 A& , Ho 2 F T il FH DA VA 7 AR KO B AR SR 975 K
AT JR It 28 PO RE B R B0 C I 5 7 T 24551

[0094]  59.—PhiZ g, H 9w WTH 1 226 .45 51 B 3H T — T ) 2 KB Qi SR 1527 45
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52— TR A 2 K

[0095]  60. BUBONI %R , Ho iz R & R 3h R If P31

[0096]  61.—Fak ik, HAL & 59T 60/ X L -

[0097]  62. 161 HY M, HH iz R RIS B4

[0098]  63.—FfE 40, HAT ST 6 1 B 211 B 44

[0099]  64. IU6 3 15 3= 40N , H 122 40 Ay 40 B 2 o

[0100]  65. TU63[ 1 41 , Ho A i 4H i e AL BN 408 .

01011 ff E fjik

[0102]  [&] 1. HASAE/INBR HH A& P - 52 31 o ¥ 20mg / kg (B8] 14) B50mg/ kg (B 1B) [RIHSATE A/
SR

[0103]  [E2. SABAT-47E/INER H - 5 AN 52 45 2R - IE12A: SABAL . 15 B 2B: SABA2. 15 ] 2C:
SABA3.1; A2 [E2D: SABA4. 1.

[0104] |3 g7~ 24 5 HSAZL YT SIS SABA L —47F /)N B, v 1 2F 58 A 2 Kl A1 1

[0105]  [&]4.SABAL.1 (K4A) S SABAS. 1 (B 4B) 7o B M 1 - 5 HA I 5 45

[0106] &[5, %5 HH H 345 S ELISANE 1L AZ FISABAL . 25k B A28 /R KRR I B B2
IOEEE

[0107]  [E6.SABAL. 1 JHSAMMLAEoH &1 I8 45 2R - SABAL . L 5HSARL L : 1 fb 2=t B4 & .
[0108]  [&|7.SABAL .2 5HSA) 54 45 #)3ek BRI 45 &K Biacore 0 Hr o

[0109]  [&]8. SABAL. 27F 4% HH 7E 4 5 1mpk S 1 Ompk [ 25 ¥15)) 7357 MR DL

[0110]  [&]9. SABAL. 2784k HH 775 K PN R T 43 7 Lmpk T I 2548 7725 0L o

1111 E10. FIF4 /= MR AFGR21 K SABARH & 4)1¢) pET29b 3 A4 1) ki 1 o

[0112] B 11.7F37°C N AEPBSZE i H SABA-FGF21v 1 5 HSAKI Bt -4 i A 26 1k S50 ¥ 5 4
SR R AR I v AR I E s N=0.87;Kp=3.8X 10 °M; AH=-15360F/EE /K.
[0113] B 12.7E£37°C FSABAL-FGF21v15HSA (A) .CySA (B) FMuSA (C) BYSABA1-FGF21v35
HSA (D) CySA (E) KMuSA (F) 145 A ¥ SPRAR I I K0 4

[0114] B 13. #Hi skRZEMIFGF2 1T T- SABAL-FGF21v17E A K IMLIE [ 8 [ AE4E T JI B HEK
B-KlothoZH s IIpERK 1/27KFHI7E MR LLEL .

[0115] [ 14 . fEHEKSE A 40 i o A% T-7EHEKB—K Lo tho 4 e , FGF 1 . #F KR 25 Hi s6 [RIFGF21
S SABA1-FGF21v1 HIBpERK 1/ 27K 3 14 ¥ LE 35  HEKSE AR 2 g (K] 14A) JZHEKB-K1otho#
RN (B 14B) W pERK 1/ 27K 77 & S B RIER AR B o B 4 P v i 308 S = A e it
[~ 22ME £ sem,

[0116]  E|15A }215B. SABA1-FGF21v I{EME IR Ipiob/ ob/NR HH AR N DR ke A 45 R R e
2R A &K

[0117]  E16. fEME R 5T Hi shRZEIFGR21 AHEL SABA K FGF21 8 A0 18 t1/ 238 2127 % .
[0118]  [&[17A17TBfE/RHuSA/SABAL . 2 G PR FLEL , Forp 38 — LR (BI17B) 4248
— P (B 17A) B AR T 70° cHuSA LAt i R I 77 X 7R, 1 SABAL . 2B 7R =5 &
(cartoon) &N, BN H BEE 2 BN T KM 2N T . SABAL. 2 B Z AL IR DL BB £5 f
7~ » T HuSA b ()82 A 2 DAL () AR 24 i 7 o A T HuSAR) =N 538 (BR T\ TT AR TTT) o
[0119] & 18. Fl S 34 L AL R 1) /s B (S WL B1A9) o BF 5 L E AR /s ik 92 1) A

10
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T ) o SR N G R W) F8 7 [ T AL PR R URAE A R 2 1) o (a) 45 B AL A b 3
HER—BHP &G 2R SR 29 K82 Ja L4 A 4 18R, UL fo 3T PR T
(b) #-FELH R B 55 1. 283 % Fa 7 LAAE FF LA I 1) (R Bs (B 1 R 2 P 1 35 1 5 2000 20 22 TR F )
) () BE 9 15K) UG R 2 AN P4« B8 12045 8,5 1 SABAL . 24b BRI 5238038 S 122 B 7 32 3
E BB A S A SABAL . 240 FR ) B2 A R AR RSB A5 (TR
T BLAAS OO T 582 2 3RF4H) SABAL . 240 B [1) 52338 S 1A~ o T B4 e R 7932343
Tk () FeoRab PR (AR L15K) 55228 () Fan EalM g, G2k (.. ) fen e e tia
B o

[0120]  [&[19.7Fob/ob/N, 1 FISABAL-FGF21 v1 AR FR 14K J5 I HbAL c7K 3 o

[0121]1  [&]20. 7E46% H SABAL-FGF 21 v 1 1)V 34 ML 2% 94 P AR % T Bf i) P Mk . G 33EL £SD) o
[0122]  [&21. F-T- [ AH K & Rl 1 IE A2 AR B () R L R 1 s8] (W) ok R T3 A T [l AH
AR e E KB (TED .

[0123] 7/{@3@2@

[0124] /‘\HEX

[0125]  fA S Hp B AS AR AR RS R B BB A R SCHTIR B & S B AE A e S B
A BT FHI T R SR ARE S HA 5 AR GUSRER N S8 BT 7 AR 3.
[0126]  [RAEASC S #atR R, MR ETE " (/P I 9% BFEE AR~ .
[0127]  AiE“B8” LA A SR UEH, e EiEr AR e EER,

[0128] AE“BF HTEE “GFEAEAR T “BFF & “BFEAR T T .
[0129] A& “PiisttE i’ B R A “wEskE AN & MRS sk E N &0 i, A E
SER) L Gk L BERBRERE , I T BB 1) £180~ 150 R I FR R 5 , HL b L 2R POl BAE
FH 4 N IR 3820 T 12 o 3 e B 1 T BT RE B 1 S AR A, (R BSF P2 AR A ] T 42 ik B
TR BAEBE 1) PR BRI T o AR SCHITIA 5 308 6 R AT 48 o 780 i 7 A 5 Il K e A 45 5 r o, HL AT
TEATINE A T AR MR D0 R 7= A ISRk TE R BB AR B (A BRI — AN SN
BETAHEEANZIEEAR , HEEETAEEA TSR Fnd) 2K A—1N
I, UAREE A R T A EEA TS 458K (Fn3) .

[0130]  “Z K™ miE A A WA UL L Z BRI A7 5], w5 KT B S 21 E 2h
Be LR “Z KT\ IR B HR A BT AR A SCH AT LB AE A

[0131]  “G B 7 H R — P b (%) 7 7EAR SO 8 SR - FELU X 7 51 J o B2 5] N[
B, BAIA B K P P R — VB b, B ATAR AR <7 P BARAR R 3 Z A — PR — 393 e, 56
— [P HIH 55 P B b R R R R A R — (W R AL ER R F b N R R Y AR —
PR 4 EE 1 B G, ek AT DA I J8 T A SR AR 1 Y ) P 1 22 Ao SOk SRR, 491 A A
FEAT A B T+ B AL 5 18 fBLAST \BLAST—2 . ALTGN,ALTGN-28Megal ign (DNASTAR) %k {4
ARSI AN TAT B I8 T IS L S 8 AR TR AT LB 7 21 A K I R R L
Fr 55 BATAR S35 o SR i, W T AR SO B 1, AR 7 91 [F) — Pk Yo {ELAan T ST IR s |1 A8 FH 7 771
P B TE SRR FPALTGN-2K 3R 15 o ALTGN=-2 /7 51| LE 5 11 S M LFE ¥ i Genentech, Tnc . G /E , H:
CEEEMALUR (U.S.Copyright Office) Washington D.C.,20559) 5 H P fk—i 4
B AEEE R DL E E RS IE 5 TXUS10087 840, H A A & HGenentech, Inc.
(South San Francisco,Calif) 33| ALTGN-2F% M 48 4 PR T UNTXBEME R 40 A0 5

11
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FUNIX V4.0D EAEH T e 91 EL B S B0 BHALTON-272 37 5 5E HITF ARG

[0132] AT B I, tn Bt SR AR 7 A 547 8 A R B 7 31 B 2 B e H1 [A] —
M % LB 7T R Y Hr i BREIR A S5 B 2 R P 5B R A B & 3 — 2 5 R 531 ]
—ME%) 100X (X/Y) , i XN FEA S BI FP B L X F PP ALTGN-2EE X oy B i A 3 1P 58 A ) —
DUHC ) s PR i AL i , H AR Y B S PR R B () B 0 B T, A s R TR T AR K
JEAE T2 B Fr B, WIA S BI Z 18 7 FI A — PR % A5 T B 5 AR 2 B R P 7|
A — 1% o

[0133]  RE “VRYT A A& 187 A 2R T7 W LB 2 o BURE J /B AE— B E 22
W RE IS — R 2 MBI 25 &

[0134]  RiE “SABA” ML iE A E A 45 A Adnectins'" (Serum Albumin Binding
Adnectinsm) +Adnectins™ (Adnexus, —% & TBristol-Myers Squibb{HFk A=) AT
FAEE O TR, BIPn3 i 55 i (Fn3) M4, A M S 3L & 11

[0135] GBI /7 HIBAL AW Y- 35 1 (ta/2) 0 H 1] 8 SCRTEAR N 22 JIR 149 0L 775 94 B P4 AIK
50 % (B4 e T R IRV B P 2B & VD ) R B/ B0 7 P B & MO ) TE BR BB ) B
FH BRI 8] o 2 3 AT DAIRAT B A 2 R B4R 7 2Ok SE S 18 R 251080 377 i o 2 W
BIIM Gibaldi D Perron“Pharmacokinetics”,HiMarcel DekkerHihi , 5E218 1T i
(1982) o3 AT AT A Wi t1/0—a ti/2-B A I 22 T AR (AUC) S Bk R IR “ 3 I n”
TRIXESHP AT —F RS H B P BOX LS T = A 3G 0 A2 B e SE T U
H 5 BRI N8t/ 2 BHE N, 1 t1/2—aBAUCER P 33 B s o3

[0136] AR “PK™ N “BjM3h /1% W4R 'S , Ik 55 Ak & WD) 14 BT, A0 45 491 G0 52 3K 38 o HE ()
WAL A3 A AR 2 YRR o “PKIE T 82 1 5 B “PKES 47 #6249 5 AR 2 7Rl A B 5 H— i
55 S ma A W0 11 1 25 W0 30 73 2 1 i AR AR B 1 BT IRERER 3

[0137]  #7iR

[0138] P34 4Fi% g2 (A A LTI 45 M Fn 35 4380 R /NI SRAA T T v LR GE . i —
BB , DR I AE SR J S5 A T Je A8 08 1 o 3 SR 25 M 2R AL T S B BREE B 47 & o K 1 N 2 Coig
(I T » P34 638040 5 B BREHEA s FRAB; BEUBFEHEB : FRBC; BEUBFEREC: F1CD : BEUBHEHED ; R
DE ; BEBFEREE s IREF ; BEXBIEHEF s IRFG ; M BEUBFEHEG . LA SPATBEEHEFI A8, EA1]
T BiRE 5E B AZ 0 5 RIS 7 AR A FH I 2 BB AR BE G PR AL B “IED” o PRAB CD A EF AL T — AN [T
b HLEFBCDE R FGAL T A 1 T L o AEATE T PRABBCCD\DEEF ) FGHI A 2 5L LS & .
Fn347/E 2 /D15 MA IS, H B AR S e (a1 e 21 [R5 PR RIS, R = R a5 iy B35
e FE AR o

[0139]  Adnectins™ (Adnexus,—ZBristol-Myers SquibbfHF& A &) RNIET F i
B TR Z5 R, BIFn3 1 548 (“OFn3) ML A4 £ 205 (1 5T RARAFAE NI A2 Fn3
(R FEIR 7 ISEQ 1D NO: 1fi7s «

[0140]

VSDVPRDLEVVAATPTSLLISWDAPAVTVRYYRITYGETIGGNSPVQE
FTVPGSKSTATISGLKPGVDYTITVYAVTGRGDSPASSKPISINYRT (SEQ
ID NO: 1) (hfAB.CD S EFFF A T %2 , HABCFG JZDEFF UKL S )
[0141]  ZESEQ ID NO:1Hf, ABERf R T 5% 3 15-16 , BCHR A B T- 5% 5 21-30 , CDFR A B T 5%

12
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#3945, DEFF A B T 55 H51-56 , EF I B T 5% 36066 , BFGERAT B T34 27687 (Xu%s
A ,Chemistry&Biology 2002 9:933-942) .BC.DE M FGHRIS %4 T — i HES) HAB.CD A
ERIRE 1% 2 B A0S T EES o ZESEQ D NO: 1H, BEEANS B T 5% 55914, BEEBXS N TH%FE 17—
20, BEECKT B T 4533138, BEEDX B T 5% 34650 , BEEE X N T 7% 3 57-59 , BEEF X . T 4% Jk
67-75, HBFEGHS BT 5k HE88-94 o X L5 28 tH AH RL A M 4% , 51 A BEA 5 BE4S FH IR ABLABEA
IFABHEBI) f4& T4 o SEQ ID NO: 1HYHF k8N AR (3T R RMA) AT EL in BA sk i 75 %
BTG K EAZ O (RO 2R ERIREL”) Bl I iR A K5 6 B T-SEQ 1D
NO: LI DL T 2 LB 1) 2 Fa 8 : L8 V10, A13.L18. 120, W22.Y32,134.Y36.F48.V50.A57 . 159,
L62.Y68.170.V72,A74.188.190 /Y92, H A iZ Lo B HL B 7R Ak DA B P RE R L IR ¥ ' Ja il HAE
SEQ ID NO: 19 f4Ar Bk Fon. S W WDickinsonZE A, J . Mol.Biol.236:1079-1092
(1994) ,

[0142]  "Pn37EL5M S ThEE BT ik, TR FUARI AT AR IX o BAR OFn3 45 Myt Al # 3k
R PRI B BUis RS A BT (H R 2 AR TR M BUE AR S B R F , Sk
FAEG , R BILEE G () 4 B S AR s M L, BB = O R0 AE 3 R 25 1R TR W 1S BRSO S
B0 BRI R T I & PN 4 A BN T T 1 2965 C 1) B4k
[0143]  "Fn3[¥BC.DE KX FGHRZAUT K H i BRE 1A [ T AMRE X (CDR) o fFIX LR X P17
TR 7 AR A0 AT B A8 OPn 3K 45 A5 Sk o IR AT i 4% ZEAB CD S EF3R b LA 18 1 () " Fn 3 45
P CL 7 AR 45 A BT TR R 4 AN SR A BT PR TR B g Bk A R AE 2R X HLAE
"OPn 3 £ MR G R AR o DA A A GO D A BB R I A 45 A (R R B A PR , TOPn S HE L
DX A AL A AT SR YRR o 72 A P n S A4 R M 5 A 0 7 v B A T BA R SCHERH : PCT A FF
ZEWO 00/0347875 . 5BW0 01/64942°5 KX EEW0 02/032925'5 , Hoik 52 =i o5 A1 I TNFa s 54
PCTAFFEEWO 2008/0974975 , Hok 52 & 2 A1 JIVEGFR24E 54 s ZPCTAFF W0 2008/
0667525 , Hiftl 72w B A JTIGFIRES &1 o H8 OFn34s &0 Mk S48 S Tk e &%
VB FEPCT A FFEEW0 98/0569155 W0 02/081497 5 F W0 2008/031098°5 Jz 3£ H />
F452003186385 5 ,

[0144] 4 b SCHd, %5 R2T-SEQ 1D NO: 1%%5:21-30.51-56 [ 76 -87 1) & R % 2 73 7l
5E MBC\DE JLFGER o SR T RE 1 i, FF AE IR X o [ R — B 2L 380 75 AR AR LA 7™ AR ) i 75 4 5
NKIMIEAEA) HAREM AN P34 &0 2800100 5 , fEA SRR 2 254, H
if T BCHR () &L R 2330 L DEFR ) 5255 K1 5k M A8 1 1T 7= A2 v 56 A F7 " Pn3 5 A0 o ML
H, 78 s it 7 20, BCHR A] H X ST SEQ 1D NO: LA AR 2330 Z B8 5E X, HDEFRA]
FH AR T-SEQ 1D NO: 1[5k :52-55 1) S JE 1R 5 X o 34, TR AT illid R X o ()4 N Sk 2k, 1
77 A B SR A AT R n3 45 A1) . 285 1T =, SEQ ID NO:4 (SABA 1) NHSAZS & Wi — s,
H AP FGER & 5 PN I B B g, RIS R TF-SEQ ID NO: 1/ 21290 1 IR I B e T3
IR . SEQ 1D NO: 113 AHSAZE AW — A2 5], Horp FCIR 5 R 2L B4 N, BE XS B2 T-SEQ 1D
NO: 12 LR 21 - 291 1 LM g 5 4 g 1 2 L R

[0145] At , 76— LS Jr 2, M6 T B9 A2 2N 2K Fn 3 i A SR , 8 I BCWDE JZFGI)
— B NI K ] QA B4 R o AE— S T S, BRI B ] QA 225N R o AR —
s it 5 3, BRI K R IRAD -1LARIE R - A, OFn3IIFGER Y K B A 1 2R 3, , 17
T4 EE A P () M N IR AE A28 R VT [ N o IR, A B R AL IR 45 A5 Pn3HIPG IR K S %

13
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- B 2] I A B AR DA 25 428N FR AL 1 CDR3YE il DAE FR 43 B K mT BB B i &5 A e e o
77 AE— s 7y b, B E A A A5 7 “Ra B -HRR-RLAR RCD) 7] F ik
PR SRR R L R TR TR L IR T B (W Nvms 22 Coi 77 [)) o

[0146]  "Fn3i# 5 LAXRFSEQ D NO: 1K 45 | IR 1R SR 1T, B AR B
SN S5 M TR T A R AR B Sk 7 S, 6 LT SEQ ID NO: L Sk 82 B 1
) L PR AR B % o IR AT WS A4 o 3 N Gt o 25490 i =, P A4 IMG 31 B TP n3 i
N o MAEE 5 2 W 110 25, FENSR B N Go 75— S8 St 5 s Hp , S84 B AT A7 T OPn 338 Co , 4511
EIDKPSQ (SEQ ID NO:54) \EIEKPSQ (SEQ ID NO:60) BREIDKPSQLE (SEQ ID NO:61) o JH2KC
FEFIEAR SRR N “RH” B M, HAERSCH A #E— PRk AE— e szt Jy =0, i
Hi s6FR2% B TNum B Ciiy o

[0147]  "Pn3f=ERC S A 7 51, B “1OPn3 S0 4% IR AR , 41 OPn 3R B FLAA 45 5 TR
S /B RSB TE o AE— 252 7 U, Asp 7.Glu 9 M Asp 231 [ —BRZ BBy o) —
S , W AR A0 L ) S S R AR (] aAsn Ly sZ%) . CVR Six S A8 AL A8 v PEpHE
54 A AU SUAH LE A2 3R 58 48 OPn3 [ A s PERR R M VE FE (2 IPCT A FFEEW0 02/04523%5) o2
AT A RBPER P332 R K SR B A 20 PR B AL . S LB iBatoriZE A,
Protein Eng.2002 15(12) :1015-20;KoideZ A ,Biochemistry 2001 40 (34) :10326-33.
[0148]  "Fn33z 4L n] # B 2 MR SE TR OIS . OPn 32 2 K 2155 % .10 % . 20 %
B EL A 30 % BT 22 G R TR FR AR < PR B R R 28 T AN 52 b 2 2 O3 BRAA [ 55 R A
BT =, SB35 P34 A MR AR I 45 A5 A TR AR E /N 1/100,1/501/25.,
1/10.1/58%1/2. BSEA A A B8 S0 A8 P 3 A AA A G JE M , 78§ 58 JE MR R AR A 5 1L R
AR AR AL 8 BRAR ) o AR S AT T, “PRap PREAR S AE ) BB D B b 2R ALL T AH R
SRR RN kB o JRED, AR 57 PR EUAR e 2 2 5 i B LR RS IR L H g L A2 MR o
(ELFETE AL A B B AU BT B8 77) B AL M o o P 3% 10 £ 57 P AR i /R Dayho P55 A,
Atlas of Protein Sequence and Structure 5:345-352 (1978 F3T]) v vl 552 () 5%
AP BT 58 SR B S L LR A7 P A o R <3 MR B 52451 9 LA R -4 R I ELAR s () BT
HEK: b) HER N © FAlR . FadlR oAl () REAAR /AR () RE
Bl A 2 BE G s (F) 2208 73 2R s (9) M2 IR K &R IR R s S (h) R T2 R - TR 2
R

[0149]  ZERuesziifiy arp, 25 T OPn3 L 2R M HUARE R (1 BTAT B A R 90— Mt o2 X
[0150]  EVVAAT (X) aSLLI (X) xYYRITYGE (X) bQEETV (X) yATI (X) -DYTITVYAV (X) ,ISINYRT (SEQ
ID NO:2) .

[0151]  #ESEQ ID NO:2H, ABEFFH Xaé 7 , CDEF FH Xo 7 , EFFR FH X 7%, BCFF FH X /s , DE
WHXyR R, HFGI X3RN  XR N R LR, HXJG I N bR n 2 AL IR A B 85 Bk
[ ,am] 1-15.2-15.1-10.2-10.1-8.2-8.1-5.2-5.1-4.2-4,1-3. 2-38% | -2 HL R 1 1)
F—% ; Hb.c x.y Mz A & H2-20.2-15.2-10.2-8.5-20.5-15.5-10.5-8.6-20.6-
15.6-10.6-8.,2-7.5-TE6- TR LR AT —F AR I SE it 7 X, a2 AN Z AL R , b
NINGEEER , TR , x NINRIETR, y N6 N RIETR , Hz 1242 B8R - AHATT-SEQ
ID NO: LFrn N 2 B I.  BRER P AU AT AE T A T R X R A 0410.088.0%6.,0%5,
024,043,022 280 2 1A SRR BUAR IN R AT — 38 o 7E— MR PR 7 X, A T

14
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SEQ ID NO:1J/~HIAHN 2R , BREN 7 F Al AT A T R IX T B A 0410,.0%48,0%6.0
£5.0%4.0%3,0% 2800 2 IR SF MU H AF— 3 AR SRSt 77 U, 0 2 TR Tk
SN 1 HATATHUAR AR A7 P B B2k B AT AE T A% O B R BR R S A R R AL
PGNP T 20, B (X0 <0 (0 v A2 X) 2RI IBCLDE S FGIR 73 A48 B oA 2ok B R 3R 2
H BT AT B HSALS &4 (JRENE 2R SEQ 1D NO:4.8.12.16.20 }224-44) [{1BC.DE J2FGHR
R IEZ

[0152]  fEitsbszify b, 3T P33R RI LA RE B A BT B DA R 80— MR 2 X
[0153]  EVVAATPTSLLI (X) xYYRITYGETGGNSPVQEFTV (X) yATTSGLKPGVDYTITVYAV (X) ,ISINYRT
(SEQ ID NO:3) .

[0154]  #ESEQ ID NO:391,BCHHIX<E N, DEFFH Xy 7, HEGER X, 8 7 o X AR AT & ik
i, HXJE I SRR 2 IRE H 182 BARN) , x oy Sz ] BT 2-20,2-15,2-10, 2-
8.5-20.5-15.5-10.5-8.6-20.6-15.6-10.6-8.2-7.5-78k6-7 M@ B (W4 —F AETIE
PSEETT K, X AHINE AR, y N6 R IR TR, Hz W12 LR - A% T-SEQ 1D NO: 1R
(RN 2 EE IR  BEER P PRI AE T A T SR IX R A 0410.0%88.0%6.0%5.084,043.0
F 2802 IR B AR BRI AT — 3 o £ — DR PE R s it 5 0, A FSEQ 1D
NO: 17 A R L 1, BREI Fe P Rl AE T T S X R 010,048,046, 085,04
4,053,022 2800 8 I MR B T — 3 o R RS2t 7 AU h , O B L IR FR I A2 [ 5
(1) s HAFARTBAR S R 57 P AR 5l 2 B TINAF AE TP % O S FE PR B Ak 41 1) B Atk o AE 181 7 12
BT R A BE () x X v % (X) R RHIBC.DE LFCER 4 B 3 A 40k A T R 2 B R i
FEEHSAZ &) (FRRP2r R (1 SEQ 1D NO:4.8.12.16.20 52 24-44) [fIBC.DE R FGERJF:F1)[K) %
i1

[0155]  HLAGEDEHRAI Pn34h H 5

[0156]  fE—AJ7 I, AR R — RS A ERA TR S+ (OPn3) G5 Mk 2 ik, o
% OPn34E MY (1) AT B 4 A 1P 345 #4935, , ZEABBC. CD . DE \EF S FGER H [ — B £ 3 HH 44,
GBI ARETR T (1) &8 B AR P3G WA Z ST 7 H (i) A5 BEH)F
51 (ED) nff)Co B3, Horpinh2-10.2-8.2-5.3-10.3-8.3-7.3-5 847 (K] 54k , B H hn 2.
3.4.5.6.7.8.9510.

[0157]  fELsbspjii )y a0, "Pn3 45 Mt A0 & 5 SEQ 1D NO: 1A% FE9-94 TR~ (I B R
FEAED60%.65%.70% .75% .80% +85% +90% .95% .97 % .98 % BL.99 % [F] — 1 [ 2 &
W2 e ) o AE U Sy A, OPn 345 MR A SEQ TD NO: 1. 2813, 7 K-8 s it 5 30, '°Pn3
CERMIRLESEQ 1D NO: L L B29-94,

[0158]  fEhLubsifi il rh , A ED R B H Fnd s /IS £ECoin K AR EEDE H 5 2 B &
B TBRET . 7F— 25zt )y 50 , ED A e B3R i O3 45 M S 10 v A P %/ Bk A LS4
[0159]  fEdEse s )y 20 ep, A X T BF A A OPn 338, HATEDE #R4  *Fn 34 /£ BC . DE K FGER
(4 — & B AR PP B A0 e SEiE o 30 , LA ED R BRI OFn 345 Mk DL 1uM
By S /NI K2 A BT 75 1Y S

[0160] B EALS Y

[0161]  "Pn34E Fdk H T 25 10kDaffy /N i il B 3ok 8 % Bt 19 1R R DR 5 B (ta/e=
TE/INER AR P 15-457 %0 s 7ENRAR N 3/NE]) o FEFESE 7 T Hp , A RS SR LR PR 45 & LG 1 &

15
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A (a0 AR LTS A & WSA)) LIE K Pn3 45 M A t1/2f0  'Fn 345 #)35 .

[0162]  HSAR ML W S 6 00uM H7E AAK A t1/2 9 197K o HSAR t /28 L A 2 38 43 4 VA DR T
HAZ R B A2 (FeRn) BIRHE IR 7R 48 HH 9 AR T8 B 2 N B2 40 i HP 5, HSA DA pHAEL A 14
L5 A FeRn s TAH B AR AR HSAFEA0G P 1] 81 3 o 5 M i 5 G 38 6 VA AR RS i o FeRn g 32
R, HHEAEIRBA A 2 2 R M1 o 76K 2 B i 2 2 v, KR FeRn 778 T 41 i
P e P9 A H G HSAZR 25 s EH A AR B Tk A FH R RS S PEAL A P9 724k, ELAF cRn 1 VA B A4 P4
it b R o AE A R BT WL BR PEpHAE T, HSAXTFeRn [ S8 M 738 0 (FEpH 6.0°F 45uM) o — H.
254 T FeRn, WIHSAREFF YA B AR il % 15, %% (transcy tosed) 42 4 3 1] I 70 241 il 58 1 #
Ji o

[0163]  fE—NJ5TH , A B SR A0 & I35 A B A 45 A 1R Pn3 45 I i ik B B2 (9 B 71
Bl sty 2, AR AR R0 A 8 A 45 A P38 A R A/ T3uM. 2. 5uML 2uM, 1. 5
M. 1uM.500nM. 100nM.50nM. 10nM. 1nM.500pM. 100pM. 50pMES, 1 OpMf¥] Kn&h £ HSA o 78 HE L 52 it
D52, A SCHTR LS A B A 45 A Pn3 & (A FRAE25 CE3TC RAES. 52 T. A pHE Tu [
P9 LA/ T-3uM, 2. 5M. 2uM. 1. 5uM, 1uM. 500nM. 100nM. 50nM- 10nM. 1nM.500pM. 100pM. 50pMEX,
10pMT K& A HSA o AE— 25 77 U, 5767 . 480 K pHIE T ATHSAR 45 & 25 A A L
AR SCHTAR HILE A B A 45 A Fn3 8 A BTN T7. AR pHE N B 2 45 4 T HSA.,

[0164]  ZEREsbszfif 2 , A SCATR A HSALS & PR "Fn3 8 [ SR ] 45 4ok A KR B/
B — B BIIILE A B A AR R s iy b, AR SRR RIS A B A 454 1 Fn 3k
B LAZNT-3uM. 2. 5uM. 2uM. 1. 5uM. 1M, 500nM. 100nM. 50nM. 10nM. 1nM.500pMEE 100pM[#IKp
SO I A 2 1 (RhSA) BEE B EIE A & A (CySA) .

[0165]  fERLsbszfifi )y b, A SCHTR R A 8 A 45 A1 Pn3 8 [ 45 A HSAR 25 f kT
o/ BRAE MR TT A — AN S2HE 7 b, A SCATA [ L3S (A & (1 45 A1 Pn3 8 A FRASSS B HSA
HOEETACARNP

[0166]  fE KL eeszjii b, 5 A B A 45 A 1 Fn3 (SABA) A& 15 B 4 AU OPn 345 # 35
(SEQ ID NO:1) HAE/40%.50% 60% 70% 75% 80 % B85 % [F] — LI JE 7] o £E— N SE
Wi 5 2, AT B AR AL ORn 345 M35, , BC . DEERFGER i) 38 2 — & L AB M ) o 48 57— SE
Jita 7 2 o, T B A U OFn 345 K435 , BCLDEBRFGER v () 28 /0 i 2 2 A8 K o £ S — sk
Ji 7 2, AT B AR B OFn 345 M35, BC.DE M FGHR th (1) T A7 = & M2 B A1 o A6 B s
77 25, SABA B 5 2 2vh B (1926 N K% 0o SABAJT 31 (HFSEQ 1D NO:4.8.12.16.,20 /224
44) W T — 3 BER 2 B AL fISABA 7 71 (FREPSEQ 1D NO:89-116, J8 256 X HISHR%ZE) H
FE—F BHA E40% .50% .60% . 70% . 75% 80 % 85 % .90 % 895 % [&] — Pk .

[0167]  FEHLdbsfifi 7 R, A SR B SABATR] A3,5, 41SEQ 1D NO: 2BL3 P 751, H:
A X) xv X0 v (X) 287~ FIBC DE S FGER A 5 # y>k H 26 1% 0 SABA 731 (R Rl 2+
[FJSEQ 1D NO:4.8.12.16.20 /% 24-44) o {AT—F 85 264 1% L0 SABA 7 B (IBC . DE KL FGIR
B % /075% .80% .85% < 90% . 95% 97 % 98 % 5K99 % [&] — [ 7 51| 11 5% 1) (1) — 4L $8 52 I BC.
DE PG o 751 7 PR STt 77 20, AR ST R SABAFH SEQ 1D NO: 35 L H H Ak H 2614
O SABAF I (FRED 2P AGSEQ 1D NO:4.8.12.16.20 £ 24-44) F (4T3 ) —41BC.DE J2FG
WP 5] X T-SEQ 1D NO: 1 SZBRE L B ik 2 , IES SABAR S 2R X ] HA 052005150
£10.0%88.086.0%5.0584.083. 0% 280 & | MU A7 53 PEEUAR L B AR B b 94T —

16



CN 107698682 A iﬁ, EH :I:S 15/145 17T

F M S, SABALEATSEQ 1D NO: 4P/~ %073 HAL & WISEQ ID NO:5-743 7l 7 ()
BC.DE A FGER o A It , B T-SABAT#Z 0o ¥ SABAT] AL 5 SEQ 1D NO:28(3, Hrf (X) & SEQ 1D
NO:5, (X) v % SEQ ID NO:6, H (X) A0 27SEQ ID NO: 7. R ok [ H e SABARZ O JF B )
ZZHBCDE S FGIR [ AU B4 . AH X T-SEQ 1D NO: LK) S B3R B e ik it , IH 2 SABAIY) S 48
X A5 0520081508 10,058 8. 0% 6,085,084, 0% 3.0 F 2800 & I MEUL AR 57 PEEL
A BRI B IR AT — 3 o T AT ISR S 3R 1, R EESABARE S LU R K4S & /G A &
(I fnHSA) RR AT,

[0168] 7 HELbszfifi /7 3, SABA (19| WISABARZ 0 7> B B 21 b S s () 3 T~ SABAZ .0 7 71
()7 3) A ZAB A DA, 15 Nissy B4/ 3 51 B2/ B Co AL 4617 31 o 461175 12k B 7 31 s TR 2 o 28
T & , FROWSABAL. 1JSEQ ID NO: 894, 7 H AN /¥ FIMGVSDVPRDLE (SEQ ID NO:45, %5 A
AANT1) JCi FEFIETDKPSQ (SEQ TD NO:54, #ANAICTL) [l4%02SABA 1JE %1 (SEQ TD NO:4) .
SR, SABAL . 13— P AECIm AL ST Hi s6 A2, B 1 fifHi s6hr2s 58 A AL ) , B a] A7 T-NEk Co
SEAR T F AR LT o e Ak, Ze 2 Brd fH i A — 7R PENE Com 2 41 /7 %1) (SEQ 1D NO: 45—
642 215) F HATA AR A& T] FH TR R 27 B e (4 (A AT 47 28 SABARZ O P 91 o 75 B8 5L it Ty
o, L2rh R AL 5L 7 71 (SEQ ID NO:65-88.216-221 5% 397) A BEJHEL 5SEQ ID NO:
54-648 215 I —F A A HIfECH BT 71

[0169]  7ER-eesiyi )y s, Com it /77 71 (JRFRN “RHAE”) AL 3 E KDk E: , HAKE R 8%
50104230, 1042058 10 L2 B ANEIEIR  7E— Lesiifi 7y b, B3 A F5 2L TEDAY 2
3k, Hod R SEDR) F BRE B P 81 AR s PR st 77 =N, B AF A5 2-10.2-7,2-5,
3-10.3-7.3-5.3 4B MEDE K [7 7] . /£ FE L STt 77 =0, 2 T EDI B 5 Z 7R ml A F &
AR, 80 E1EIDES.EC.EGS JZEGC. M2 5 513 4 i3 T 2 AlAdnec tin™E 3
FI|, & NEIDKPSQ (SEQ 1D NO:54) , H AR FED K KO W RS R » 78 17 PR Szt 77 20, 22 T-EDIY)
FEAEEDE S 77 2 RIS E IBE 7R A .

[0170] AR ESLiE)r =N, Yt SABARE A 7+, B WISEQ 1D NO:147 (SABA1-FGF21v16)
(F:HHETEDEDEDEDED5GSGSGSGSIE4%) I, EE 7 7 ] ML 75 22 5 How & ek 7 71 (il k2
H{ISEQ ID NO:65-88.216-221 5%397) 4.

[0171]  MiEAE AL ArAdnectin™ (SABA) KIRL &4

[0172] Ak I —AN T EHR A A 055 & (A 45 A 1 "OPn3 (SABA) Je &= /b— AN B E4
MR EM 1% e mldE H TR eWi i S Ag80G 7 HEE 1.

[0173]  7FHLdesiii Jy 2, AT A 55 SABAZE A 1) 38 45 (10 L5 > 52 11 , 5 SABAR &5 11 35
43 B LT3~ 52 JHAS 20 3G 0 o 78 5L 28 SR 7y U, SABARR & M I LG = N Z A A A S
SABABHAINF (1) L7 > 32 B %8 7220,40.60.80. 100, 120150+ 180.200.400.600.800. 1000
12001500+ 180019002000 250083000 % o 7 H: & S 5 2, SABAREA 4 i) L 775 2 5 A
RAZAR o A5 SABABR A B I L5 - 2 A &2 /01 665 265 . 2. 545 . 365 3. 545 465 4. 545 .5
£ 665 715 8% 10fF 1265 1365 1665 1765 . 2065 . 221% . 2545 . 27 1% . 3065 . 354% . 405 Bk
501 o fE— 2Lt 77 T H , SABARR A M LG 12 32 0 22 /D 2/8if L 2. 5/Nf 3/ F L 478 LB
INESF 67N TN L 8ZINISE L 9/INEE L 1O/ L 15 7NEE L 202N L 25 28N L 30785 L 357N L 4070
It 507N L 60/NEE L 707N L 80 /NE L 90/NE L 100 /NI L 110N L 12078 130/NKF L 1357
I5F L 140/NF L 150785 L 160 /N B 200/

17
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[0174]  FERsbsizif 77 w0, SABARE & 82 11 45 A HSARI Ko /N T-3uM. 2. 5uM. 2uM 1. 5uM. 11
M.500nM. 100nM.50nM. 10nM. 1nM.500pM. L0OpM. 50pMBS 1 0pM. 78 4= 26 s 75 =0 , SABAR &
EALE25°CEBTC T ES . 52T A pHIEYE [ A LA /N T-3uM. 2. 5uM. 2uM, 1. 5uM, 1uM.500nM,
100nM. 50nM. 10nM. 1nM.500pM. 100pM.50pMBK LOpMf¥I Ko & HSA o £ — 28 52 77 =0 , 5 4F pH
7.4 A AL, SABARE A S (I /E/NT-7 . AR pHIE T BE S5 5 Hh 45 A HSA

[0175] PRtk , A SCHT IR I SABAR & 43 ~3& FH T35 HH T BGiG 97 PR3435 SABAZ [R] ) i 4
SRIEANYETT MR 4> (B RIFGF21) [ 52 1 IL KB 4 ] TR B A P b B & 113R
7 MEER A 1K AR Wi AT SORE IR IE o A & B i 25 SABAR & 7 F7E AR — DL R B Rk 23 1
Bee A BT 5 S R o R 1 FH IS

[0176]  FYHHEL 7

[0177]  fE-—2esjia 77 X, SABAS 85 3Rl G %58 i N/ NE L T IR BLUE A
JoT o AE— L2t 77 U H , SABA S VR MR 4 Bl A, VR T TR 70 BE 1) S AR L SEARBCAR L o 2R A1
FEOVRIERGED VR PR B G S R E D B RS ] R
43 3T SABAGT AT B K o (JRSABA—YR YT TR 70 HEFBUIR IT T 43 —SABAHER) KIE i
[0178]  FEM /R MESE T T 2, IR T 5 9 NVEGF . VEGF-R1,VEGF-R2 . VEGF-R3.Her—1.
Her—2.Her—-3.EGF-1.EGF-2.EGF-3.a3.cMet. 1COS.CD40L.LFA-I.c-Met.ICOS.LFA-1.I1L-6.
B7.1.W1.2.0X40.1L-1b.TACI.IgE.BAFFE{BLys.TPO-R.CD19.CD20.CD22.CD33.CD28, IL-1-
R1.TNF-a TRATL-R1.¥MESZ A1 . FGFa B8 A (Osteopontin) « 3% 3 % 45 5
(Vitronectin) 3R ¥5 4K (Ephrin) A1-A5 3R #kB1-B3,a-2-E Bk & 1 .CCL1.CCL2,CCL3,
CCL4.CCL5.CCL6.CCL7.CXCL8,CXCL9.CXCL10.CXCLI1.CXCL12.CCL13,CCL14.,CCL15,
CXCL16.CCL16.CCL17.CCL18.CCL19,CCL20.CCL21,CCL22.PDGF.TGFb.GMCSF . SCF.p40
(IL12/1L23) JILIb.ILIa.IL1ra IL2.IL3.IL4.IL5.IL6.IL8.IL10.IL12.IL15.IL23 Fas.
FasL.F1t3Ac 44 .41BB.ACE . ACE-2.KGF .FGF-7.SCF. /M & 4 (Netrin) 1 ./ & 2. IFNa . IFNb.
IFNg Wt R & B (Caspase) 2. R E A3 LR E AT R EA RS BEREE 10,
ADAM S1.ADAM S5.ADAM 8.ADAM 9.ADAM 15.ADAM TS1.ADAM TS5;J§i%E&E M
(Adiponectin) JALCAM\ALK-T APRIL. 545 A 8 (Annexin) V. L& A4 Bl 2K 00 25
(Amphiregulin) ML A7 & (Angiopoietin) 1. M A7 &1 2. &7 8 94.B7-1/CDS0,
B7-2/CD86.B7-H1.B7-H2.B7-H3.Bc1-2.BACE-I.BAK.BCAM.BDNF. bNGF . bECGF . BMP2 . BMP3.
BMP4 ., BMP5 . BMP6 .BMP7 . BMP8 ; CRP 5 £ 26 . A5 B R 8 A B 2 1 1 A 2L A A A 2L A
B HAEABFCHLEARD AR EAME AR EABL AL EARS HAEARV.A
ZIEA/EX;CD1 1a/LFA-1.LFA-3.GP2b3a.GH3 /& RSV F&E . IL-23 (p40.pl9) .IL-12.
CD80.CD86.CD28.CTLA-4 .a4-B1,a4-B7 . INF/#ELFEEK . 1gE.CD3.CD20. IL-6.IL-6R.BLYS/
BAFF,TL-2R\HER2,EGFR.CD33.CD52 i &% (Digoxin) vRho (D) \7KJ&Z (Varicella) B4 .
CMV B A R A4 Bide B (Antivenom) (I ERRE W Trail-R1.Trail-R2,cMet. TNF-RZ &
(& UILA NGF-R) .CD27.CD30.CD40.CD95 M F2a/ b3 4K Ws1-1 . TL1A/TNFSF15.BAFF,
BAFF-R/TNFRSF13C.TRAIL R2/TNFRSF10B.TRAIL R2/TNFRSF10B.Fas/TNFRSF6CD27/
TNFRSF7.DR3/TNFRSF25 HVEM/TNFRSF14 ., TROY/TNFRSF19.CD40%( 44 / TNFSF5 . BCMA /
TNFRSF17.CD30/TNFRSF8.,LIGHT /TNFSF14.4-1BB/TNFRSF9. D40/ TNFRSF5.GITR/ [ v ] NFRSF
18 B #3&E 9 (Osteoprotegerin) /TNFRSF11B.RANK/TNFRSF1TA.TRAIL R3/TNFRSF10C.

18
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TRAIL/TNFSFIO.TRANCE/RANK L/TNFSF11.4-1BBEC 44 /TNFSF9, TWEAK/TNFSF12.CDA0FE 4 /
TNFSFS.Fasft & /TNFSF6.RELT/TNFRSF19L APRIL/TNFSF13.DcR3/TNFRSF6B.TNF RI/
TNFRSFIA.TRAIL R1/TNFRSFIOA.TRAIL R4/TNFRSF10D.CD30FC 44 /TNFSF8.GITRER &/
TNFSF18.TNFSF18.TACI/TNFRSF13B.NGF R/TNFRSF16.0X40f¢ 44 /TNFSF4.TRATL R2/
TNFRSF10B.TRAIL R3/TNFRSF10C.TWEAK R/TNFRSF12.BAFF/BLyS/TNFSF13.DR6/TNFRSF21 .
TNF—a/TNFSF1APro—TNF—a/TNFSF 1A ik [ 75 X BR/TNFRSF3 . ik 2 75 ZBR (LTbR) /Fc ik & 14
TNF RI/TNFRSFIA.TNF-B/TNFSF1B.PGRP-S.TNF RI/TNFRSFIA.INF RII/TNFRSFIB.EDA-A2.
TNF-a/TNFSFIA.EDAR.XEDAR.INF RI/TNFRSFIA,

[0179] 252 RVEM 2 LA e T BRI AR O b 45 & T IR E A )
J oS24 9 : 4EBP1 . 14-3-3C . 53BP1.2B4/SLAMF4 ., CCL21/6Ckine .4—1BB/TNFRSF9. 8D6A . 4—
I BBAC 445/ TNFSF9 . 8~ X —-dG . 4—2 F=—1 , 8—25 — FI L W i L A2B5 . & JIKEF LRAP/ERAP2 . A33 . 24,
JIE BN/ ANPEP  Aag . S Ik P2/ XPNPEP2 . ABCG2 . & JIK TP 1 /XPNPEP 1 L ACE . S JIKEFPILS/ARTS]
ACE-2 e (Amnionless) WIahE&E A BEE A B-Nlzh&E 1 AMPKal /2. 754 & (Actin)
A AMPKal 54k ZAB AMPKa2 . 351k B AMPKB1 . 75 AL 2 C . AMPKB2 i AL ZXRTA /ALK -2 | i i 2%
R/NR3CAVEAL R RIB/ALK—4  MLE A iR TEAL R RITA ML 47 2 A -1 TS AL R RTIB, L& A7
B 1-2. ADAMS., I 57 85 -3 ADAMO Il %47 85 11 -4 ADAM1 0, IfIL /& 457 8 1 A1 W ADAM1 2., I
PR A RE2ADAMIS | ML 47 25 (A RE3 W TACE/ADAML 7 . L85 A7 25 141 FE4 W ADAM19 | L& 7 25 11
7/CDT6ADAM3 3., L& 41 Z ADAMTSA IR 45 & S AL /B TR 45 A 52 1 T ADAMT S5 Vi I 45
A AT ADAMTS ] B IS 45 & B FIALO ADAMTSL-1 /32 57T (Punctin) G S & & V. IE]
B A /Acrp30.ANP AEBSF AP i IR B 1 3R B (Aggrecan) \APAF-T. R4 8 (Agrin) JAPC,
AgRP . APE.AGTR-2.APJ.AIF . APLP-T.Akt . APLP-2.Akt1.#Jl§ &5 4 (Apolipoprotein) Al
Akt2 EIEE AB Akt3 APP. L& A & A APRIL/TNFSF13 . ALCAM\ARCALK—1 . i 4
(Artemin) ALK=7 . 75 JE 00 12 Ba A TARSA T 11 Tk PRI A SAH2 /N— I 2k ot 48 B e st 1 fie /K A
f-2.a2u-3RE [ JASC.a—-1-FEMEEE 9 JASGR1 va—IA & 11 VASKL  ALS \ATM. il B 41 Jfg
(Ameloblastic) ATRTP . AMICA/ JAML . B &' i (Aurora) AL AMIGO. B8 % HiB  AMIGO2 ., fi] &£
(Axin) -1 AMIGO3.AxT . Z F:BLALEE /ACYL . R F A& (Azurocidin) /CAP37/HBP 2 IkiEFA/
ENPEP.B4GALT1.BIM.B7-1/CD80.6—4 4% —17-NAD.B7-2/CD86 . BLAME /SLAMF8 \B7-H1 /PD-
L1.CXCL13/BLC/BCA-1.B7-H2.BLIMP1.B7-H3.BIk.B7-H4.BMI-I.BACE-I.BMP-1,/PCP.BACE-
2.BMP-2.Bad.BMP-3.BAFF/TNFSF13B.BMP-3b/GDF-10.BAFF R/TNFRSF 13C.BMP-4.Bag-1.
BMP-5.BAK . BMP—6 .BAMBT/NMA .BMP—7 \BARD 1.BMP-8.Bax.BMP-9.BCAM.BMP-10.Bc1-10.
BMP-15/GDF-9B.Bc1-2.BMPR-TA/ALK-3.Bc1-24H 5 & 1Al BMPR-1B/ALK—6 .Bc 1—w . BMPR-
I1.Bcl-x.BNIP3L.Bcl-xL.BOC.BCMA/TNFRSF17.BOK.BDNF.BPDE . 7 FF [k i . %5 J2 3 [A]
(Brachyury) . ¥ i#B%E .B-Raf BIG-H3.CXCL14/BRAK . BZH fitd 1 5 2 . BRCAL . B-[ fH1 &
(Defensin) 2.BRCA2.BID.BTLA. X\ ## (Biglycan) \Bub-1.BikFERXFHEH (killer
protein) vc—jun.CD90/Thy1l.c—Rel.CD94.CCL6/C10.CDI7.CIgq R1/CDI3.CD151.CIqTNF1,
CD160.C1gTNF4.CD163.C1qTNF5.CD164 . ¥MAZ 43CTr.CD200 $MAZ 53-CTs . CD200R1 ¥ MA&
YH 43C2.CD229/SLAMF 3 #MAZH 43C3a . CD23/FeeRT T ¥MAZH 4+C3d . CD2F-10/SLAMF9 | #MA4H
43C5aCD5L E5 3 25 —4/R-551 25 .CD69 . 5 2 2 -6 .CDC2 . #5586 2 -8 . CDC25A  E5 2 - 11
CDC25B. #5325 -12.CDCP1 . £5 3 25 -13.CDO. 453 25 - 17 . CDX4 . E-45 3l 2 . CEACAM-1/CD66a.
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N-45%5 2 \CEACAM-6 .P-¥5 3 &R . S5 & (Cerberus) 1 .VE-E5Fi &R .CFTR. #5455 5 HEH
(Calbindin) D.cGMP.£5#HZE B (AA.Chem R23.E5AFZE B Y % i (Chemerin) A5 41
1 (Calreticulin) =2 &b A F 45 A CaMiBBE 1 1. 7 MBS (Chitinase) 3FEL. cAMP . 72 =
MRS (Chitotriosidase) /CHITL K MREIRTChk1 .5 K BRIIR2/CB2/CNR2 Chk2 . CAR/
NR1T3.CHL-1/L1CAM-2 Tk B& ST B T NS, £ Wt SR A2 B/ COAT VI BR IF AR T TV BBt AR iR
(Chondrolectin) RFRETEFIII R KA K (Chordin) FRERETEFIV.VAR KA RFEL IR
EFEFVA T R KA F (Chordin—like) F£2 . ik BRI B VB CINC-T B BRI BV T L CINC-2 Bk IR IiF
BEVIT.CINC-3 BRPRETEEVITT £+ 5 (Claspin) HRIRETEFIX . B2 &R A (Claudin) -
6 B IR T Il X CLC ik BR IF B X T T CLEC—T Bk B BT B X T 1T CLEC—2 B B2 BT Bl X TV CLECSF 13/
CLECAF . ¥ FY Bt 2 % . CLECSFS 342 IR A L /CPAL . CLF-T . 32 Ik A2 . CL-P1/COLECL 2 . 34 ik i
AL FEEEE (Clusterin) JFRAKEEBL FREL (AL L R BKEHE /CPE . CMG—2 FR AR BEX 1 .CMV UL146.
ONEFRE A (Cardiotrophin) —1.CMV UL147 JUUIE — iK1 CNP. K F& 4 (Caronte) JCNTF
CART.CNTF Ra . [t K & (A B &6 R 7 1T/ &E LA DR B2 A RS -1 B 7111 /41 R 7
e R B A B -2 BE I PR VT T R 28 (-3 BB L DR X L e R B 1 B4 Bk L DR X T R
H A6 B FXIV/E A C PR E A BF-7.C0C0. bt K E ARF-8. 8458 A (Cohesin) .
R EARE-9 R EA T R EAR- 10 B REA T R EAR- 12 BJREA TV R
EEABM-13E Wy B/IL-2Ry LR E O BRG] . COMP /& Il # & A
(Thrombospondin) =53 EAL AN (MEH 5 CTrLP.B—iE A 8 (Catenin) AMAELZH 7 CIgA.
HLE ARG FMEH 75 CToC L S A B3k MAE R D A 2L A 6k MA + 1. R A
B A HMAMASP3 AH 23R BB 1E #2851 (Connexin) 43 H 45 A B§C/DPPI . # i 85 A
(Contactin) -1 4L A BED AN ER -2/ TAGL 4L 23 A BEE Al 2 (-4 21 238 A EE
B & -5 A UE AR JEM (Corin) AL E A BEL FES M (Cornulin) 414 & A RO,
CORS26/Cl1qTNF, 3V E FIBES . KB B2 T4l e 2V AT BV . 5 e L 4 238 1 IR
XITJ?.COUP-TF I/NR2F1.CBP.COUP-TF II/NR2F2.CCI.COX-I.CCK-A R.COX-2.CCL28.
CRACC/SLAMF7.CCR1.C—Jx BT 8 [« CCR2  ILEREA  LEA) /CKMM. CCR3  ILER T - CCR4 . CREB,
CCR5.CREG.CCR6.CRELD1 ,CCR7.CRELD2.CCR8. CRHBP. CCR9 . CRHR-I,CCR10.CRIM1.CD155/
PVR. 3% B 3 4E (Cripto) ~CD2.CRISP-2.CD3.CRISP-3.CD4 R ik Ht 2k (Crossveinless) -2,
CD4+/45RA— . CRTAM . CD4+/45R0-, CRTH-2.CD4+/CD62L—/CD44 . CRY1.CD4+/CD62L+/CD44 . &
FEE (Cryptic) CD5.CSB/ERCC6.CD6.CCL27/CTACK . CD8 . CTGF/CCN2. CD8+/45RA—, CTLA-
4.CD8+/45R0— FEEL Ak (Cubilin) \CD9,CX3CR1.CD14.,CXADR.CD27/TNFRSF7.CXCL16.CD27FL
44 /TNFSF7 .CXCR3.,CD28,CXCR4 . CD30/TNFRSF8. CXCR5+ CD30AC A4 / TNFSF8., CXCR6CD31/
PECAM-1.3E3 % &5 (Cyclophilin) A.CD34.Cyr61/CCN1.CD36/SR-B3. it #lI& (Cystatin)
A.CD38 . Bt 41125 B.CD40/TNFRSF5 . Bt 4125 C. CDA0RC AL / TNFSF5 | BE 125D CD43 R4 ZEE /M.
CD44 Bt I ZF . CD45 Bt 2 H. CD46 B HI K H2 . CDAT L B 1 S CD48/SLAMF2 L Bt I Z SA
CD55/DAF | Bt 47125 SN. CD58/LFA-3 . Al i tf. 2 ¢ . CD59 . Apo ZH e {4 25 ¢ . CD68 . Ho L o4 il {1 2 c
CD72. 40 Fi A (Cytokeratin) 8.CD7T4 . 4l 122 14.CD83 4l fH & 1 19.CD84/
SLAMF5 . P FE5* (Cytonin) \D6.DISP1.DAN.Dkk—1.DANCE.Dkk-2.DARPP-32.Dkk-3.DAX1/
NROBI .Dkk-4.DCC.DLEC.DCIR/CLEC4A.DLL1 .DCAR.DLL4.DcR3/TNFRSF6B.d-%¢ % . DC-
STIGN.DNATE4Z R TV DC-SIGNR/CD299 DNAZE A 4B Dc TRATL R1/TNFRSF23.DNAM-I.DcTRAIL
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R2/TNFRSF22.DNA-PKcs DDR1.DNER.DDR2. £ [ i ¥ &% /DDC.DEC-205.DPCR-1.
Decapentaplegic DPP6. 1% 0> FEH# (Decorin) \DPP A4.#3w7] (Dectin) —1/CLECTA.DPPA5/
ESG1.Dectin—2/CLEC6A.DPPII/QPP/DPP7.DEP-1/CD148.DPPIV/CD26 . Vb & il f Al 1
(Desert Hedgehog) \DR3/TNFRSF25.45 8 [ (Desmin) \DR6/TNFRSF21 Mk &5 &5 4
(Desmoglein) —1.DSCAM. HFki &8 & 9 -2 . DSCAM-L1 M b A5 85 (1 -3 DSPG3 Bk AL &
(Dishevelled) -1.Dtk #UELEH-3. K 31&E A (Dynamin) \EAR2/NR2F6.EphA5.ECE-I,
EphA6.ECE-2.EphA7.ECF-L/CHI3L3.EphA8.ECM-1.EphB1 . K W7 #F & 4741 7 (Ecotin) .
EphB2.EDA.EphB3.EDA-A2.EphB4.EDAR.EphB6.EDG-1 .32 #f: bk \EDG-5 . 3£ 3l bk—A1 \EDG-8. &
B MK-A2 ., eEF-2. 32 3 BR-A3 EGF . 32 3 ARk —A4 .EGF R, 32 3 MK-A5.EGR1 . 32 3} BB EG-VEGF /
PK1. 3285 -B1.elF2a. 12 #i kB2, e IFAE 42 #E #k-B3 ETk—1 32T (Epigen) \EMAP-11.%
FIEARAEZ (Epimorphin) /R AmEL A & (Syntaxin) 2.EMMPRIN/CD147 3R 7 17 &
(Epiregulin) \CXCL5/ENA.EPR-1/Xa®2 /£ . 24t 4K (Endocan) \ErbB2 2 A& A (Endoglin) /
CD105.ErbB3. Py ZEHE (Endoglycan) \ErbB4 #ZEE W IBF T 1T ERCC1 \#% B& N 1 TV ERCC3
R NIV ERK L /ERK2 R BR N BIREVI T T JERK L . ¥4t B354k (Endorepellin) /4% 5
B (Perlecan) ERK2. PN JZ #1425 (Endostatin) ERK3. N 7 25 (Endothelin) —1.ERK5/
BMK1 . DA% 3 L (Engrailed) —2.ERRa/NR3B1.EN-RAGE .ERRB/NR3B2. 7 ik i / 718k \ERR
v /NR3B3.CCL1 1/MEERign i b (Botaxin) (L4 M4 R 2= (Erythropoietin) .
CCL24/ W& FRkr 2 Mo Ak B2 1 -2 £ 40 0 AR Al 2R R CCL26 /W R R 41 i a1k 25 11 -3 (Bo taxin-—
3) \ESAM.EpCAM/TROP-1.ERa/NR3A1.EPCR.ERB/NR3A2.Eph . ¥ FR /7] 111 .EphAl IR HFFE
1 (Exostosin) FE2/EXTL2.EphA2. 352 B FEH ££3/EXTL3 . EphA3 . FABP 1 \FGF-BP.FABP2 . FGF
R1-4.FABP3.FGF R1.FABP4.FGF R2.FABP5.FGF R3.FABP7.FGF R4.FABP9.FGF R5.%Mz&[A
“FB.Fgr.FADD.FHR5 .FAM3A . £1-3% 85 4 JFAM3B . AT 4E ikt 5 A (Ficolin) —2.FAM3C. 414k i it
-3 FAM3D.FITC. il £F 4 40 fo 75 1L 8 (A a /FAP \FKBP38.Fas/TNFRSF6 .Flap .Fas Bt {4 /
TNFSF6.FLIP.FATP1.FLRG.FATP4.FLRT1.FATP5.FLRT2.Fc v RI/CD64 . FLRT3.Fc y RIIB/
CD32b.F1t-3.Fc y RIIC/CD32¢c F1t-3F 44k .Fc v RITA/CD32a. BRIV HIE (Follistatin) JFc
Yy RIII/CD16. URy i Z& AL L \FcRH1 /IRTA5 \FosB/G0OS3 . FcRH2/IRTA4 . FoxD3 . FcRH4/IRTAL .
FoxJ1+FcRH5/TIRTA2.FoxP3.Fc 24k ¥E3/CD16-2.Fpg FEN-T.FPR1. JAER&E ] (Fetuin) A
FPRL1 . fi Bk 88 AB.FPRL2 BR EFGF . CX3CL1 /&L A+ (Fractalkine) g EFGF & Hh 82
(Frizzled) -1.FGF-3 .4t & 1 -2.FGF-4 . & i & 1 -3 .FGF-5 . & i & 1 -4 .FGF-6 . & il &%
H-5.FGF-8. %% il 5 4 -6 .FGF—9 . % il &5 (A -7 .FGF-10. % i 85 (-8 .FGF-11. % i 55 4 -9.
FGF-12.Frk.FGF-13.sFRP-1.FGF-16,sFRP-2.FGF-17.sFRP-3.FGF-19.sFRP-4 .FGF-20.
MEA (Furin) JFGF-21.FXR/NR1H4.FGF-22.Fyn.FGF-23.G9a/EHMT2.GFRa—3/GDNF Ra-3.
GABA-A-Ral.GFRa-4/GDNF Ra—-4.GABA-A-Ra2.GITR/TNFRSF18.GABA-A-Ra4.GITREC 4/
TNFSF18.GABA-A-Ra5.GLI-1.GABA-A-Ra6.GLI-2,GABA-A-RB1.GLP/EHMT1.GABA-A-RB2.
GLP-1 R.GABA-A-RB3. & LA 25 .GABA-A-R v 2. & M ik (N- 2, 3L) —6-FR R S /7 /GNS
GABA-B-R2.GTuR1.GAD1/GAD67.G1uR2/3.GAD2/GAD65.G1uR2.GADD45a .G1uR3.GADD458
Glutl.GADD45 v \Glut2 . FFLHEAEE Galectin) —1.Glut3 FAMREZ-2.61utd L F,
WEBEEE 2 -3.Gluth 2L A E ZK-3BP . B EILE A (Glutaredoxin) 1AM EE R4 H
AR VLA FER-T M E A (Glycophorin) AV EAMRMER -8 M EA
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(Glypican) 2. FFLBEEEZ -9 BT &1 3.GalNACAS-6ST Rt 85 195 . GAP-43 i B 19 6.
GAPDH.GM—CSF.Gas1.GM—-CSF Ra.Gas6.GMF—-B.GASP—1/WFIKKNRP.gp130.GASP—2/WFIKKN. i
JEURE R A BB /GPBB .GATA-1 .GPR15.GATA-2.GPR39 .GATA-3.GPVI .GATA-4 .GR/NR3C1 .GATA-
5.Gr—1/Ly—6G.GATA-6 . Fi¥A & (Granulysin) \GBL.5ikifi§ (Granzyme) A.GCNF/NR6GAL . i
PIEFB . CXCL6/GCP—2 5k BFD . G—CSF R BG .G-CSF R Fi R EFH.GDF—1.GRASP.GDF~-
3GRB2.GDF-5 LA E A TSP E N Gremlin) .GDF-6.GRO.GDF-7.CXCL1/GROa,GDF-8.
CXCL2/GROB.GDF-9.CXCL3/GRO v GDF-11.4 K ¥ & .GDF-15. 4 KB Z R .GDNF .GRP75/
HSPA9B.GFAP.GSK-3a/B.GF1-1.GSK-3a.GFRa-1/GDNF Ra-1.GSK-3B.GFRa-2/GDNF Ra-2.
EZFIT H2AX . 2H 1% \H60 \HM74A .HAT-1 .HMGA2 .HAT-2 .HMGB1 \HAI-2A, TCF-2/HNF-1B HAI-
2B.HNF-3B/FoxA2,HAND1 . INF-4a /NR2A1 .HAPLN1 . HNF—4 y /NR2A2 /<38 i &5 11 B AL 25 11 I/
HAT .HO-1/HMOX1/HSP32 HB-EGF .HO-2/HMOX2.CCL14a/HCC-1 HPRG.CCL14b/HCC—3 Hrk
CCL16/HCC—4 \HRP-1 ,aHCG HS6ST2 . Hek JHSD-T \HCR/CRAM—A/B . HSD-2 .HDGF \HSP 10/EPF . IfL
425 JHSP27 ik IH & 3¢ (Hepassocin) JHSP60.HES—1.HSP70.HES—4,HSP90 . HGF . HTRA/ 25 [ il
Do HGFIE AL IR~ \HTRAL/PRSS11 HGF R.HTRA2/0Omi HIF-TIa,HVEM/TNFRSF14 HIF-2a.i%&H
AR E ] (Hyaluronan) JHIN-1/4WABREE A (Secretoglobulin) 3A1.4-# 3 F 458 Hip
CCL1/1-309/TCA-3.IL-10.cIAP (J §#) .IL-10 Ra.cIAP-1/HIAP-2.IL-10 RB.cIAP-2/
HIAP-1.IL-11.IBSP/ME VK& 25 9 (Sialoprotein) I1.EL-11Ra,ICAM-1/CD54,1L-12. 1CAM-
2/CD102,1L-12/1L-23p40. ICAM-3/CD50, IL-12RB1 . ICAM-5.,IL-12RB2.ICAT.IL-13.1COS.
IL-13Ral. ¥ H ¥ 2-BR FR BE R /EOS IL-13Ra2 . EFN, IL-15, IFN-a, IL-15Ra, IFN-al,IL-16,
IFN-a2,1L-17,IFN-a4b.IL-17R.IFN-aA,IL-17RC. IFN-aB2,IL-17RD.IFN-aC,IL-17B. IFN-
aD.IL-17B R,IFN-aF,IL-17C.IFN-aG,IL-17D.IFN-aH2,IL-17E.IFN-al,IL-17F,IFN-aJ1,
IL-18/1L-1F4.1FN-aK,IL-18BPa.IFN-aWA,IL-18BPc.IFN-a/BR1.IL-18BPd.IFN-a/BR2.
IL-18Ra/IL-1R5 . IFN-B.IL-18RB/IL-1R7 . IFN-vy IL-19.IFN-vy R1.IL-20.IFN-y R2.IL-
20Ra,IFN- o \IL-20RB.I1gE.IL-21.1GFBP-1.1L-21R.IGFBP-2.1L-22. IGFBP-3.IL-22R.
IGFBP-4. IL-22BP. IGFBP-5. IL-23.IGFBP-6. IL-23R. IGFBP-L1.1L-24 . IGFBP-rpl/IGFBP-
7.1L-26/AK155, IGFBP-rP10.1L-27, IGF-1.EL-28A, IGF-1 R.IL-28B.IGF-I11.IL-29/EFN-A
1 IGF-IT RoIL-31.1gG-EL-31RA.IgM.IL-32a.,1GSF2.1L-33.IGSF4A/SynCAM.ILT2/CD85]
IGSF4B.ILT3/CD85k. IGSF8. ILT4/CD85d . 1gY.ILT5/CD85a . IkB-B.ILT6/CD85¢ . [KKa ., 5 4%
%A (Indian Hedgehog) -IKKe \INSRR.EKK v & & (IL-Ta/IL-TF1. i &R/CD220, T1-1
B/IL-1F2\ f i & I . IL-1ra/IL-1F3. JR & R FE ##AF (Insulysin) /EDE.IL-1F5/FIL16 B HK
HHa2/CD49b. IL-1F6/FIL1e BB EE (Ha3/CD49¢c IL-1F7/FIL1C B BB (Ha3B1/VLA-3,
IL-1F8/FILIn. 2B 85 Ha4/CD49d . IL-1F9/IL-1H1 . 3£ B 55 14 a5/CD49e . IL-1F10/IL-1HY2.
BRI A abBl IL-1 RIVEEEEEE (1a6/CD49f IL-1 RITEEECEE (a7, IL-1 R3/IL-1R AcP.
B a9, IL-1 R4/ST2. 4 BEE HaE/CD103.IL-T R6/IL-1R rp2.#&BEEE Hal/CD11a,
IL-1 RS EEHEE (JalB2.11-1 RO EEELE FaM/CD] Th.IL-2 BB (1aMB2. 1L-2Ra 3L ik
B aV/CD51 TL-2RB EEHL B2 (1 aVB5. TL-3 BB (1 aVB3, TL-3Ra . B HX &2 (1 aVB6. IL-3RB.
BRI [ aXJCD1 T IL-4 B F1B1/CD29. IL-4R BB R (F1B2/CD18. IL-5 B R EE (1 B3/
CD61.IL-5Ra . BEE AB5. 1L-6. B EE AB6. IL-6REE B (AB7 . 1L-7.CXCL10/EP-10/
CRG-2.I1L—-7Ra/CD127.IRAKI.CXCR1/IL-8RA.IRAK4.CXCR2/IL-8RB.ERS-I.CXCL8/IL-8.
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Islet=1.1L-9.CXCL1 1/1-TAC.IL-9R.ZAk% % (Jagged) 1. JAM—4/1GSF5 ZAAH& 2 JNK . JAM-
A JNK1/JNK2.JAM-B/VE-JAM. JNK1.JAM-C. JNK2. ¥ ik 5l (Kininogen) - 38 Jik B ik il
(Kallikrein) 3/PSA. & K5 (Kininostatin) KB REE 4 KER/CD 158 I8 I B ity
5 KER2DL1 B I RE A 6 / H i B BR 25 (Neurosin) JKIR2DL3 KB BE 7 KIR2DLA/
CD158d B I BE s/ 41 2 4% B (Neuropsin) JKIR2DS4 . kB 9 K TR3DL 1 « I 2% 38 ik
T8 /KLKB1 JKER3DL2 . B KRR TR 10 JKirrel 2 M IR B AG 1 1 L KLF4 Bk BT8R 12 \KLF5
WRE JHUR 13 KLF6 L UK BE T80 14 K Lo tho S IR BTl 15 . K 1o thoB KC.KOR Keap] . 33 H
5 (Kremen) —1.KeIl. 3¢ H & —2 KGF/FGF-7.LAG-3.LINGO-2.LAIRL. g /i (Lipin) 2.LAIR2.
HEE& 1 (Lipocalin) 1. 2L HE A (Laminin) a4 JEE &1 -2/NGAL JZFHEE A v 1.5-
HEWT %/ (Lipoxygenase) «J2 %% 8 [ T.LXRa/NR1H3. JZ 6% & 1S LXRB/NRLH2 . 25 %
EH-1.Livin. J28% & A -5.LEX.LAMP . LMIR1/CD300A . 4% bk (Langerin) .LMIR2/
CD300c LAR.LMIR3/CD300LF .74 E (Latexin) \LMIR5/CD300LB. HFEF &9 (Layilin) «
LMIR6,/CD300LE,LBP,LMO2.LDL R.LOX-1/SR-E1.LECT2.LRH-1/NR5A2.LEDGF.LRIG1.3E K%
(Lefty) \LRIG3.3E R & -1.LRP-1.3E KR ¥ -A.LRP-6. 5 3% 1 (Legumain) \LSECtin/
CLEC4G .2 DL E B FE (Lumican) V2R, CXCL15/HF4x (Lungkine) « [ =4B4 . XCL1/#k
EaifuiathE 3 Cymphotactin) « 4 =H5B4R1 i 2 #E & \LEF k2 #5 % B/INFSF3.LIF Ra.
JREL B Z BR/TNFRSF3 . LIGHT/TNFSF14 . Lyn . 37.K7T (Limitin) \Lyp LIMPII/SR-B2. #i & Bt
ARG R JE2  LIN-28 . LYVE-T . LINGO-T.a2- 5 BR & 1 . CXCL9/MIG MAD2L1 . /& 5| 5: 5+
(Mimecan) MACAM-1 EHEEE FH Mindin) MafB. £k FZ i i & R/NR3C2 MafF,CCL3L1/MIP-1a
7] o AU HILDT8B MafG.CCL3/MIP-1a MafK.CCL4L1/LAG—1 MAG/ Pi#& 5 (Siglec) —4a.
CCL4/MIP-1B.MANF.CCL15/MEP-18 MAP2.CCL9/10/MIP-1 v MAPK . MIP-2., ¥ &
(Marapsin) /2% v B 2 (Pancreasin) -CCL19/MIP-3B.MARCKS. CCL20/MIP-3a .MARCO MIP-T.
Mashl MIP-TT.#¢CH 3 FE A Matrilin) -2 MIP-T11 . 8CE 5 B -3 MIS/AMH. HCE 5 i
EE-4.MIS RIT.EAEIEE Matriptase) /ST14 MIXL1 MBLMKK3/MKK6 \MBL-2 MKK3. 2
2 i ZE (Melanocortin) 3R/MC3R.MKK4 . MCAM/CD146 \MKK6 \MCK—2 . MKK7 \McI-1 .MKP-3.
MCP-6  MLH-T ., CCL2/MCP-1 MLK4a .MCP—11 . MMP. CCL8,/MCP-2 MMP-1 . CCL7 /MCP-3,/MARC . MMP—
2.CCL13/MCP-4 .MMP-3.CCL12/MCP-5 . MMP—7 \M~CSF \MMP-8 .M—CSF R.MMP-9. I T7IMCV . MMP-
10.MD-1.MMP-T 1.MD-2.MMP-12.CCL22/MDC MMP-13.MDL-1/CLEC5A MMP—14 MDM2 MMP-15
MEA-T \MMP—16/MT3-MMP \MEK1/MEK2 \MMP—24 /MT5-MMP \MEK 1, MMP—25/MT6-MMP \MEK2 . MMP—
26 A EABLIA G EH Melusin) JMMRMEPE.MOG . Z2 IR 8 4 (Meprin) a.CCL23/MPIF-1.%¢
H 25 B M-Ras/R-Ras3.Mer Mrel 1.[A]JZ% (Mesothelin) MRPI#RZ(EH Meteorin) .
MSK1/MSK2 B i i 12 i JOR It 1 WMISK 1 R A e 12 e O Il W MISK 2 o FP A e TR e JOA It 2  MSP W MFG—
E8.MSP R/Ron.MFRP.Mug.MgcRacGAP MULT-1.MGL2.AKF¥ i (Musashi) —1 MGMT AKEEfiE—2.
MIAMuSK MICA MutY DNAEILALHEF MICB.MyDS8S MICL/CLECL 2A BEL A M . B2k B 11
OHLEBA Myocardin) s HIE & A Midkine) WA EE Myocilin) MIF.WLL &
(Myoglobin) \NATP NGFI-BYy /NR4A3.Nanog.NgR2/NgRH1.CXCL7/NAP-2.NgR3/NgRH2 . Nbs1 .
HEH (Nidogen) -1/WEh1EH Entactin) JNCAM-1/CD56 § 85 -2 NCAM-L1 . — & %& . %
HEHE A (Nectin) —1 AHFEME 2R B IE & -2/CD1 12.NKG2A Fhi% 8 (1-3 NKG2C . B % 5
F1-4 NKG2D F-42 25 11 (Neogenin) NKp30. ixiMELES (Neprilysin) /CDIONKp44 . v HE ik it —
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2/MMEL1/MMEL2.NKp46/NCR1 . 8 4 (Nestin) \NKp80/KLRF1.NETO2 NKX2.5. W &K -1 .
NMDA R.NR1V 8547 25 1-2 NMDA R NR2AVV. 8547 L % 25 14 NMDA R NR2BV E8.47 . ) £
[1-Gla NMDA R.NR2CW 847 . W & [1-G2aN-Me—6,7-diOH-T1Q. #1 £ 17 & [
(Neuregulin) —1/NRG1. ¥ /R (Nodal) FHEZE 8 ¥ 8 4 -3/NRG3 .k (Noggin) HIALYT
(Neuritin) «ZJE1EH Nogo) 324& .NeuroD1 . ZJEH B H-A AL R EH (Neurofascin) .
NOMO . 2 J5 i 85 9 (Neurogenin) —1 . Nope. & J& FitE A (Neurogenin) -2, B & H
(Norrin) . £ JF & -3, eNOS A ZE HE 1 (Neurolysin) L iNOS. JGH i ZH iz E & 1
(Neurophysin) TT.nNOS, &4 F 8 Neuropilin) —1.i47k Notch) -1 AR EH -2,
-2 A B YT (Neuropoietin) i -3 41 % #li B Neurotrimin) i ith—4 ML E N
(Neurturin) NOV/CCN3.NFAMI .NRAGE .NF—H.NrCAM.NFkB1 .NRL \NFkB2 NT—3 .NF-L.NT—4,
NF-M.NTB-A/SLAMF6 \NG2/MCSP .NTH1 .NGF R/TNFRSF16.#% F4HMuEl+ (Nucleostemin) B-
NGF \Nurr—1/NR4A2 NGFT-Ba/NR4A1,0AS2. B # & 1 (Orexin) BLOBCAM,OSCAR,OCAM. OSF-2/
B HEE [ (Periostin) \OCIL/CLEC2d. fillJ# & 1 (Oncostatin) M/OSM.OCILRP2/CLEC2i .0SM
RB.Oct-3/4. %% (Osteoactivin) /GPNMB.OGGL . & Z5M & 9 B #F (Osteoadherin) .
01igl1.01ig2.01lig3 B4 EE EEML R E 4L (Osteocrin) (0lig2  HHFEA
(Osteopontin) \0lig3.E1RH" 8 [/TNFRSF1 IB./DSEEL B 4H g (01igodendrocyte) KRt
01.0tx2. /b5 F 4l L ARic #)04.0V—6 . OMgp 0X40/TNFRSF4 R B ¥ fE & 1 (Opticin) .
OX40FC 44/ TNFSF4 | B8k E AL 0AS2 . Ak &5 1B OBCAM. OSCAR. OCAM . OSF-2/& IR & [
0CIL/CLEC2d. & & FAM/0SM,OCILRP2/CLEC2i .0SM RB.Oct—3/4 & %% /GPNMB.0GG1 . &
ZhBf & B (Osteoprotegerin) \01igl 01ig2.01ig3 58 H 0ligl  aE 4l o4k
Z.01ig2  BHMEMA 0lig3 B1A 9 & /INFRSF1 1B, /DRI R 40 MEARIC401.0tx2, D5
FZ I 20 M A 2 4904 . OV—6 . OMgp ~ 0X40/ TNFRSF4 , HE &} 14 25 (1 (Opticin) ~OX40WC 44/
TNFSF4., fr 4k & [1ARACK1 .Ret Radl .REV-ERBa/NR1D1.Rad17 . REV-ERBB/NR1D2.Rad51 .
Rex—1.Rae—1.RGM-A.Rae—1a.RGM-B.Rae—1B.RGM-C.Rae—16.Rheb.Rae—1¢ %A T HS6
Rae-17v .RIP1.Raf-1.ROBO1.RAGE.ROBO2.RalA/RalB.ROBO3.RalA.ROBO4.RaIB.ROR/
NR1F1-3 (/i) .RANK/TNFRSF1 1A.RORa/NRIF1.CCL5/RANTES.ROR ¥ /NR1F3.RaplA/B.RTK
FEALLSZ 441 /RORT \RARa/NR1B1 \RTKAEAN JL 52442 /ROR2 . RARB/NR1B2 \RP105 . RAR v /NR1B3,
RP A2.Ras.RSK (/i) .RBP4.RSK1/RSK2.RECK.RSK1.Reg 2/PAP.RSK2.Reg I.RSK3.Reg
I1.RSK4.Reg II11.R—EHEEZ (Spondin) 1.Reg Ilia .R—HHEE2.Reg IV.R-BHEE 3.
FASHZ (Relaxin) —1 .RUNX1/CBFA2.¥A5H & -2 . RUNX2/CBFA L #A5th Z—3 \RUNX3/CBFA3 . RELM
a.RXRa/NR2B1.RELMB.RXRB/NR2B2.RELT/TNFRSF19L.RXR ¥ /NR2B3.#KHi 2 (Resistin) -
S100A10.SLITRK5.S100A8.SLPI.S100A9,SMAC/Diablo.S100B.SmadlS100P.Smad2.SALLI .
Smad3.6-AlEEHE & [ (Sarcoglycan) Smad4.Sca—1/Ly6.Smad5.SCD-1.Smad7.SCF.Smad8.
SCF R/c—kit SMC1.SCGF.a—F{FIALENE 1 . SCL/Tall.SMUG1.SCP3/SYCP3. 4= & 1
(Snail) \CXCL12/SDF-1. 40455 #2235 19 1 . SDNSF/MCFD2. & & (Soggy) —1 a—43WARE « &5 J8 &
4 (Sonic Hedgehog) v -4 WAEE . SorCS1 . B—4r WARE .SorCS3 E-1E & ik E A
(Sortilin) \L-1&#EZ . SOST.P-1&FE 2 . SOX 1 MR &5 19 (Semaphorin) 3A. SOX2. B4R &
3C. SOX3 . B4R 25 19 3B SOX7 B R &5 141 3F . SOX9 . B Mk 25 11 6A SOX 10 B MR &5 16B. SOX 17 7%
BB 1 6C. SOX21 B AR 25 4 6D SPARC 5 MR 25 1 TA SPARCEE L L 73 B I} . SP-D 22 AR / 75 i g
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MR  JiT B 8 (Spinesin) (2R E A BFIHIFIE A Serpin) AL F-FHEEH 2
AR & 1 B ) B T A3 SR-AT/MSR . 22 24 R 25 B #0117 2 L A4/ IR Ui 46 &t
(Kallistatin) \Src. 2228 & BG4l 558 21 AS /82 [ CHIIl 57 . SREC-1/SR-F1 . 2 A R &
P Tt 400 ) 7 B (T A8/ LB B 5K 28 J W SREC—T T« 22 5 R 5 (1 4171 i1 771) B (1 B5 . SSEA-T . £ A 8
B B ) 2 1 C1 /i Bt ML B - T 1T SSEA-3 22 %08 25 [ B 157 22 DL/ BT R A A 11 1
SSEA-4 | 42 5 B & 1 B4 1) 77 B2 [ E1/PAT-1.ST7/LRP12. 22 5 R 5 [ B 401157 &5 (A B2 L i 0
LE Ak (Stabilin) —1. 222 BR&E A RS HIHI A& A F L WS TL AR -2, 22 2 & A B Tkl ) &2 1
F2. 453 (Stanniocalcin) 1. 222 & & F BEHIHGHE A GL/CLINGR . i =2 . 2 H IR &
BB B 12 STATL LI Ve BE B FIAL L STAT2. SF—1/NR5A1 . STAT3 . SGK.STAT4
SHBG.STAT5a/b.SHIP.STAT5a . SHP/NROB2,STAT5b . SHP—-1.STAT6 . SHP-2 . VE- 4l | 2%
(Statin) \SIGIRR.}f# $i (Stella) /Dppad. Fikg 5k—2/CD22.STRO-1 . Fi#% % —3/CD33. ¥ Jit
P PUAS IR -5 T BE ARG/ SGSH. U A% 55 —6 B BR R A 1 75 DRI -1/ SUMF 1« B A% 2R =7 - 1 B2 T 1 14
T R F2/SUMF2., PU#% 5 -9, SUMO1 . Pi#% 5k—10.SUM02/3/4 . P& 5k—11.SUMO3. Pi#% 5k -F i
AN BEALEE L STGNRL/CD209 il E AL P ALEE-1/Cu~Zn SOD. SIGNR4 . ik AL P AL -2/
Mn—SOD. STRPB1 . i Ak ¥ Ak i —3 /EC—SOD . SKI PR T 471l & 11 (Survivin) <SLAM/CD150.
KAz (Synapsin) I.HESE N4 RS (Sleeping Beauty Transposase) \ 2 FCARE A KM
(Syndecan) —=1/CD 138.S1it3. Z ALK E I JE -2 SLITRK] \ 2 EL ik 85 ) ZR M -3 SLITRK2,
ZECAREE 9 B -4, SLITRK4 . TACI /INFRSF13B. TMEFF 1/1fi# 835 & A (Tomoregulin) —1.
TAO2.TMEFF2.,TAPP1.TNF—a/TNFSF TA.CCL17/TARC.TNF-8/TNFSF1B.T.TNF RI/TNFRSFIA.
TC21/R-Ras2.INF RII/TNFRSF1B.TCAM-I.TOR.TCCR/WSX-1,TP-I.TC-PTP.TP63/TP73L.
TDG.TR.CCL25/TECK.TRa/NR1A1 A& (Tenascin) C.TRB1/NR1A2. A & HR.TR2/
NR2C1.TER-119.TR4/NR2C2.TERT. TRA-1-85. 22 AL & 1 T M (Testican) 1/SPOCK1 . TRADD. 2
FLEEH R BE2/SPOCK2, TRAF-1 . 52 M. 85 1 ZE %3 /SPOCK3 . TRAF-2 . TFPT . TRAF -3, TFPI-2,
TRAF-4,TGF-a,TRAF-6., TGF-B.TRAIL/TNFSF10.TGF-B1.TRAIL R1/TNFRSFIOA.LAP (TGF-B
1) \TRAIL R2/TNFRSF10B.3#%fRTGF-B1.TRAIL R3/TNFRSF10C.TGF-B1.2.TRAIL R4/
TNFRSF10D. TGF-B2, TRANCE/TNFSF1 1.TGF-B3.TfR (&8 E FIR) JTCF-B5.Apo—H54k & 1 . 1%
fRTGF-Bbp 1.Holo—#48k:E A IR TGF-Bbp2. Trappin-2/Elafin. J& R TGF-Bbp4 . TREM-1.
TGF-BRI/ALK-5,TREM-2, TGF-BRI I, TREM-3,TGF—BRIIb. TREML1/TLT-1.TGF-BRIII.TRF-1I.
R T 5 [ . TRF-2 R 480 5 1 — 1 - TRH-P4 fift o 4Bl / TREDE L B A B & 11 -2 TRIMG W B4R
WEA-80, =K -JKE T . A B A FES5/TRP14 . TrkA. THOP1 . TrkB . ML # i 35 &
(Thrombomodulin) /CD141.TrkC. fiL/MR 4 iz (Thrombopoietin) \TROP-2. MiL/MK A4 3R
RS EE A (Troponin) TRES AR -1 WIS &E AT B & 1 -2 TROY/TNFRSF 19
eI B -4 REE B L B AR iR (Thymopoietin) (R FIEF2/PRSS2 . iR B fb B3R -
L JRE I RF3/PRSS3 Tie— 1 KR I R-5/Prss32. Tie—2. 2 & (A Ba/TPS1  TIM-1/KIM-
I/HAVCR. K i 85 A B B-1/MCPT-7 . TIM-2. Kl & [ B B—2/TPSB2. TIM-3 . K ik & 1 i e /
BSSP-4.TIM-4 . 2K fE&E I8 v —1/TPSG1 . TIM-5. 4 JZ TR 2 AL B  TIM—6 . TSC22. TIMP-T. TSG
TIMP-2.TSG—6., TIMP-3.TSK.TIMP-4.TSLP.TL1A/TNFSF15.TSLP R.TLRI.TSP50.TLR2.B-IT1
W B H JTLR3. TWEAK/TNFSF12.TLR4. TWEAK R/TNFRSF 12.TLR5.Tyk2.TLR6 . F k.8 2
Mg W TLRO Bt 2 FRFE AL  TLX/NR2EL \ B 2 BRI PR B 52 i 1 i /E 25 [ (Ubiquitin) JUNC5H3,
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Ugi.UNC5H4 ,UGRP1,UNGULBP-I.uPA.ULBP-2.uPAR.ULBP-3.URB.UNC5H1 . UVDE \UNC5H2 .
P2 (Vanilloid) R1.VEGF R.VASA.VEGF R1/Flt-1.I & |8 (Vasohibin) .VEGF R2/
KDR/F1k-1 f%Z Mk (Vasorin) VEGF R3/FU—-4. ML B &K . £ BE XK (Versican) Vav—1.
VG5Q.VCAM-T . VHR.VDR/NR1T1. & (Vimentin) VEGF. B¢ IHi%E 45 2 . VEGF-B. VLDLR.
VEGF-C., vWF-A2.VEGF-D . 5 /il #% & 19 (Synuclein) —a.Ku70.WASP.Wnt—-7b. WIF-1.Wnt-8a
WISP-1/CCN4 . Wnt—8b.WNK1.Wnt-9a.Wnt—-1.Wnt-9b.Wnt-3a.Wnt—-10a.Wnt—-4.Wnt-10b.Wnt—
5a.Wnt—11.Wnt-5b.wnvNS3.Wnt7a.XCR1.XPE/DDB1.XEDAR.XPE/DDB2.Xg.XPF.XIAP.XPG.,
XPA.XPV.XPD.XRCC1.Yes.YY].EphA4,

[0180] £ i N\ 1B IE 5% 52 IV A S o AR PR i) 1 S2 A0 FR 552 (1 1 352 4R IV ¥R A7 \ 5
PR 3SR TR 552 (a2 AR 3 B A7 CLAAD 145 [ ZL B IE TR A2 A4 28 19 oI B A7 i A4
R RETSZ AR B A VB AT BT L 2 BEARARZ AR B 1 S FRA BT A L Z A 2 AR B ] e
TR BT SRS AR B 1 v PSR AT BT AA | R SR S e T 3 B AR A b | BRI A T
TIE 3BT AR A ¢ R IR N 125 -1 TE 4 - ADP— % R A R Rl 2 b A A4S L a A—H, s AR6G 1245 3
B Z ALK (AmiToride) FUSMERH 2 Il IE 1 PP L8 o RS DR RO FH B FIEiE 2., ph e
T2 S PR AU M FH B8 -1 4 R T S AL 2 L S S PR s M A 3 S R R A
T TE a7 B AT | S SR R AU PR BN 0 T8 BV B A57 2 SN JDR SR A N e A S — I B o7 2 UL
PRBUEE N IEIE v - AL B IR 4 A B AAT TR AR A (Apical-like protein) JATPHY
TRV P e PR IR BRI | ATPAREUECME P 1) M B I BRI T8 10 W ATP RV P e b B 9 B T
L1 ATPRIUE I P 1) ok B 3 BB 14 ATP AU 1 1A [ A B A 3 15 L ATPRBUBR PR 1A 1) 1A 2
VAT S I B a2, 2 B A IE a1 2. 230 B AT LA a LE Y B A7 L 519640846 B HEAR
A A AL B E B o BT 1 S AL A TE B B 1B Ak BV BT 2 L AT T AL A
TEBNE B AL 3 A5 KM P S iE -1, FH B FEE TRPM4B . CDNA FLJ90453fis. o [%
NT2RP3001542 (& B 24uL T4 493 18 VU 58 L. 386) .CDNA FLJ90663f1is. 3 fEPLACE 1005031
(B BT E AL 40 N S8 22 19 5) WCOMPT ] 4% BH B8 1~ BV #fvy L &I IE 22 1 L A e
FEAH2.EEEEAS AEEEA4.AEEEAS AEIEEA6. ABEEACICKa. &iEIE
HACICKb SHE & A HEL S AL 4 i P I 3Ee S 4 i i E 2 1 3 &AL 4
MO P 3 3 R 4 S 4 e Y A 25 9 5. CHRNAS R [ . Clen3e 85 1 . CLCNKBES [ . CNGA4 &
H A (Cullin) =5 FORGMP ] 2 #1UEIE  RORAZ A BR ) 45 FH B Al 184 IR RIZ R 1)
P PR Al iE a3 FORAZ T B 1] 42 FH B Tl JE B3 FRIR A BR | ) Rl I  FE PEAF 44k 5
FEE A% T T DR 40 M £ 2R B- 245 FLBE L OB R LAY Ak e L Il T a2 /63 FRA R4
FXYDZE #3811 B 6 3 8 75 DR SR AA « ErFXYDZS M5 11 B8 46 3 Y8 35 [R5 Rl 44 . £ FXYD
SERIN S i AT R O R AR L XY DS AR S - s 1 T IR 7 L ST FX YDA R 4
B T YR R S RIAA WG ER A TR AL P ) MR B AT IE T 1L GER (VS A PN e PR R A TE 2. G
EAVE P ) PR AT E TE 3 G AL N A MRS R A IE A | y & T B a1 Ay
HIAE . v~ T B2 AR a2 W BBAL R4 L vy — 2L T IR AR a3 A7 H A L v —2 B T IR
Wha—4 7 BT RIAE v —F 5T RS2 AR a5 BT AT | v~ T B S ARk a6 SR BT A v -
QAT BRSARB-1 BRI v —Z LT RS2 ARB-230 57 BIAA | v 5 T R A2 AR B-3 1 H
Braita . y —2 LT BRAZARS W B AT A4 | v — 2T BR3ZAR e W R AT R4 | vy —2 0L T B2 A4
Y - EATRTAE v~ T B2 AE v -3 AT HTAR v~ T IR AR p i WA HI A v -
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T IR0V WA IR L v~ T BR52 Ak 0-2 W BB Ar B . v —2 LT BR324 07 5247
HIAA \GLuRGLL 8 S IR S A8 - Y Z IR S AR LRI AR 75 R S AR 20T A . R AR SR SR A VI & IR
SARATIE B IR SART A RIR S AEB B RIR AR S — 1 AT H AR VB R IR F2A8
AR N N 1 R NN = L NN o 7 2V AN AW LA | R N = N L NN o - 2V AR Y LR
B B ER AR TR AR AR ATE S AR 2 TR AR A ROk AR
[NMDA] 52 44 P A0 SART A4 L 75 R [NMIDA] 52 44 8437 3BT A4 - 75 & R [NMDA] 3Z A& 53 iz e 1
HIAA A3 208 [NMDA] 52 44 V. 50 Az e 217 44 . 45 2 8 (NMDA] 5244 V. 547 e AFiTAA L 5 2 2 [(NMDA] 52
PP AT SR AR  H 2R S AR a - VEERT 4  H 208 32 Ak a2 R4 L H 2 R 32 M a -3 RiE L H
GRS AR BEERT AR JH/ACMZREZ E AV E AW AT | o A 77 S B 3R B (] € 32 AR B 547
AR ADKFZp31310334 B AL B ADKFZp76 IM1724 R AHE AFLI 12242 B AR E A
FLJ14389 R AHE AFLJ 14798 B AR B (A FL] 14995 ERAEE AFLJ 16180 R AH & HFL] 16802,
RAEE AFLI32069 R AH & AIFLI37401 R AE S AIFLI38750 R AH &R (AFLJ 40162 B AR 2
FLJ41415 RAEE AFLJ90576 A8 22 FLJ90590 B AE £ A FLJ90622 i A 25 FHKCTD 15 )
EENMGCI5619 I WLEEL, 4,5~ = BEER 52k 2RI LR 1,4, 5- =R IR 24K 3 WLEE 1, 4,5~
SRR AR L L A AL FE TE T 4 P A PR R IR 13 A [ PR R I TE 16 A [
PEELIRAPIEIEA L PY 1A MR B IRK () JEIE A TR K r 2. 2v £ R 52 M FA KA 2a
KCNH5EE 11 \KCTD 1785 \KCTD25E 1 M A TR s A iR AH G B8 JEE 2 () 1 W Kvid T8 AH B4R 2R
F 4 MFh kT Melastatin) 1B EAMLCT MGC 156198 A JEIEE A Mucolipin) -1.%

FEE A -2 . 8 B E A -3 Z EH A AR B 4 N-FF JE-D— R A G R 52 A4 2C 3 JA5r miT 44
NADPHAE LB R VE L Navl .5 #2478 L BB B AZ AR 25 1 ca— 103V B A7 BT 44 4 oo . BB
B2 AR B ) S a—23F B AT BT AR S R4S o L B AR AR SZ AR B2 1 =330 S A2 BT A4 L #4280 £ B HEL ARk
SARE A a4V ERAT TR L TT L BRI S AR T 1 a5 A BT A4 PR T L BRI S
RE A a—6 B A7HT A 4 T QBRI AR 8 ) a7V BT BT AR L PR TT £ B IEBRSZ 44
A a9 A7 H AR 4 T L B NRTESE AR B B2 B4 BT A4 L R 42 T £ B NE IR 52 44 i
1 VB33V FRAST BTAA S P28 7T 2L AR AZ A4 B 11 L B4 557 B¢ L 28 76 L P A4 5 P45 JH i a
2DV B o7 \P2XNEIA 3744 1 | P2XIELIA 57 442 | POXIELIA 57 44 3 | P2XIENA 57 444 | P2XNE 14 37 {45  P2X
WLV 574406 P2XMEE WA B4 7 | JRR AT JE TALK—Th . i # @ 1B TALK—T ¢ . JFRAPIE 18 TALK-Td . 1% f
ZNERTE KR EE (Plasmolipin) 2 BB RS EA . ZEBEE R 1EA .2 BN
B2t 2tE A 2 B OV R E A BT E R 26 . 2 2 E A (Polycystin) -2, #l
E B DR B . SRKRR 521 000 T I SR P 7410 B 7 5 TR Kl 5712, 480 T
V. Z KA 513 B T8 . ZRK R 52 15 B T8 IV ZRK AR 5216 B 18 I ZRK AR 7117 L B
JH I SRR R D 2 < B I T U S RK i D 3 B 0 T8 Y S BRK Rl B2 4 B8 18 Y SRK R 535
JH 8V EBRK A 26 B M SBRK A 52 7 B I SBRK A 529« 2 B T DU R Ak 33 2 4
T DY AL AR 12, B A E VY SR A (14 S A DY SR A BT (1 2 & B aE DY R
B 4 & A TE VU SR AL SR (15 S A s IE DY R A1 0 & s TE VY AL EE 13 &
PR TE VU SR AL B R ) PR SRA R S LB R ) R R RA R R 2 R R
IV HE 0 T VG RA R SR A B ) 458 8 I ZCRA R 725 P e ) 48 38T VP SR AT 5726
HEL S ) 4 T8 SV SR B B | R P 1) 4 00008 0 SR RB R B 2 B S [ 44 0 I SRR CR Bt
1B HE S ] F45 3030 IV SRR CRR T2 3 B RE S 1) 4% B T8 P SRR CRl 524 B HA s ] %38 T8 3V 5K kD
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FIC DL B D95 0 T P S RD AR 51 2 B R D 4508 TE P SRD AR 51 3 B FE R ) 5 TE
FORE R LB E ] 5 008 W SR B, 52 2 A AL T [ 4l T8 WV S R E i 4 3 el s [ ) 43
TP ZBRE A G4 B e 1) Fa B TE P SRR Al R 1 B R ) 43 S8 W SRG R R L A T )
P BB RGN, 172 2B ) a0l TE P SRRG A R 3 B R [ $a T IE W SRG AR (R4 A
JE I 15 TE W SR AR G2 B0 e P ) 5 8 38 P ZORH AR, 5722 A Ee T ] 4388 08 IV SR Al 54 3
PEEL P ] 45 I P SORHR, S 4 AR T 1] 5 Y SRR 515 B R R | 45 T SR R H R
D26 B R )45 0 T8 SR HAR D2 7 B T T 95 08 T8 SR H AR D2 8 B s 1438 1 T8 W K
JERKQT R 5721 B HA s ] 95530 T8 V. S K QT Rl 572 2 S B, o ) 4553 38 V. 5 JRKQT Rl 5723 W 2, I 1)
5 3 TE V. 2 TRKQT R 5734 B s [ 458 08 T8 IV S IRKQT Rl 5725 B o ) 458 18 T8 I 2R RS I 3 1
PR T ] 45 P SRS IR 22 2 AR T 1] 5 Y SRS A 1 3 AR R ) 44 T I SR R VR
T2 B ) 45 8 I SR HA 52 7 [R) D s B A2 B A AR A TR AL PRI AR T IR | ) 45T 1
B/ BN AR AL TSR RAZ IR | 1 $ @ TE 2 B0 /AN AR A TR A RAZ R | ) d5 @I 3 4/ Al
W ALTE AL FRIRAZ T BR | ] 45038 4 1] B8 1 28 b AR 50 N 52 A I 55457 TOMAO [R] Y5470 M2 0 72 57 4
P2X5[H T F A A A E 4 B S R 3% 8 IHIE B I SUEIE & A 7 BB G uR6 41 38
RAIR AR BUE I Il I8 8 I CATSPER2ARAA 1 A 52 1 25 118 18 55 4 CATSPER2AB {42 L {5 52
(1) 4 T8 5 [ CATSPER2ARAA3 | B0 38 B 1 A8 44 1 1 e 7 DR A O T 2 I — £ 1
FERGETPTE . & % & (Ryanodine) 524415 1A 8 52482 35 1 & 52 143 SH3KBP 145 &8 (1 1. FE 1)
T I A2 A P U 3 1 ) B IS A2 A Vs A T 4 T PR I A2 A P A IS | R ) BT I 7 A
FEIHIEG6 KT R I A2 AR A IEIE T /N S5 VS AL A IEIE & 1 1 /N AV A e B 1 2
[ 2 244 /N S A B T £ 15 3[R D) 3 2L b /I FL SV AL A I SK 2 /N L 34T
oG B 38 SK 3 B BT 8 B 1V SR R4 T T 2RI B a0 SR A L TT T2 3 2
o P AL | TV B8 38 2 1 a P A7 TX 2R 4008 T8 B8 (9 o SR A5r V2R A 00 0 2 1 Ol BT
VI TPy 38 2 (a0 547 VI T T2 0 38 2 (1 ol 547 XY A3 18 25 ] oIl A L X T 2R 3
T EE A oV BT VB R AT AL ATP BB MR P I B aa 4 /AR ATPRE v BE RS R DGR
FIHIE KT 9% B B -l e 2 A Zh S R4 L R A B A BE 1 - 1B1 BT I A2 AR T R BH 25 -3l
B SRARR 5721 S B 2 A4 T8 E BH 25 3 308 V. 5% MUK, B4 2« B I 52 4 8 76 P 8 3 0 WY 5%
JERM R 3 B I A2 A 85 76 oF) 5 -3 0 V. 5% RMUSK, 5726 « BT ) 52 4 9 £ [ 15 -4 3 WV 5% JERM s 17t
T H I 52 AR AE BH S B TE W SRV R 7 1 BT o) 52 A7 5 1 BH 25 38 T8 V. SRR VK, 542 BT )
S AR PH S B TE SRV K 5 3 B A 7 A 9 7 RH S I W SR VR 724 B I A2 AR T
7EBH 28 - IM B V5 VR 525 BT B 52 44785 7 [H 25 18008 I SRV A 526 BT I 52 44 38 7 Tl 1 4
e BYF AR A BT I A7 A4 P A I I8 4 CBY B AR AR BT B2 AR A IHIE 7 v BY AR AR | IR IR T A
T i SPEE L P R G AL 3 R 1 2 VDACA R [ L A S 1] $55EK v 3 . 2b LR )
FEANE TE BBV B L AR 5 1 ) T f A e B 8 T 2 L AR e I S
BB MRS T B T L E S R B B S MR S T B T 2 S RS T B S - S MR S B
13 L A S MR e Ty — L SRS S RS PR AT G Ty — 2307 A7 R S R P A ey -
3G BAAE  FEL S RS P S e Ty — 400 PR RS RS P G Ty —5 W B L R
By —6F AT HL R AR PR A I TE y 7 AT HEL S ARG P S Ty S A R A
LA B S a—1 OV BAA B R ARG PE L AR 45 30 A a— 1 DY B A7 B A4 P2 L2 4T 3 8 a— T S B2
A PR AR 0 A L 28 490 3 T B 1 TP B A7 R S 0 R P L 28 46 T 3 B2 SR A7 v R AR 1 L 2R 4
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TEIE B3V FRA L AR S M L 28 45 38 T B4 W BT P A R TENE 485 @ T o~ 1 BYE A7 L HEL I
WAGEP / QT A5 W T a— LAY, BT B A 5 ME R A5 3 T8 a— 1 BN B A7 FEL G A 00 P T 70 05 e
a—1GE B L ARG P T 20 495 30 T8 a— LHAIE 547 FEL P AR S PR T 2R 85 3l i o= 1 T PR S F TS )
PELA A0 T a— 1P BRA7 B E R 4400 38 B— LV B Ay L A e o | 450 00 B2 By L A 1 | )
B IEB-3 MV SEAT AT S [ $5 B IEKCONAT o AL K 11 3 BNIE IE [FINav | . x KR IR s 5 Al
R b SR B HE 4 @ i Nav ] . 6 JeNav] . 8.

[0181] 7 & sir U, ¥Ry & A ] NG B A 3244 (GPCR) « Bl 7~ PEGPCRELHE(H
AR T AZEAER B SZ AR , 1 AT HE 3 1 28 55 E e £ Bt IR, A5 AR 3 4 2 20 B3 B T 2 B IR
Tl e B9 3 8 25 B 2, BE AT E MESI AR SR B 2 BEAR A ' E IR 2 24k (B
MR 2B EIR AR BB FIR AR 2B IR F SR 3R IR R A2 A
BHEI B Z % (Dopamine) VHMEZI2A 2 LG CEHESIM3 M 2 e VA ST £
E R L 1 AL A L 2R 2 g L ST 2 e LA TR 2 B L 1 RIS 2R L 2R IS R L SR LT R 4TI T R
SRUIMIE R 6 RMIG R TRME R SIS = B IE R R RS IR EK R .2
T SR 2 VR I (Bombesin) 22K (Bradykinin) Chaid B F 2 (anaphylatoxin) «
Fmet-leu-phe APJFHE AR MR -8 BHANZR -8 HEXMANE-8.C-CALBRIAE 2]
A J e KA C-X-Clath iR QR 68 J H e ) (C-X3-Cath i Z IR BRI 46 2 CCK L A
RICCK \BRICCK, HEICCK N e 3R R e R (R e R MM B0 R 2 EIR R Pl s B &
Bz AFEPUE Quffy antigen) (HAFLEBIHUIK (GPR10) (HHZIRY (LR THY) (PP kY H
BEMAMRY LR Neurotensin) G OWK M XAD ERKIIER A R5H) (EEUK
(B2 JiiP (NK1) 52 K (NK2) A2 Y55 KK (NK3) s IR ARE 1 s SR 2. 38 o e 35/ s A
PR AR INEETR CETR/ R ETR GBI EIKER (Conopressin) A TR
(Galanin) B8 RS LFE . B8R A Orexin) AL IKFE . QRFP LR 2 AR FE  fh &
YT BRUAE (P22 9757 KU PRXamide) I ZR 52 44 (ORI RIB0ER R B iR B R - U I 2=
B THCIRIR R TR MR IR R T TR PRI R) - (L) MR A VB HES AL R
(1-52) G HESN YIS BLAL 28 5 19 I DAL 45 o 1 JRe s L 2R 5 o 19 S s 2 AL 48 o
RN 3B LR T A B T A IR e (R T TR 1 213) SRTFIIR 2 (51
RE2WAEPL BT R R E2/ D23V UEP2 BT ZI IR ZRE2 L ZUEP3 B ZI IR RE2 WV AUEPA (T IR 2=
F2-a WP A ZR) LA 2R L 1 2 3B IR WA 52 A (WEne 52 /AP2RY1-4,6,1 1 GPRIL,MEM =7
1AP2RY5,8,9, 10GPR35,92, 174 \FELIA 32 4KP2RY 1 2- 14GPR87 (UDP—7 i Fil) 25 K RS « L /MR
AR AR MR R R RO RS L TR PR R S B RO R - TT AR P I BB = L Jle 3
B FE L 2 7 (Corazonin) EHVIRIR B ER B = EF IR =B R A K
BERW R ERKBRERW R W 5 E ETHR) JFE 2 Melatonin) VA PERHHR X
LPA (EDG) \ PP S G IS | - FRIREdg—1 V& L B IR BREd g2 P &8 BH i B |~ PRI E dg—3 VA IfiL
W EIREdg—4 . M2 ME LI 1 - T PR EREd g —5 « P2 M I B 1 - BR BRE d g —6 v L% IR FREd g —7
PP B RGBS | - T PR BEEd g -8 H'ERdg 1 = MiBASZ 4K . (1 = MAiBASZAKBLT 1 . 1 = MiB45Z 44
BLT2 AL/ H e A e A& A% 18 2K  SREB Mas Jii J8 22 [K] M MasHH 2 (MRGs) \GPRASEE .
IDE R BE 2 F = 05 G ER AR RV RS2 A Vi 25 IR DT IR 32 4k (GP40.GP41.GP43) \BIR A %
FE PRS2 AR R T2 R R . B 0 R e A 2R AR KR RO RS IR
PACAP. 73 b 2% L V& VE I 2 IR Wik 22 2 55 A EE ) (Latrophilin) o 1 ALK B 22 S AN ER
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A 28 Wk B3 R SR AN AR 1 L 3 Ik B ORI ER 1 ETLAZAA | i e S R I A Al 101 ] 771
(BAD) F - b £ 251 Methuselah—1ike protein,MTH) \E5%EZEGF LAG (CELSR) A& KG
FHAMME AR CRIERIP A EDR/EER TR TTTAEACH 2 Z R B I8N A 41 f A
PR F B eI BB 1R B 3K %2 44 \GABA-B.GABA-BIV. /Y | .GABA-BIE 742,
GABA-BAE . fILJLGPRC5 . fLJLGPCRE . oL BT IR 82 (Bride of sevenless protein,BOSS) .
KAk (TIR) DR EEF B R HEE B HRA-FFFE (STE2.STE3) . K15 B H=BHE (BAR.
BBR.RCB.PRA) \EScAMPEZ A4 I AL AE e 2 1 A5 il B2 1 / R AR 48 (Smoo thened) R A4 45
e Fz 12 K%4 k5% 7-9) BHEMEN Fz 3/6) CHAHMER GLE) B EZIE 4
WAL AR R AR AR S 7 B/ A/ B EALE A

[0182]  ZE sty A b, A8 SCHTIA 1 SABARE &9 A 49 5 A — LA R i P £ Bk : BOTOX
Myobloc.Neurobloc.Dysport (BUH & MG R FH E AT R) (P # o L iTHE
% (daptomycin) \YH-16 SR L PE AR B R a (AEME A] 55 (Filgrastim) . U4 Hi Hi 5o
(cetrorelix) \AME-2. 0N (@ldesleukin) B FHE A (teceleukin) JHi B A
% (denileukin diftitox) . FHEan3 GEHH) . FPHRa—nl.DL-8234. F MR . ZILE
(Suntory) (y -Ta) « FHZE v WlEZal M ZEHVH (tasonermin) \DigiFab.ViperaTAb,
EchiTAb.CroFab & PH7 ik (nesiritide) FiJ P43 (abatacept) JBA7EFEEF (alefacept) -
FIEE Rebif) 3 FERFW]a (eptotermin alfa) EFIZIHAK (teriparatide) (B FUBifa%E) 7]
FESTBEE R () JBEF R (Bl & BB iE) KK PE Y (etanercept) « ML EAZKAE B Ah 4
(glutamer) 250 (4F) fl 57 2 2 4r (drotrecogin) a IR R & A B . K H5 571K (carperitide) .
FH NIRRT AKRF G HER, 510 @4 DWP-401.15 D17 a (darbepoetin alfa) .
W] © (epoetin omega) AKIHVI BRIV a HuVh /58 (desirudin) RIT /5 58
(lepirudin) -EbA% /5 %€ (bivalirudin) i HR#EIL 2 a (nonacog alpha) &L R - DXCE 157
(Mononine) HKAREE ML Za (eptacog alfa) GFfk) «EAAKFVITI+VWE IR G A HT L AL
K F Recombinate) AR FVITT R FVITT (FELD) M PFEPEE ML F (Alphanate) . ¥
HElllZE a (octocog alfa) JAIFVIIIIHE HEH (palifermin) EIHUEES (Indikinase) & 43
E i (tenecteplase) Fi & Ef (al teplase) THAKEEF (pami teplase) I B i 2 5 1
(reteplase) - V& I (nateplase) «Fa % Wl (monteplase) J{EURIfEZa (fol litropin
alfa) .rFSH.hpFSH. K K% (micafungin) AE#% &) 5 (pegfilgrastim) i 7 2
(lenograstim)  FISFLH] 5 (nartograstim) &Ik (sermorelin) - i MLFE 25 . 3L ZE AR AR
(exenatide) 2L (pramlintide) KT EE (imiglucerase) NS (galsul fase) «
BA Al il *F (Leucotropin) « BHi @) & (molgramostim) « Z R M AR (triptorelin
acetate) ALIZHIM (histrelin) (JZ FAEA ,Hydron) HB¥& AR (deslorelin) «ZH & FmAk |
HABiEIM (nafarelin) SEAImAK (Leuprolide) FRE B it /747 (ATRIGEL) 5 A B MR AEL N
M) (DUROS) X &K (goserelin) «RBIL I F (somatropin) HLHI*F (Eutropin) KP-102F%
2 B E R AP (necasermin) (E KM B R FH (enfuvirtide) .
Org—33408. ¥ & (insulin glargine) JHiA RS2 (insulin glulisine) JEE & (K
AR IR S 2R (insulin lispro) (HURFIRES 2R (insulin detemir) \JREZF (BH) |
RapidMist) \E R MIER; mecasermin rinfabate) [ HEE Wi & (anakinra) « FHE A A
% (celmoleukin) -99mTc—f Fh ik (99mTc—apcitide) yESH & ZULEE (myelopid) « DIFZ2
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% (Betaseron) . LIR#&HiBR (glatiramer acetate) .#%5% (Gepon) V0 4% &) &
(sargramostim) B A FK (oprelvekin)  AEAMATEaTINEK Bilive BH &K
(EH) EHNFEEE R TIEREGZEK (insulin aspart) EREHF P ZE-A Roferon-
A) TR -a2. B /RiEIEFE (Al faferone) s T RKalfacon—1. FH 2 o Fl iR T v i
(Avonex) L A AR AR U FTVAE TE B (dornase alfa) (Hi#EH] (trafermin) 5%
Z MK (ziconotide) IR (taltirelin) JHufEEE ] a (dibotermin alfa) K6 PG
(atosiban)  JU-REHH (becaplermin) HKFF LK (eptifibatide) .fLHHi (Zemaira) |
CTC-111.E A& (Shanvac) B HPVIE 1 (FU4h) \NOV-002. B il ik (octreotide) = Hfifik
(lanreotide) . % # (ancestim) I NEHES (agalsidase) BT ANEHEa . k-
VEWE IR K b (laronidase) JBg iK% (prezatide copper acetate) (FMHEHR) i Aii 37 1
(rasburicase) «== JE P71 (ranibizumab) . Fi 55 & 4 (Actimmune) i\ SRk GE (PEG-TIntron) . i
AIE (Tricomin) \ 8 4H By /R 3 0 26 Ml 8 5] L T4 A S FDIR S5 RIS ER (PTH) 1-84 (sc, B R
BEFASIE) MEIFYT S e S IR L DR L Bt LR T T T L 4% 22 3% gl °F (Granditropin) 3% B B AR A
(Vitrase) ARG R T E o (OROEEE) GEM-2IS R JIK (vapreotide) 3 LB
(idursulfase) Bl fi (omapatrilat) cEEALILISE A& A B ZIK B (certolizumab
pegol) & RUGHE (glucarpidase) - A E 2 C1ESEE 1 1l 71) (UL PR K M 7 v 75 5 il
(lanoteplase) EEAHA NFEKEZER B KFHH (enfuvirtide) (FEETEST,Biojector
2000) VGV-T.FHLEK (@) F5PE40E (lucinactant) (P ikHE/R (aviptadil) (G ABL, i)
VYL (icatibant) IRA[ =K (ecallantide) - B KINES (omiganan) B 4% H
(Aurograb) . Z B} P N (pexiganan acetate) \ADT-PEG-20.LDT-200 . Hhjjn¥ 7o
(degarelix) I/ % (cintredekin besudotox) \FavId.MDX-1379. ISAtx-247 . FlHi &
Ik (liraglutide) VEFILIANK CB BRERAAAE) BHET]IE (tifacogin) JAA-4500. TANB IS {4
Wi RFL D B3 (catumaxomab) \DWP-413 ART-123. 5% BBk (Chrysalin) . E A WA
(desmoteplase) ZHIHEF (amediplase) AR PIL Fa (corifollitropin alpha) \TH-
9507, # LIk (teduglutide) \JEZAHE (Diamyd) | (DWP-412) AR K28 CREELRETOESD)
HG-CSF. i 3= (AR ATR) BRI R (WAL, Technosphere) JJREZ (AL, AERX) |
RGN=303.DiaPep277. T-Hi 2B (CRUfiT J i EIE L (HCV)) s T-IhzRa—n3 (M) - DUd i o ¥
(belatacept) £ &% W L AMG—531 MBP-8298 . I & i (Xerecept) . B EFEL 1K
(opebacan) \AIDSVAX.GV-1001LymphoScan . 3Ji4f# (ranpirnase) A # (Lipoxysan) - /7
SR (lusupultide) MP52 (BTl 2 = F5 8044 , B H4) B A RBE T A Y KW
(sipuleucel) =T CTP-37. EI B (Insegia) AEREHI (vitespen) - AJHEILES (AU, FA
i) EEMEG  TransMID B B4 VAR (alfimeprase) 5K 4 FE AL 5 410 JK IR IS
(Puricase) FFFIINEE (terlipressin) (FIKA , FFE SR G1E) EUR-1008M, EZAFGF-T (7]
VRS, M%) JBDM-E B B A K (rotigaptide) \ETC-216.P-113 MBI-594AN.jif A & &
(duramycin) (g NFEL, BEMELF4EAL) L SCV-07 . OPT—45. P Jz 411 25 L ML I 25 L ABT-510 /%
S 455 Bowman Birk) 311 FIMK 457  XMP-629 . 99mTc—Hyni c— T E 45 4 48 11V R0 iy
(kahalalide) F\CTCE-9908 . £ 4EHi 5t (teverelix) GEMURIR) BLIL B3 (ozarelix) . Bk
3% (romidepsin) BAY-50-4798. 4/ & -4 .PRX-321 il 7k (Pepscan) . ¥ A7 fih 5 4>
(iboctadekin) rhFL AL E 1 (rh lactoferrin) JTRU-015.1L-21 ATN-161 . Fi£ 7 Jik
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(cilengitide) P /R4 %5 (Albuferon) bk #% 7 3d ff (Biphasix) IRX-2. o T-#L 3 .PCK-
3145.CAP-232., 10155 ik (pasireotide) huN9O1-DM1 . BF L5 2 VA 77 9% 1 . SB-249553
Oncovax—CL.OncoVax—P.BLP-25.CerVax—16. % Fi7 ik B 4 200895 1 (MART-1,gpl00, BE &,
FRWE) A3 KAERE (nemifitide) rAAT (I AZY) (rAAT (FZK95) CGRP (M AN, B2 Hi) |
(pegsunercept) IR = B4 F)1EE (plitidepsin) ~GTP—200. 85 % Hi 7 (ramoplanin) .
GRASPA.OBI-T.AC-100. fiE:f fE 53R (i eligen) FEE5 R (DK, & BB 6E) VD HAR
(examorelin) . K& FHM (capromorelin) « RfyE (Cardeva) 4E$H7 18 (velafermin) «
131T-TM-601 KK-220.TP-10. B 7 ik (ularitide) Hi3k @Mk (depelestat) #if S ik
(hematide) . 7% B GEAK (D) .rNAPc2. B K FVITT G 2 —FEAL g FidA) \bFGF R 2. 1%
Ak, T 21 %8 A5 4K . V-10153. SonoLysis Prolyse.NeuroVax.CZEN-002. [ & 40 i 5 £ 97
15 rGLP=1.BIM-51077.LY-548806.1% 72 B Jik (exenatide) (35, Medisorb) -AVE-
0010.GA-GCB.Fil fRFR Ak (avorelin) \AOD-9604. Z, BE FIIBI& Ik (linaclotide acetate) .
CETi-T.##5< B &% (Hemospan) VAL (A]yESH) P /E RS R (AIVEST, Viadel) & A J#E
KSR WA RS E (O, eligen) EH PRI ABZE R LES A
(pitrakinra) (2 NiESS,eczema) S H (AL THy, B0 ARKE 4 Mul tikine) JRG—
1068 MM-093 .NBI-6024 ,AT-001 . PT-0824.,0rg—39141.Cpn10 (A 1& S 2/ 2 5E) « tafl 2k
fEi6 [ (talactoferrin) (RIM) rEV-131 (R ) ~rEV-131 (FFIRIE Z%) « IR EEZH A 2K
f 5y 2 (B JK%) SRPI-78M, B 56 1 /v & (R) \CYT-99007CTLA4-1g.DTY-001,
(valategrast) - FHtZEa—n3 (GRH) . IRX-3.RDP-58. V45 & (Tauferon)  IH 71 5 18 14 A8 iy
fily M H G Merispase) B PEREESEG \EP-2104R. ZE 5 #%3H (Melanotan) —11 4 & BRIE
(bremelanotide) ATL-104.HH AT A4EEH AR (recombinant human
microplasmin) \AX—200.SEMAX.ACV-1.Xen-2174.CJC-1008. #ME Ik (dynorphin) ALSI-
6603.LAB GHRH.AER-002.BGC-728 . JEH % 1 (i E:KE, PeviPRO) JALTU-135. 4Nl EEB
19JE T Vi B 1 (R AP IR T e /HBVIE 1 R T % 11 W Vacc—5q. Vacc—4x
HIVIE R (K R) JHPVEE T . Tat38 & . YSPSL.CHS-13340.PTH (1-34) JE M A E
(Novasome) - B4 /R (Ostabolin) —C.PTHIALAY) GR I, 2F B2 J8F) MBRI-93.02 . MTB72FJ% i
(%5 1) MVA-Ag85AYE 1 (%5 #%) JFAR-404 .BA-210. B 40 W AR I VIE 1 L AG-702,
0xSODrol.rBetV1l.Der—pl/Der—p2/Der—p7it F4E (A & v/ (R &0 PRIJKHUE (A 1
) R A rasyE i JHPV-16E7 5 % v R PR m (BRdi) OMLYZ i WT1-ARJ% B (EE) L 1DD-
5.CDX-110. fith #7 (Pentrys) «i& &4k Worelin) -CytoFab.P-9808 . VI-111. % &K ik
(icrocaptide) - &1 (telbermin) (57 ki , 4 R w8 2 3515 97) 7 Fili 3 (rupintrivir) .
FHBED (reticulose) rGRFPIA a—2 FABEFEFA L ACE-011,ALTU-140.CGX~1160 ., 45 &
Tk Z VAT IS T JD-4F \ETC-642.APP-018.rhMBL.SCV-07 (I Ii, Ffi%54%) \DRF-7295 ., ABT-828.
ErbB24 SEPE Sy 85 5 (FURE ) JDT388IL-3.TST-10088.PRO-1762. FEUl I FE (Combotox) -
AENHFEAK-B/ B W E-Z S Ik.1 1 11n—hEGF.AE-37 .l ZEk B 37 (trastuzumab) —DMI .
FEHUAIGL IL-12 (FE4H) JPM-02734. IMP-321.rhIGF-BP3.BLX-883.CUV-1647 () . 3L TL-
LOFRITEOT S B8V 97 79 (B IE) \Re—188-P—2045, AMG—386.DC/1540/KLHE 1 (RESE) LVX-001 .
AVE-9633.AC-9301 NY-ESO-T 1 (k) NAL7. A2Jk  BE €4 25980 ¥ (kb J5 a7 7)) w771
W CBP-501  EL 20 N R AL B A (FIR ) FX-06.AP-214 \WAP-8294A2 (R]{¥
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5F) JACP-HIP.SUN-11031.J)KYY [3-36] (BEM¥, /) JFGLL.FZE P5¥% (atacicept) \BR3-Fc.
BN-003.BA-058. AJSHUIRFS MR 1-34 (BN, i BB AA%E) JF-18-CCR1.AT-1001 (FLBEVS/
MEJKI95) « JPD-003.PTH (7-34) Jig Bk FLE (Novasome) iy A& 2 (IR A, T %) .CAB-2.
CTCE-0214 B 58 7, — B Ak 41 40 4= 1% 2% L EPO-Fc . CNTO-528  AMG—1 14 JR-013 A FXIT1. &
FFEE (aminocandin) \PN-951.716155.SUN-E7001 . TH-0318.BAY-73-7977 . & 43t v (37.R[
B0 JEP-51216 \hGH (% HlBE i, Biosphere) JOGP-T. (sifuvirtide) TV-4710.ALG-889.
0rg—41259.rhCCI0.F-991 . g Tk (thymopentin) (Ififp) «r (m) CRP . I PRI i 2 L 7%
AR (subalin) \L 19-TL-2F& K N A Z 1K (elafin) \NMK-150,ALTU-139.EN-122004 .
rhTPO. ML /MR A 1 3R 52 ARAR 28057 (/MR D) L AL-108,AL-208 , #1284 K Al F5 30 57
(J&J/) ~SLV-317.CGX-1007 INNO-105 [1 7 7. MHAIK (eligen) \GEM-0S1,AC-162352,PRX-
302, LEn—p 244 9% 1 (Therapore) \EP-1043. [ifi % 8 EK 1 (S pneumoniae) JLEME T 2
PP IR A A BT (Neisseria meningitidis) BFUE VHIAE JLBRBEERBEZ 1) R IH
PIET VHOVE T (gpE1+gpE2+MF-59) H B 98 J77% JHOVIE T (% OB i+ T SCOMATRIX) hPTH
(1-34) (£ Jz,ViaDerm) \768974.SYN-101.PGN-0052.F7 4k Z B} (aviscumine) \BIM-23190.
I 45 1% 0% 1 22 SR TR S BRI e % 1 B R [ B BF (enkastim) \APC-8024.GI-5005,
ACC-001, TTS-CD3. L& #E[a] PETNF (SEAE ) 2 &N 2 (desmopressin) (£ 5 il B
) BIBPE Y (onercept) < TP-9201.

[0183] 75 H & o sz g s, SABA S & B ((EAFR T) BL R B3 93-Bl A FGF21 (Rl £F
HE A A KR F21) JGLP-1 (BEm ML R FEAR L) JExendind JE 5 & S 2K K .GIP (B
EIFRI AR IR S R 2 ) JEEEA JIL-1Ra (AR 1RSI VIP Qs T k)
PACAP (FEAKBRTF B FA LB EOE 2 K) V& (INGAP (B i AR Ao A1) JBUP-9 (B IR & KA
HH-9) JRIEE PYY3-36 (IKYYs-36) PP (BEZIK) (IL-21 (B Z21) (IH £ %5 % PRGN CFikL
FEAFME) Atstrrin JIEN(FILE) (Apelin L HHEE OCN) o

[0184]  ZEH & HIR RS 3, SABA S — Bk 24N H B Fn 345 My 1Rk £ - %4 451 1] 5, SABA
Al 5 A EA AU AN L s P34 M IRt 4 o 28 H S OPn 3 4 A T 45 A
GRS S PN IR NG

[0185]  FERELLSLjE Ty A rp , AR FIEFRAL—Fi AT H T 2R R I SABA-Y R 547 : SABA-X1-YEL
Y-X1—SABA, H: H1 SABA N I A ST AT IR I SABA 2 JIK (L FEATART Ny % / B oy ZEAHY) 5 Xooh 22 ik =k
(& A I3k A B ISEQ 1D NO:65-88.,216-2218397 1 [T—2) , LY A WA SR
BIT RS

[0186]  7E e sty U, A FIE SRR AL — P AT B T R R SABA-Y Rl 5 : SABA-Xi—
Cys—Xo-YERY-X1-Cys—Xo—SABA, H HH SABAA W1 AR LTIk (¥ SABAZ fik (B0, 45 AT Nui A2 / B Corg
REAR, XONAT IR H) 2 KBSk CEA ISR BHEBIAISEQ 1D NO:65-88.216-2218(397 1 {1 /T
—3) , Cys N AR , X L AT AE I Y GEA BRI SEfl R TR 1) , AY
NN SRR IG ST M43 o« FEB R PR S T7 S 1A 22T AR B TR B A 5 - ol It IV fi
B3, FAT T3 B A S — 28 Pk K3 v /R I Michael addition) 67 4 4%
A T SABAZ IRV ComCy s , B SABAZ IR 4% & T-VR 97 MEBE 73 B ComCy s o

[0187]  fEH BT, SABATI 454 T PN BUR AN LA 3G9 7 TEER 4 o 280901 5, A8 49 7]
DAL 2 BlHEZ1 254 SABA, 451 1~ 3k F Rl 54 7 5111 N 42 Coig : X—Y—SABA . X—SABA-YB{ SABA-
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X=Y, Hrp X RYR RN FIR ST 5 %A FR ST 33 vl ik B AR SCA H AT — 5
e

[0188]  1.FGF21

[0189] R4t A K K21 (FGF21) AE 54& 3 8 1 BRI FGF 2R IV Al 7 o IX 24 2 1 o
FHH 455 R T ACFGE 2 440 (4 o 22 1 % Sl R Rl 2 IR (1) i 570) KA FH - FGR2 LANZ KR I HE
TR 5L, RO HASES & BT 2, 1 75 BBk Lo tho (H Ay B ) 5 R 2 1) 1 TG PRI L2244 L iX
Se 57 ik BA Tz AR 53 A5 AHB-k 1 othoRiA AR T HE 2L 20 23 (FFAE IR B &R AE) , 9 HLig
M i& Bk lothofJ2H ZR1% M R IA MK T FGR2 1 254 5 MR 1 o A AN 78 K BHFGFR 1 ¢ (FGFR1fH —
FhIFI 2L S FGERA Sy M 1 G iy 4L 23 % B A A A0 3% 52 44

[0190]  FGF21 78 244 V45 8 1, HLFGR21f 2 i Al 5 80 PR E - FGR21 #E H 15 5
ERK & 4k S GLUT 1 3 IA 1 34 N3 T3-L 1 G 7 40 B 22 S5 A S8 Bl 41 5% = P 1) 7 60 B e
TEINS-1E4M B &2 43 B B R &, FGF 21175 5 ERK S AK TR R AL, o 76 - 41 M R, FGF 21 5l 38 i 7t
FGR{5 545 5 ERKBEER 1) Hoys A & 08 7= AR . i R SCE— 2B B , A SR (1 SABA-FGR21
BG4 m] FTV6 T BT 2 AP AR Ik A E o

[01911  FE—ANJ5TH , A G SR AL 5 1055 A & A 45 41 Pn3 (JRRISABA) Bl & IFGR21 & ik
FFhA W) R SCIEH FRONFGE21 -SABARE & 42) 1) FHI& - FGF21-SABARE & W5 B A & A HEEFI
B4, A5 I SABA-FGF21 \FGF21-SABA \FGF21 -SABA-FGF21 &5 , 26 {51 7 1tk ) 24 Jj8 7
TFZR2 AR, BT AR ST 8 R IPGR2 18 FE (R BEFGR21 T RE TS PERIPGR21 A8 44 . 855 1
AT ZAB T 2R TRED, AR SC TR R FGF-21 R3S 248 i T 2%, A0 s S se S L B L
B B B A Sk, e — Bk 2 AR AR O AR NS AB M B BR B A R AR &
SR AB T, M I AL 181 , R BB R PGF-21 A 36 R 7] .

[0192]  2%46|11 & , WP 4E B A KFGF21A0SEQ 1D NO: 117H 7R - 6 290 BF 2 IR Br & FGF2 145
IRI8EA SEQ 1D NO: 118FT /R L FGF21 731 o 45 FiNis 231 (& @SEQ 1D NO: 119124+
(AT — 3 B s () FR L 5 3) AR N2 4% 0 FGR21 /5 1) (SEQ 1D NO: 118) [KIN3# 317 B8 Th B
Vo AN, His6 b2 Al ¥ INZENT (BIA1SEQ 1D NO:128-131) %L FGF21 3 Bk = Cli 22 4
PR, HPT BUORT AN SN2 AZ 0 7 F I Cig 1T AN 52 0 L3 26« Bk A1 , FGF21 5 SABARI & 43 - 1T DA 4%
HEFGF21-SABABLSABA-FGF2 1K > (E045 A A SO ik HLIAT HA b B RN AR AT AR Y Ao
TEAR K 2 FE B1)) S 1 AS B ARG 21 ThEEVE P (3 0451 1152 51B6) &

[0193]  FEMI7R M SE Ty SN , A FRE $R AL — PP SABA-FCF21Fl &4 , Ho i FCR2188 755
SEQ ID NO:117-1188(125-131(%/%%1,8{5SEQ ID NO:117-1188(125-131 I F—F H A
F/D70%.75% 80% 85% .90 % . 95% 97 % 98 % 5599 % [F] — P K] 7+ 5] o £E L s it 7 2K
1, SABA-FGF21 -S54, SEQ 1D NO:132-1749 {4 —F ) £ 51, B 5 SEQ 1D NO:132-
174 T —F B EDT70%.75% .80% 85% .90% 95% 97 % 98 % 599 % [F] — VL (1) )5
Gl

[0194]  FERLLLsLy Ty A, AN B St —FPA] T R 7RI SABA-FGF2 1/l 547 : SABA-
X1-FGF218{FGF21-X1—SABA , H: HH SABA Y W14 SCFT iR ¥ SABA 2 ik (£, F AT AT Nitg J% / B Cg 1
M XN 2 kB Sk GE A3 A FEHIIISEQ 1D NO:65-88.216-2218¢ 397 [{AF—3) , H.
FGF21 AR SCHrR IFGF21 K

[0195] 2.fE =
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[0196]  FE 55— 7, &K B RIRSABAL i 5 REL & 75+ s = NI iR N Be = A
AT IR - X P 22 JIK HH e Bt 5 4 430 T XLV £ MLV 12 22 ORI S LA
J5% JTE Ty 0 L 1 OO ek ] 2 i A0 35 D A sl A T o A i i 5 2R 40 b S/ B Bl R AT
fA] 20 Rk R S B 2 00hE , ARG SR T8 0 A6 R W D A it I o A i i 26 AR L £
A - 3R R A 2 RS R R 0 O T b e R S BB AR E AR T N iR B 5% A/ 50w
I « o R A B IMLAE R s R R s FR Bk = v UREAE o= I B AMAE  #=1 BR HRE S B R 9 A b
PR3 B 93 o DRI I AR SC Pl (1) SABA- iR & 2= il & 22 IR T 0d T30 97 S8 L e i A/ BUW
EH) 52T

[0197]  FEHIRPESL Ty T, AR FH T AR & BH D 180 52 2= 30 0 A0 R R A AE I s 2= AF
Y& U 2R RS R AT AN SR IR R N R R AR RS REA T GEA
KR X BB B e & 2) 2R, o D@ U I /B s T 20— &t
PRVR A o LIS TR n] A BB S BRI o« R I B AT AR o R SR AT AE I i B R BRI
RAUATEY, O &k 7T, s i A — A E AN A ARSI — A2 A
5 B A 2 B A RAR AR i o 451 7 T i 5 2R SR AR T30 | B R 587,476 ,652'5 1, iZ R DL
o DRl Ol v AN N s

[0198] 3. fig i =32 4K

[0199]  FE—ANJ7 I, AR B IR SABAS i &5 RS2 AR IR Bl & 3 o £ SR L STt 77 U, 1%
JiR 5 2 AR IR I ) B S AR R & JE 2687 £ 710 (KTDSQILKELEESSFRKTFEDYLH; SEQ 1D
NO:175) o i b 2R 52 A 7 — P FHIBUER TR 5 22 V6 M 1) 85 T 52 AR T S R B G - fiot Iy 3R 32 A4 v 4k 5
RAT T PRI B, B 415 3 &) W i ia Ak it s 2 AN Mo 3R i, DA 15 20 Mo m] ) oA 0% E ]
W o ] 2 R TR R 3 L AE IR Uy 40 B A U2 B Hh 3R AT o JBR B RS2 AR ) D RR B AT 45 R ) 3 AN UK
PEBIT AR O, ol W R B AR PRI A 1 20 M oy M i i ) B ) By 5 LR ) B R RRE . 5
Ji & 25 ST AR L R RS A SR 1 He e i E B A 2 W E 45 A iE (Donohue Syndrome) F %' i ff =
B REEEAE (Rabson—Mendenhall Syndrome) o K11, 48 SCPTIA I SABA-FR 55 2 52 44 IR Bl &
W) 8 7 1 P 3 P S V0 97 AR A T 2 2R R PR s B 44 o ] 2 R R AN 2 A O 1) L E
ZIRELRANE LB R 2 SR SR E R 52 303

[0200]  4.BMP-9

[0201]  ZEHLULT i oh , A% W #53R SABA 5 BMP-9Rt & 731 . 5% FIBMP-94H & W) Hti ik T 5 H
LHEE5,661,007 5 [ 556,287,816 5 1, i LRI LA 430 5| I 7 SR AR SCH B TERS
KAEEA GMP) )& T A K 1 L R 1 TCF-BS ik . BUPE S M CEH TE N S £
HEeHR PRI R BIPE 545 T ARG K & UL R H A Ja 2430 AR R 455 B o
T 5 5 T IR TR 5 W HERRE 2mRE )5 28 RO E R I B R SR IR o

[0202] B RILEEIL A FHBMP . 7EIX EL 4, BMP-9 - EEAEAESE i iF e b Rk, H 5
JH- 240 i P 385 S Dhe OU IR &8 ™ 42 G 98 - BMP-9 I AL £E 0 40 B T - 9 S A i )
B9 S EAER BB AR AR E/EH . R, A SCHT A I SABA-BMP-9F & 2 Jik
AL 3dE TR T & FB o SO E , B A0va I7 25 PR B 45 1 A e IR IE AR A 1 B 9, B AR
ST B/ BRI T B 25 Pl RE R BB e A/ B AE

[0203] 5.JEVEZR (amylin)

[0204]  fE—E75 i, A K W HEIA SABA Y e 3= IR & 70+ R iE 2= (B S e EE A
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Z 1K, TAPP) J}y EH JEBAN ML 4 WA B A 3TN R BRI /INIR R  JRIE R SRS R FIR i, B
BN e i g 5 25 o0 W R AT IR S | 1 s Sl B S AR A M IR IS 5 OB SR TE &R
TERL R A4, J5 3 5 IRBAN M JA T MRl AE T A 0 . SR B — 80 & , R =l T
B SR 2T RO B R AT JER 5 20 (M oy 43 A i) 1) S I e i o

[0205] iR 25 ] AR Ml PR s AR 3 UG T ) o R IE 2R IR 1 il %% F0A T 22 [ &R 565, 367,
0525 91, iZ 1G4 3CPA 51 - 77 3R A RS B, S5 [ R 556,610,824°5 [ 557,
271,238%5 (4 3CUA 51 T IR A A SCH) #ERFE HAsn . Ser )2 /B Thr i A (1 B AL B B
JSC ) IRE 2R BB BN R AU, HomT T390 97 BOIRB AR LAEAR O o DRI, AR ST Ik (1) SABA- g
VE B BlS 2 AT i TV 9T AR AR E  JEJRE B JR o IR B B AT R =Pt gR &
fIE B2 O MU BRI 1) 52 3 - SABA-JRE =Rl A W 1) ] & 53R T s 451 v o

[0206]  AE—NJ7 T, A HE SR 5 I A & A 45 A1 Pn3 (JRRISABA) Bl A fikie 2 it
FRA N (R U G BN SABA-EUE KRl -E ) 1 g . SABA-FEUE K b 518 B A % FhHES
(K1 Bh-E 1), 403515 FISABA- B UE 25 B vE 25 —SABA  ZE M7 PESE i J7 20 , SABA-JRVE R Rl &
VA& Wik HE B, DA 15 R 2 IR B Compiif B8 , 3 FO VP 7R 2 g 3R A T B e A ot 28 48] 7R PR SABA-
FRE R AL A M B R TR 2 AR, LA B4R SCHT A IR R e R IR B TRiE &R DRk
TG T ) R 2R AR B TR S AT AT BRI 20 7RI, WA SCRT IR B R IE R 7N B R &2 1
T, ARG Ll S B R O Bl 2k B AUARI o B DL A, e — B2 A E R R O AR N B 1
1) R PR BAE R ARATFAE R E R BRI AB M , S Wb A8 1 , R E 2B R 8 e
RN AN E TR AT AR PRI UE 2T I LASEQ 1D NO:296-303 2 T-F2H .

[0207]  FEAI7R M SE Ty TN, AFR G R AL — B SABA-FRVE R AL A, Ho iz ke & 7 8
FrSEQ ID NO:296-3039 [\ 4E—F K751, B 5SEQ ID NO:296-303H [{4F—F A A 2 /b
70% .75% .80% +85% .90% .95% .97 % 98 % BL99 % [F] — ML (11 7 71) . 78 HE e st 75 o
SABA-JEVE ZBL- &40 & SEQ 1D NO:304-328H [\ fF—F /771, B 5 SEQ ID NO:304-328
T —F B £ /70% .75% .80% .85% .90% .95 % 97 % .98 % 599 % [ — P (1 7 71 .
[0208]  7E el )y s, AR FRE IR AL —Fh A HH T R IR 1 SABA-JRVE R Al 547 : SABA-
Xi—FEIE 25 HoH SABAY WA ST AT IR (¥ SABA 2 JiK (6345 AT AT Nty % / BR Com SE 1) , X0 2 ik 23k
CEA L AFEHIISEQ 1D NO:65-88.216-2218%397H [I4F—3) , HIFRIE 2= A S pr
IR PR R 2R R R BRI AE Com R BR R AL - FRVE R AR T A AME & Cys! "Bl Cys™ T R B .
[0209]  7ERLeLsiji )y s, AR B R AL — P HH T R R 1 SABA-JRVE R Rl 5 47) : SABA-
X1—Cy s—Xo—JRiE 25 , Ho HH SABA N WIA SCH IR 1 SABA 2 JIK (LFE AT AT N % / B Com 2 1H1) , Xu oy
I 22 ke sk GEA 4L B FEHINSEQ ID NO:65-88.215-2218¢397 1 (K 4F—3) ,Cys
R BRE ER R 2, X N A2 AT AR I TR B ) G & TR BRI S2 ) e on TR 1H) , BB VE 2o
R SCHTIR R BRIE K o BT R BRI AE Com 2 B o BRI KK AT A & Cyst TBliCys™ ' —
T B o 7E 461 7~ PR S 7 S, A 2 AT AR B AT B A &5 A B R i3 43, HemT FH T3 HR AR S
3 — 20 B B 30 S IR N A e 2 k45 & T SABAZ IR (I CiCy s

[0210] 6.PYYs3-36

[0211]  ZEH &5, AR B H5AR SABA S PYYRE & 43 F o BEYY (IRFRAPYY | IR B 2 ER R
PR, SRR YY) S EH R 1 % 485 W v %0 4 i v 12 335 1 R T LA 36 M AR BRIV &2 1 T PYY
A3 VAT R w3 e 0 R U 43 (f9) i 5 2R) SR 35 B il e B AR S FH L ATAS TR 7K1
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PR T B2 DG S ARFEPYY P A R Z R, B A KR (1-36) KRR
(3-36) o AEFRPYY G2 Iz S 1 ) B i W IR ONPY Y3 360 PY Y 6 0 Y252 AR A 55 AT /75 FPY Y1 36
T3HL, PYY 13 360 Y252 A4 HAT AL 80 77, TR I e B4 -1 260 T M3 AR - AN HL 2L (K McCrea
2N ,2-36 [K4,RYYSA (19-23) ]PP a novel Yb-receptor preferring ligand with
strong stimulatory effect on food intake,Regul.Pept 87 1-3(2000),%547-58T1) .
BeAh, DR IE T PYY (22-36) K (25-36) M4 MBI SERLIIPYY Fr Be Al , L 7R A% T 3
BNPYSZAA (Y1.Y4 R Y5) Y20k $8 1 - 2 DL ol n 355 [ ) 555,604, 2035 [ 556,046,167 5,
XL RILL 51 B T7 I AN ST PYY IR S AR TE T S B4 2 A 1 Bh R A7 AR W ok T35 [
LREET, 601,691 59, 1%L HLL 5| 7 X AR SCH

[0212]  ELRIMPYYEVF 2 GG o0, AFE FR TR 41 M 35 g 5 2 i B Ui 4
BARKY, O WoRPYYs-seff RN I 8 & BV (& WL 1Bat terham® A ,Nature 418:
656-654,2002) o K1 , A< SCHTIR ) SABA-PYYERA 22 R 1K) 491 7 Pk P 3w A 45 v 7 A PRE S 3 bk
I DR AG  JR S R PR SR A SO ML R

[0213]  fE—ANJ5 T, A S HRAL 5 IS A & A 45 A1 Fn3 (JRRISABA) Bl A IPYY K 2%
Bl A CR SCIEH RN SABA-PYYRE &) 1) Flig . SABA-PYYRL & ¥ H8 B &% R EEFI K Bl &
Yy, 045 B A SABA-PYY S PYY—SABA . 75 1 7 PR 5 i 77 s, SABA-PY Yl & 4 B A7 ikt 1) HE
F AFAFPYY IR Comiiie 8 , 1X 0 VPR o i3 AT B i o HE L8 4517 M SABA-PY YR A& A E A4 J 7
T2 AR, N T R ANAS SCAT A FERIPYY L FE AR B PYY ZHEE 1 MR PYY AR 4 | 8 38 F 20 S AT
TS 20 TR R, QAR SCAT IR I PYY IR FR A2 IR T 2, A0 F T B U IR L AR B X
R R B DA B A8, e — B 2 AR LR O A B I B R BR B E RARAF AL A A BRI 15
Ui, Bovd Qi Ak A, R EE 2B AR B PY YR A M vs MR RD AT o 7R PEPYY /7 71 LASEQ
ID NO:329-337 }2408-418 2 I T-3 2,

[0214]  EHIRPESE T X, A H G (L — PP SABA-PYYRE 547, Ho iZPYYHS 7360 & SEQ
ID NO:329-33788408-418H [T —F ()55 5SEQ 1D NO:329-33785408-418 [T —F
BB EADT70%.75% .80% .85% .90 % .95% 97 % .98 % 5499 % [7] — L1 ¥ %1 ; EASEQ 1D
NO:329-3338K335-337 H {4 T— & 1 7% 3£ 3-36 . 13-36 . 21-36 . 22-36 . 24-3685.25-36 (1] F£ 71 ;
HHASEQ 1D NO:329-3338%335-337H [T —3& 1 5% 3£ 3-36.13-36.21-36.22-36,24-36
8% 25-36 1117 H A E/D70% . 75% .80 % +85% . 90% 95 % .97 % .98 % BL99 % [&] — ML 11 /7
F s BCHAVIILEARHIAT— LR 751 o A5 e 5 77 30, SABA-PYYRR A48 SEQ 1D NO:
338-344H T —F M FF, B 5SEQ 1D NO:338-344H [T —F B HELT70%.75% .
80% .85% 90% 95% .97 % 98 % 599 % [A] — ML [ 31

[0215]  7ERLeL sy )y U, A FRIGE SR AL — MpAT B T 2SR IR (K SABA-PYY &l 5 : SABA-Xi—
PYY, H: o SABA W14 SC AT IR () SABA 2 Jik (B HE AR AT Nitg %/ BY Cog LB , Xooh 2 ik 42k (& &
(4 Sk B HEBIAISEQ 1D NO:65-88.216-2218397H I T—3) , HPYY NIA SCAriR fIPYY
JIK o PYY IR e A Com £ B Z AL

[0216]  FERLEL STy )y U, AR FRIE SR AL — MpAT B T 2SR IR K SABA-PYY &l -5 : SABA-Xi—
Cys—Xo—PYY, H A SABAN QA SC ik () SABAZ JIK (BLHE AL AR N S / B Comg LB 1H1) , X AT 1)
LISk GEA L AFEBIMISEQ 1D NO:65-88.215-2218L397 F {T—3) ,Cys A bk
RPRIRAE , X A AT AE R TR BG4 G & I BRI Se i Fe s TR 1), HPYY N WA LR iR
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[FIPYY K o PYY IR AT 3 7 Co Bt e AL o 70451 7 M S it 77 Qb A 22T AR R TR B A 5 A ke BBk
U fi B8 43, AT B T3 B8 A A SO — 20 Fral (1) 30 58 IR AT PY Y IK 45 & T SABA % Ik 1) iy
Cys.

[0217] 7.2 jK

[0218]  FE—LLy [, AR AR SABA S iR 2 IKBL & 9+ . R 2 Ik (PP) AR Z IKBE K
RIS 7L SR TR G MR IRY (NPY) SARYY (PYY) o PPy EH 5 22 JIk 48 e mg B £ i B %
R MR ) B A 36 N E R BRI B 1 i PP UL TR AT L B Wil S ONSH , 71 e v L 52 i JiH 32
WA 4 SR 3 6 < i Bl LA B Tl D o0 Ak S B ALK 07 B2 /K1 S A DR . PPN 5 B )4
B Re AR ST AL IR A B N B I 3R A 5K S0k, PPAE 5 R W04 U IAH SG IR IR
/0 PP AT 5 e A2 5%, 1 Gl o 4 R %) 2 DL S 2 ke« PP T 4 5 1, 41 P R ik
ARFA AR A GEE L AIEE5,830,434°5) o A SCHTA FFHISABA-PYY &L A £ ik i 451 7~ M FH
T ARRIG YT AERE R PRI R RS S DU SR A E SO U PR

[0219]  fE—ANJ5TH , A SR AL 5 M A & A 45 A1 Fn3 (JRRISABA) Bl & FIPYY K 2%
Bl & 4 (R SCGEFR N SABA-PPRE&-47) 119 38 . SABA-PPRL & 4 HAT &% FhHER | Bl &4 , 1
FE I aNSABA-PP JPP—SABA . 7E 7~ PESE i /7 2 H , SABA-PPRAG W B A XA R 71, [T43PP
JR I Com i 28, 3% P VI R 2 g AT B AL o 8 48 7R PPk SABA-PPRIL A M S A R 7R TR 2 94
1M > BT ff AN AR ST R A H B PPELE R B8 PP DI BE i PR (1) PPAR A4 55 T X AT AT A5 1R T U
JRED, WA SR PPN FE 2B I T 2, ARG R R B O HUR A BRI A B A I
A, Je— B 2 AR AR O A N EAEIR I Z LB B AR R IRATAE R R L R 1AB A1 , S A
BEAuriein, R Zaame IR E PP A VS YERD AT o /< PP P I LASEQ 1D NO:345-357
BT K29,

[0220]  FEMI7R M SE Ty S, A FRE SR AL — PP SABA-PPRE 547, HoHh iZPPHR 4340 2 SEQ 1D
NO: 345-357TH T —F 75, 8L HSEQ 1D NO:345-357H T —FH BB E/70%.75% .
80%.85%.90% +95% 97 % 98 % B899 % [F] — VL[5 7] o FEHE L8 ST i 77 X, SABA-PPRil &
Y5 SEQ ID NO:358-364H [AF—F [ 7771, B 5SEQ ID NO:358-364H1 [ {F—F A A2
70% .75% .80% +85% +90% .95 % 97 % .98 % 5599 % [7] — T K 7 51

[0221]  FERELE SR Ty s, AR HIE SR Ak — P AT B T R IR I SABA-PPRE A 4 : SABA-X1—
PP, H A1 SABAY I AR SCHT AR () SABA 2 Ik (O FE AT NI % / BR Comg ZEAHY) , XA 2 Kk GE &
(K33 A0 FE ) FISEQ 1D NO:65-88.216-2218¢ 397 F I (E—2) , HPPAIA TR KPP «
PP KA 1 75 Co 22 Bk e A

[0222]  FESELLsLtE Ty s , AR HIE SR Ak — P AT B T SRR I SABA-PPRE A 4 : SABA-X1—
Cys—Xz—PP, H H1 SABASH I AR ST IR () SABAZ K (A3 4 ATART Nitg % / B Citg ZEAHY) , X A AEIE R 2
R3Sk Gl & L A5 fNSEQ 1D NO:65-88.215-221 88397 (K fE—3) , Cys N &
B bk L, Xo WA AT AR I TR BE A O & (R B A1 S 9 e s TR 1w, HLPP A IR SCHTIA PP
JI o PP IR AJe326 7 C g 22 B A, o 75451 73 14 S it 77 2 5 A0 22 07 AR 40 TR) B P 25 A - ke B I g 58
43, L] FHT58 H a0 AR S — 20 Pk (K302 e 7R N AT PP IR 45 T~ SABA 2 IR ¥ Ciig Cy s

[0223] 8.\ /%21 (IL-21)

[0224]  7£ B —J5 T, AR FEIASABAS IL-21 8t & 91 IL-2 U T AL i R+, H 5 TL-
2. IL-4.IL-7 IL-9 R IL-15 A4 I R I 5244 v % o IL-2 LB AL I A SSCDA+TA gt 3R 3K, £
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T4 B4 Th2 R Th1 73V BE TS VO 40 S NK T e b 3 o 3 20 e DR —F 76 1 5 T 3 ke
Y M 2B AL ) D RE T 25 B 1E P BAH R 7R FH TL-21 18 % o #0-5 B[] 0315 5 i 4 AR A B4
ML & BB B € , IL-21 0] 72/ -5 AN i T G50 - (7] 7 A2 T ) R A B 16 404t , B4 i
PTG BRI TL-21 J2 TL-21 5 Th 40 B fiT 4= i 240 B PR - 2E 5 mT 79 1) 1gG [ gABR 1 gE[R] 2 (1)
) e 4 T2, 2R A A SR A B I ) 5 A7) B e e 1 EE AR FH o DRI L 2 ERHORE 0 % 4 i
(1) 2 FiE F, TL-2 148 IR 5 S [ B VR 22 77 [ AR

[0225]  {EA%IE RS R, EFR T TL-214E A Ty 7 5 i S % 7] (Bl
5 HEyrEEA) g AR AR T AR S B TAER g, RAE R ERTIAER &, DA
S AR IHER B R & Im R S im R ATE T I B R e O A R R AR B
g1 B &5 B e < IR R L FU e L B R L Sk ST IR 4 B e A M B R (SRid 3 L
Sondergaard };Skak,Tissue Antigens,74 (6) :467-479,2009) . B4k, 1L-21 RS & A
FTAMA T TN AT 2 PR ER A %, B4 58 & UK K (Crohn’ s disease,CD) {535 Tk
“ERg 9 R MR (1BD) 19 3 E 20 sy T TR E AT B AR B & (Helicobacter pylori-
related gastritis) FLEEVS HERERLMERZ 28 (AD) 4= 5 PR BEIRIE S KR 1 O 58 A AR JE
i (LR 2 WMonteleoneZE A, Trends Pharmacol Sci,30 (8) ,441-7,2009) .7~ PE1L-21
HARAR TR LR 6,307,024 5 K EET,473,765 5 1, X e LRI, 5] 77 203 A AL
i,

[0226]  ZRSCHTIR I SABA-TL21 Bl 2 K 17~ Tk F i B B VR 7 SR Le S AU Jeg 0 - s 55 AH
I LA B P T B A 5 BT M AH 2C 1 28 PR iE » 18 20 v 27 R IR (CD) 357 PR 45 W 2%
R M (IBD) 1 3= 22Xl VB e AT B AHOC B 28\ FLBEYS VR R ME K 7% (AD) 4= By PRl B
PRI IR T IS 2 SR T e o

[0227]  7E—ANJ5 T, A HE SR A5 055 A & A 45 41 Pn3 (JRRISABA) B A TL-21 & ik
SRR AW R SCIEH PR SABA-TL21BlA 1) 1 3d - SABA-TL2 1L i & 45 B A 25 A HE Z1 4 Rt
EH  BAFEH WISABA-TL21 2 11.21-SABA . HEE i 7R PR SABA-TL21 il & M ER A /R T3k 27h 84
T, N2 T R NAS ST A T TL-2 16035 (- B8 TL-21 hEE V& PEK TL-21 484k L 840 T =0 S AR AT 42
AR TR R, QA SC TR TL-21 M RE LB 1 G 20, 55 B FE IR L B AR B4 B
B BEUL S ARk, J—BR AR AR L O A NS T 1) Z R R B AR R IRAFAE M R AL R 1 2
Ui, i s B A 240, R 20 R B TL- 21 A WS PRI A] R PEIL-21 /7 31 LA
SEQ ID NO:286-287 2ILTF2H,

[0228]  FEH 7R P SEHit 7 s, AR B IR AL — PPSABA-TL21 /A4, P i IL21 84 %
SEQ ID NO:286-287H [K4FE—F /55,8 5SEQ ID NO:286-287H [{I{F— & H A % /b
70%.75% +80% +85% .90 % 95% .97 % .98 % 8599 % [F] — VL[ JF: 1] o £F HE L s e 77 Ko
SABA-TL21B& A0 SEQ 1D NO:290-2957 (AT —F I 51, B SEQ ID NO:290-295
HFE—F BHAEE70% .75% .80% .85% .90 % +95% 97 % .98 % 899 % [&] — VLK 7 %1 o
[0229]  FERLLLSL Ty A rp , AR FRIEFRAL—FiA] | T R R SABA-TL2 LBl 54 : SABA-Xi—
TL21BLIL21-X1—SABA , H: i SABA Y A AR ST I (1) SABAZ Jik (0.4 A T N A / BLC g E A1) 5 X1
R RSk GEA 3L I ISEQ 1D NO:65-88.,216-2218%397H [\4E—2) , HIL21K
WA SR TL-21 1K

[0230] 9./ ML Z ALK (GLP-1) /Exendin—4

39



CN 107698682 A iﬁ, EH :I:S 38/145 1T

[0231] 75— T , AR B HEIA SABA S GLP- 1/l & 73 Ji = LS ZR A IR 1 (GLP-1) Ay HH
Fa A3 93 0 L T g 27 5 BRI RS T B AT 30803 14 2 PR I IR (SEQ ID NO: 226 £2227)
IR AT S HH 22 B RS B DLV 3 & R AR S SOR DR IR A F . GLP- L5 5 % 2 7
)RR v ] I A 2 R AT 2 R R 2 a3 5 AR T R AR R M g X R v LR R
FELR B HE AT BV AR ARG, I 5 B2 i s = 3G 0

[0232]  RARGLP-1HIVAIT A F =2 A BRI, D 9 Hs AR N 2 32 3/ T- 2403 b, SR AL 2 ok
W A7 7E 1) B R IR KRR TV (DPP-1V) P A o XANDPP-IVAL e VI B S A B H A
A2 PR B 20K (1) o IR, BT DA — Bh 3 in e 5 A 1 SR 2 LU i PEGLP-1H Y 58 &
FE (5E847) MBI IZ IR AT NDPP-TVIEKH) o ZE 811K TR ZUEE 7] 8 25 AR AR (B ERAR) &t
M B, R H AR 2R 7 A TREUE TR LA A R DPP-TVHIPERI GLP-1 384 « S8
1M, B A DPP-IVHL M GLP-1 AU T BA AR I 250 3 77257~ 3 31 DU e A2 H B e
TERR AR R 250 5 A 2 H 2 A DPP-IVHLE I GLP-1 32 A& B BN 71— & BfiExend in—4
(SEQ ID NO:228;Byetta™ (1) H R A3) 75 Wb AU N SR R s i3 B H R 5K RN
HA S I PO TERR -

[0233] 53— M= A KBGLP-1 2R BB R Tk A S K G mEN I EWH &H B
BRE 1) A [F () FFIR R A o R 15 B A DPP-TVHL M IGLP- 128 . — FhX REMI B & 1,
& 2= (albiglutide) , &5 AZKIMIE A & A R/LS RDPP-TVHLEGLP-1 2844, H #i IR/
TTT i PR ES TR 52 VP A o 7E T A S B 00 5 36 PRl & 282 3  DPP-TVHLPEGLP- 152 4%
BN TRl A 8 R A i s Com A I Dk o 25 LI

[0234]  fE457R M SEHit 77 =0 , SABA-GLP-1 /il & 25 1 F N 22 Comg 075 : DPP-TVHLPRGLP-152
1357 (AT Be 45 T-GLP-18Exend in—41 7 31)) \#2k . St SABA,

[0235]  SABA-GLP-1 ¢ SABA-Exendinfili & 2 JIKk B 45117~ VR FH & B0 48 V0 7 0 J s « I W % &
BAER AR SR HAt mT A4S 25 T PR ALK I 20 4 28 0 0 B A/ B aa 3 AT B8 &/ Bl 23 B
EUIEHINE /R S GRS

[0236]  7E—ANJ5 T A HUE SR AL 5 135 A & (A 45 & 1" 'Fn3 (JRRISABA) @l & i GLP—1 5%
Exendin 2 M IEERAY) (R SCARFRASABA-GLP-1 8 SABA-Exend inf 5-44)) 1¥) A% - SABA-GLP—
18X SABA-Exendinfli & 48 B A & FHEZI R BL 54, A5 5] 11SABA-GLP-1 .GLP-1-SABA
SABA-Exendin }2Exendin—SABA . B4 7R A SABA-GLP—1 £ SABA-Exendinfil & #) & 4k g 7n T
Feorh R, N T MR ANA ST A FIGLP-1 M2 Exend i nf3 7545 B4 GLP-1 B Exend in HRE G ML 1K)
GLP-1 J¢Exendin Bk g0 B AT AR T2 TRED, anAR STk I GLP-1 J2Exend in /R
AR EBmE A, AR F AR O s R B IR 7 B A AR, i — B 2 DR AR T
AP RN EABR) R BAE R RAFAE I R B B , S i Ak 421, R Z 221
AR BEGLP- 1B Exend in A MG PERD AT o 7R PEGLP- 1 ZILASEQ 1D NO:226-227 2T
2th, AL 7R Exendin/7F LASEQ 1D NO: 228 2 FL-F 2,

[0237]  FEMI7R M SE Ty TN, A FRAB $R AL — PP SABA-GLP-1Fl &4 , Ho i GLP-1358 7 0%
SEQ ID NO:226-227H [4FE—F 75,8 5SEQ ID NO:226-227H [ —F H A % /D
70% .75% +80% +85% +90% .95% .97 % 98 % BL99 % [F] — VLK) 7 71) . 75 HE e st 75 o
SABA-GLP-1El &M SEQ 1D NO:229-232H [ /E—F ) %51, B 5SEQ 1D NO:229-232r
FE—F HAE70% .75% .80% .85% .90 % +95% 97 % .98 % 899 % [&] — VLK 7 %1 o
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[0238]  7ERELLsLy )y Arh , A HF SR A — A A] B T U R B SABA-GLP- L A4 : SABA-
Xi=GLP=1BUGLP—1-X1=SABA , F: o1 SABATY AIIA ST T i (¥ SABA 22 ik (9,475 A AT N % / B Cf A8
1), XN 2 ki Sk GEA ML AR BIISEQ 1D NO:65-88.216-22188397H fIE—%) , H.
GLP—1 A ST ik BIGLP-Lfik

[0239]  fEHIRPESEHE Ty 20, A G it — FFSABA-Exend infl &4, HohiZExendin®f 7
8 SEQ 1D NO:228,8(5SEQ 1D NO:228 H A& /70% .75%.80% .85%.90% .95% «
97 % 98 % 899 %6 [A] — PR Fr 71 o AE R LL S J7 5 , SABA-Exend inF 504 5 SEQ 1D NO:
233-236 AT —FH K F ], B 5 SEQ 1D NO:233-236H fE—FHEHEADT0%.75% .
80% .85% 90% .95% 97 % 98% 599 % [7]— £ 751 »

[0240]  7ERELbstn )y aCH , A I R M — R Al B T U7 B SABA-Exend infil 54 : SABA-
Xi~ExendinB{Exendin—X1—~SABA, H: H1 SABA A WIAR SC AT ) SABAZ ik (. REATARTN i % /51 Cons
AR, XN 2 Bk GEA B A REBIRISEQ 1D NO:65-88.216-22188397H (A —#) »
HExendin HIIA SR )Exendinfik .

[0241] 10.HLHER

[0242]  fE 55— U5, A KW FEIASABAS £ F =Rl G 7T . W4 %H 2 (Plectasin) A
B A TR B AL E (Pseudoplectania nigrella) 70 B HIE A& HE RS AEYIIR 7RIS
o E2 B R LLLL S T EH &R (vancomycin) 55 &R (penicillin) AH M) IE F2 R4 R
P40 5 &2 BR 1 (Staphylococcus aureus) MHfi 28 B8 ERE (Streptococcus pneumonia) ,
BLFEXTE A R B A PUIER 2 BB fk  (E L 30 40 e e 40 M =5 PR AR FH o 7E9E A Y
2 F 7 IR WoRAE/NR T RS ME BT 50 B 5 B 2 R R AT RO G 5 i R ek
H 5 HRERE 28 K it 28 . & WL My gind PHZE A ,Plectasin is a peptide antibiotic
with therapeutic potential from a saprophytic fungus,Nature 437:975-980
(2005) ;Brinch KSZ A ,Plectasin shows intracellular activity against
Staphylococcus aureus in human THP-1monocytes and in the mouse peritonitis
model ,Antimicrob Agents Chemother 53:4801-4808 (2009) ;3.Hara SZE A ,Plectasin
has antibacterial activity and no effect on cell viability or IL-8production,
Biochem Biophys Res Commun 374:709-713(2008) ; }2Ostergaard CZ A ,High
cerebrospinal fluid (CSF)penetration and potent bactericidal activity in CSF
of NZ2114,a novel plectasin variant,during experimental pneumococcal
meningitis,Antimicrob Agents Chemother 53:1581-1585 (2009) . 7% & 31X Le4FAE , B 22
B R AMERNIUER M RAR G DKL 2 W WXiao-Lan J5 A, High-
Level Expression of the Antimicrobial Peptide Plectasin in Escherichia coli,
Curr Microbiol 61:197-202(2010) o [KI3, 4 SCHTR ) SABA-TA 22 B K Rl & £ Ik m] R R
HBE ) o

[0243]  fE-—ANJTTH, A HEIR (L5 M35 A & A 4541 Fn3 (JRRISABA) B A I TE 4B % K
IERA ) (R SCH PR )y SABA-TR 22 55 2 Rl V) 1 Fl ik o SABA-TH 2 T2 R B S )48 HoA 5
P RL A1), EHE B T SABA- T 22 85 3% I 1A 42 75 3 —SABA  FE L (5 7R PESABA- T 42 B R Rl &
A Fe R TR 2 b o ORI, 2 Y g AN AR SCRT AR T 2285 2 G IR B 1R 22 5 2 DI RE VS PRI
TR 2255 2 A BT Y 38 B ATAT A 3K R BT, A AR SRR 1 B 22 85 R MR AT 1Y
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T, ARG Ll S R R O Bl 2k B AUARIY o Be DL A, Je— B2 AR R IR O A8 N B 1
(1) R R BAE R AT AL R E SR BRI AB M, S R AL B 1 , R BB R B 1 22
B2 I AEYE M RI AT MR PR 2285 2 7 FILASEQ ID NO: 2372 T-K2H

[0244]  FEM7RMESEHE Ty SN, ARG IRAL— FiSABA- B Z F 2B 54, K iz £ F 2550
S SEQ 1D NO: 237,80 5SEQ 1D NO:237THH E70%.75% +80% .85% .90 % .95 % -
97 % . 98% 899 % [F] — LI 77 71 o £ FEEE St )7 sUrp , SABA-TH 2 F R Al &9 8. & SEQ 1D
NO: 238-239 1 AT —& (551, B HSEQ 1D NO:238-239 (/T —FH BB E/70%.75% .
80% 85% .90% .95% 97 % 98 % 5899 % [F]— VLK) 51

[0245]  FERELESEjE 7 Kb, ARG IR L — Ml B N R R SABA-H AL F RS ) -
SABA-X1—T8 £2 55 K B 22 %5 % —X1—SABA, Ho 1 SABASH WIA SCFr iR (R SABAZ ik (B AT TNy
Jo/BCHRIEAH) , XN 2 kK GE A Ik A FE I WISEQ 1D NO:65-88.216-221E4397 H1 1)
%), HE 2B 72 NA TR E 2 F R K.

[0246]  11. %k gE (AT 44 (PRGN) Atstrrin

[0247]  FE 55— J7 0+, AR B HEAR SABA S Jitki 85 [ BT AR B SABA S At strr infilt & 73 - i
R EE I RTAR JeAtstrrin (—FPEe TRECOE A5k B B0k & A RT AR 3 BRI & B ) M
I SR IR (INF) 524645 540, A HUINFAG 574 F 00k 8 A BT AE JeAtstrrindE/NR OR
I R AR R 2 0E - 2 WL Wi Tang ,W&E A, The Growth Factor Progranulin Binds to
TNF Receptors and Is Therapeutic Against Inflammatory Arthritis in Mice,
Science,ScienceExpress, 2011453 H10H , %M 2 204E AT — & A KR SABARE-5- ) 7] N TNFa
I PRI ARG TT o

[0248]  fF— N7 I, A HE SR 5 I A B A 45 A 1P (JRRISABA) Bl A ik 2 (1
HELAtstrrin I EEI G (K LS FR ISABA-PRGNELSABA-AtstrrinBl &) 1 &
SABA-PRGNEXSABA-Atstrrinfl 5448 B A & FHEF I Bl 7 , F.45 11 2 SABA-PRGN PRGN-
SABA.SABA-Atstrrin ZAtstrrin—SABA. FEEE {5 75 P SABA-PRGN A2 SABA-Atstrrinfill A 4 £
W fE R T2 AR, BT E AR ST A TR RN 8 ) AR Mz Atstrr in 4G OR B ik 2 1
HIATRA tstrrin D RETE M I ik 28 (A BT S Atstrrin BB 44 858 T 28 S AT AT 248 1 T 2K
JRED, A0 A S TR 0 Bk 2 BT AR S Ats trrin /R IES BT R, G e S R m O Bk
A BRI B A R R, | — B 2 AR TR AR N BB MR ) E A R B AR R AR AZAE I = 2
R AT , S WO AL 80 , R 2452 2008 B8 Bk & 1 AT AR BRA tstrr in B A M036
PERI AT o 4517 PR R 5 1 BT FE I BASEQ 1D NO:240-241 2 FL %2, B4R PEAtstrrin
JFFILASEQ 1D NO:242 2T 2,

[0249]  FEH 7R P SE Tt 7 s, AR A R AL — PP SABA-PRONRE 54 , HeHH iZPRONFS 4 A0 15
SEQ ID NO:240-241H [F4FE—F 75,8 5SEQ ID NO:240-241H ({4 —F H A 5D
70%.75% +80% +85% .90 % 95% .97 % .98 % 8599 % [F] — PE [ ¥ 1] o £F HE 2L s e 77 Ko
SABA-PRGNERE 107 SEQ ID NO:243-246F1 (T —F 51, B S5 SEQ 1D NO:243-246
FE—F HAE70% .75% .80% .85% .90% +95% 97 % .98 % 899 % [&] — VLK 7 %1 o
[0250]  FERELLSLE Ty A rp , AR FRIE SR AL — FiA] | T 2R 7R I SABA-PRONE A4 : SABA-Xi1—
PRGNELPRGN-X1—SABA , H: H1 SABAA f1 4% SCFr ik (¥ SABA 22 Jik (L4554 4rT Nusg % / B C o ZEAHY) , Xa
R RSk GEA LI ISEQ 1D NO:65-88.,216-2218%397H [\ 4E—2) , PRGN
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WAL TR B RURL 2 [ R4 iR

[0251]  FEM7RPESE Ty S, AR IE R —FPISABA-Atstrrinfit &4, HiZAtstrrindf
A SEQ 1D NO: 242,50 5SEQ 1D NO:242HH FE/70%.75% +80% .85 % .90 % .95 % -
97 % 98 % 599 % [F] — P 1 /7 71 o 75 ke S 75X h , SABA-Atstrrinfll 5945 % SEQ 1D
NO: 247-250 1 AT —F (551, 8L HSEQ 1D NO:247-250 /T —F BB E/70%.75% -
80% 85% +90% .95% 97 % 98 % 5899 % [F]— VK] 31

[0252]  FEFEEe ST Uy s, A A G R — Pl B T AR R HISABA-Atstrrinfl G54 -
SABA-X1—Atstrrini{Atstrrin—Xi—SABA, H d1 SABA N T AS Sl iA [ SABAZ ik (3. 454 4R Nk
Jo/BCHIEAH) , XN 2 Kk GE A I Fk A FE I WISEQ 1D NO:65-88.216-221E4397 H1 )
HF—3) , HAtstrrin NUAR SCHTIA R Ats trrinfik.

[0253]  12. @458 H (OCN)

[0254]  FERLECTIHI R, AR B HEIA SABAS B85 & A AL S 21 - B E5 & A (OCN, TR N B
Glafk [ BLBGP) /& — M EA 49N A LRI & A 5T, HH BB 40 i ™ AL 3 43 i T o B 2
o LR OCNZK -2 52 AR W2 784k, AL FE B IR 275 MR i) L A 08 B H 48 JE1 3 . OCNEA 24k
RN SR A AL ATAE , KRR SR A AT 2l g 5 25 o3 - P At M 3 5 22
BRI XU G2l BEEAN S MBS E5ERE Y RS REHERERE, H
FLAE B A P A5 5 T T 3N R R S/ BUR AN A OCNRE L R A A, 13 i o+ 7 4
BEAL TR o PRI, A ST IR 1Y SABA-OCNRit 5 22 JIK AT T-Y6 7 1 i 25 AH O piE , B 46 R HE L Tl
0 A 8 R D A S T B A G T B R B 1 BT R AR R R I A 2R A R 1 O U
FIARYLEEREAS FECRRE (EAIRT) @RS 2 IUE RS 2P RS Z = L & MU &
I B IHLAE vy T XL 5 R 9 AR PR o T R ) 2 9 %/ BRORAE

[0255]  fE—ANJ5TH, A S $RAL 5 M5 A & A 45 A1 Fn3 (JRRISABA) Rl A ) OCN K 2%
R & 4 (A SCGEFR N SABA-OCNEE &470) 1K) ik - SABA-OCNE & ¥ fa BT & FhHEZ K Bl &4,
£3,45 151 71 SABA—OCN 2 OCN-SABA o =86 451 71 11 SABA-OCNE & A4 i A o T2 2 o SR i, 32 7
FE T AR S T FE B OCNAL FE AR B OCN I BE 7l 14 FY OCNAS 44k | 88 58 1 28 SATATT A8 4 . 3o IR
B, Q1A SCHTd (1 OCNTR B HE L AB 1 T 3, A6 e Ll S L e O R B B I A B DA I A8
W, Je—B 2 AN R BEIR O AR N EAB I B2 B BAE R ARATAE R R S BRI AB 1, v i
ez, REL BT 2 AR B OCNIR) A= 03 P R AT o 417 PEOCN P 1] EASEQ 1D NO:365-378
BT K29,

[0256]  FEHIZRPESE T K, A H1 G $ (it — PP SABA-OCNRE 547 , H o1 iZ 0CNH 73-£0. 2 SEQ
ID NO:365-378H [\ 4L —F K77, B 5SEQ ID NO:365-378F E—F HEHZE/AT70% .
75% .80% +85% .90% .95 % .97 % .98 % 8% 99 % [F] — ML (11 & 7] . 75 HE e s i 77 s, SABA-
OCNER & #1494 SEQ 1D NO:379-396 1 [ /F— & 1 ¥ 51, B 5SEQ ID NO:379-396H [{I4F—
FHHAFE/T0%.75% .80% 85% .90 % 95% .97 % 98 % 599 % [A] — L[ 771

[0257]  fERLee sty )y =0, A FIGE SR At — MpAT B T USR8 7R 1 SABA-OCNAR 54 : SABA-X1—
OCNBLOCN-X1-SABA , H: o SABAN AN A SCFITIA () SABAZ I (F9. 45 AP N A2/ BRCo E i) 5 Xu oy
2k GEA LA FEBIMISEQ 1D NO:65-88.216-2218¢397 I {T—3) , HOCNHM
A SCHTIRIOCNIIK o

[0258]  7F el sy )y U, A FRIE SR At — MpAT B T 2SR 7R 1) SABA-OCNRR 5 : SABA-Xi—
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Cys—Xo—OCNBLOCN-X1—Cy s—Xa—SABA , H: H1 SABA A 145 SC TR [ SABAZ ik (BLEATART N J% /BR,
Cig ZEAHY) , X ONAEIER) 2 kL CE & R4k B 45 ISEQ 1D NO:65-88,216-2218(397H
MAE—3) , Cys AY MU BR Rk , Xo Ak 22 A7 AR B TR B 4 G4 1) B 420 1) s i Je s T3k 1
H) , HOCN A 1 AR ST AT IR B OCNJIK o 7E 481 7~ PR St 773X P iz A2 AT AR B M B A &5 5k
SV Ji BB 43, o AT B T3 B8 G A SO — 20 Fral (1) 30 58 R I RAF OCNIIE 2% & T SABA % Ik 1) iy
Cys, BUHSABAZ k4 & T OCNJIK I CoCys o

[0259]  13.T-#tZ A (IFNA)

[0260]  7& 57— M, AR HHARSABAL T4 E - (IFN-N) BG4+ A TFHLE (IFN)
AR EA T EA TR IR R TT IR TR TENG R IAVE e R a5 B gL i S — B B 1 . T
RUTENIY 32 AR FH A 00 B I G 1) e e 2 H N PR 193 2295, AT 45 1 A2 A I (1) 7 AR 5%
TR P R 7 P # 98 SRE o TTRY J% TT TR TRNR 7 TARY TN — S8 30 B 1 5

[0261]  IFN-AM&—FPITIRIIEN, A4S =Fh IFN-A43—F : IFN-A1 (IL-29) IFN-A2 (IL-
28A) JLTFN-A3 (TL-28B) - WIUS 7,135,170 Frik, 2 /R TL-28 & TL-291& A TR 97 I % 9%
B BB, WoR 1L-28 J TL-29 B A 1K Se s 5.9 14k, 1 0 A 5 8 e 2 /i 2 A
IFNJTIEM ORI — L B3 Pk o 5 T AL TPNY VA AR R Y B e 2 — R B B 1] 0 A2 R T i B AH 41 e
(1) TR TENSI Al o DR DA TL-29 3 A TS TENVE ST i DL 4] 2 255 400 6 ) B B 40 i 4 3 BB 4 3 B
FrPAIL-29% BAA 5N 5157 MOS8 1 o FIUH TL-28A 2 [L-28BEL A ALl 45

[0262]  [H Ik, A% SCHTIR I SABA-TEN-ARl A 2 Ik 19 461 7~ PR F & B0 45 ¥R 97 993 15 B G 1) 3230
& EFE TS R R 28 LB A TR AL 98 ST BB 28 K e BB « A SCRTIR [ SABA-
IFN-MgE& 22 BK758 n] FAEIR YT 5 AR A ORI 9 3 e 0 Oms 25 77« PRI I8 A M s 25 T2 0
B R -E KR EE Epstein-Barrvirus) LR EE IR9H 55 BV BOR S B EE M 2 A
Ji 7 (coxsackie virus) JJF AT IHJE F IR E (west nile virus) B EHIRE KN
e i 299 5 (Venezuelan equine encephalitis virus) fAEKEF R (pichinde
virus) MBBEK B R IRTE - AN ORI SABA-TEN-MGh & 22 Ik 7] T ¥4 97 B 18 M B & 1k
BRI 2

[0263]  7F sl s , A SCFIA I SABA- TENABL & W Al $2 (148 T 5 B 25 5h /1%
T4 (BIIIPEG) b4 1 TENAZ IR 5 4 o HARIR) , AR SCRT R AL SABA- TENAGR A T (45 5
PEG-TFNMZE & W) AH LE TENM 93— 1) T ~F- 52 SIS B8 25 00035 o St SR 3 SHAG 3G N ] su VR RIS
AERI 5 25775 52, 9 0 548 F L8 TENMBIT 7 (WIPEG-TFNAZEA4) 1) SE AU 145 25 (W
Y Z5—1R) ML , SABA-TFNAER-&- W 7] foVEE H4A 25— K.

[0264]  AE—ANJ7 T, A HE SR S0 A 8 A 45 41 Fn3 (JRRISABA) Bl A TRNA K i 2%
Bl &) R SCGEFr A SABA-TFNAGEA4) 1 Fi& . SABA-TFNAGL & ¥4 B A % R EEFI K Bl &
Y, B4 5 I SABA—TFNA S TENA-SABA o HE 6461 7 P SABA-TENARl & #4) Ak Je 7R TR 2 o 4R
T 5 2T FER B0 AR ST 2 FF 1 TENME, $E {5 B8 TENA T 88 35 PE (1) TENMS A4 | 48 50 T 20 S AR A 445
TR o NI, WA SCRTIR B TENMINEAFE ZAB M 3, A0 48 HE Lo UL R O Bk BRE BRI A
B S AR, Je— B 2 AN IR O AR N EAS A K 22 B B R AR AT AE I R LR B, I
WA AL B A, R B A T 2R B TENAR) A2 09 2 B AT o 451 7 MR TENA R 51 BLSEQ 1D
NO: 251-257 BT # 2,

[0265]  FEA| 7 P SE i T U H , A8 FRE SR A — PP SABA-TFNARR 54 , o 1% TENAMER 430 7%
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SEQ ID NO:251-257TH T —F1F %], B 5SEQ 1D NO:251-257TH T —F BEH % /b
70% .75% .80% +85% .90% 95% .97 % 98 % B 99 % [F] — VL (11 7 71) . 78 HE e se i 7y R
SABA-TFNAR & ¥4 SEQ 1D NO: 258-285H [I4T— (1 )5 %1, Bi5SEQ 1D NO:258-285H
FE—F BHAED70% .75% .80% .85% .90% +95% 97 % .98 % 899 % [&] — VLK ¥ %1
[0266]  FEHEdbsijif 7y U rp , A H R AL —Fhm] (T UK IR SABA-TFNARR 54 : SABA-X1—
TFNABE TFNA-X1—SABA , H 1 SABA S A A SC Fr ik () SABA 22 Jik (BB AR AT N % / B Co L fHT) , Xa
NE KBk GEA L AFEHIIISEQ ID NO:65-88.216-22184397H [{4F—2) , HIFNA K
QIR SC TR () TENAJIR o

[0267]  14.Apelin

[0268]  7£ 5— U7, AHIE R ALSABA S Ape L in BG4 ¥ - Apel in NGER RIS /&
APJHT U PEFCAR o Ape 1 ind& R g hd HA 774 A BRI B R 22 1, HoA ) S 0Bk BONE TR v
Bt A KRBk NApelin-36,1HApelin-17 & Apelin—-137R LA IEE M Kleinz%E A,
Pharmacol.Ther.107:198-211(2005)) .Apel infE FHRFNE: R4t K AP RS iz %35, A
YU IE RGN R 20 i A2 D 4 (O ) o B SR Ape L inE I PR AT A2 b {45 i 8 49k H.
R O U 5 o B8 I LYK ) A7 5 ol IERE S, LA R TR Bk oR A B AL (AG JappSFE A,
Circ.121:1818-1827 (2010) ; ZHY Chun®E A ,J.Clin.Invest.118:3343-3354 (2008)) . %
4b, Apelin$% 255 7E0E PR 7 Wi PR B A5 28 o fige &5 22 U ME () 2B AH 5K (C Dray %8 A, Cell
Metabolism 8:437-445 (2008)) o At , A ST IA (K] SABA-Ape L infill & 22 IR K 4517~ 1 FH kA1)
ALFEIR TR PRI  BE R KB 0T RS B U MR S8 B E Ao ML 8 0 () B IR 55 08 Bk
FERRAL S =i L)

[0269]  fE—NJ7 I, A HE SR 510 A & A 45 413 (JRRISABA) Bl A Apelin K it
KRENAY) R SCGFR N SABA-APLNER A1) 1) Fids - SABA-APLNER &7 45 B A % FrHEEDI ) Al &
W, AL4E 1 40 SABA-APLN S APLN—SABA o = 2245 7 P SABA-APLNRh & 14 S 44 f /s T3k 2 o %
M, B2 T fEINAR L A FFE Ape L inf0 55 OR B Ape 1 in D REVE PRI TENME A4 | 480560 T 20 S AR AT
ZABM I TR RR, WA ST TR (FJApe 1 inIVEFEEAZ L X, A FE R L S L R T H R LA Y
I R B DA B A8k, e — B 2 AR AR O A B B R BB E RARAF AL A A BRI 15
Wi, i Qs B A 4240 , R 220 AR Ape Lin i A W)3E MEED ] o )75 MEApe L in /7 771
PASEQ ID NO:419-423 2 T-F2,

[0270]  FEM7R M SE Ty T , A FRAB $R AL — PP SABA-APLNER &4, HorbiZApe lindi 7015
SEQ ID NO:419-423H T —F 155, B 5SEQ 1D NO:419-423 T —F B G % /b
70% .75% .80% +85% 90% .95% .97 % 98 % BL99 % [F] — VL (1) 7 71) . 75 HE e st 75 o
SABA-APLNER & #1407 SEQ 1D NO:424-430F (AT —F I F 51, B SEQ 1D NO:424-430
FE—F BHAE70% .75% .80% .85% .90% +95% 97 % .98 % 899 % [&] — PEIKI 7 %1 o
[0271]  AERLLESLE Ty A rp , AR FRIEFRAL—FiA] | T 2R 7R I SABA-APLNE 547 : SABA-Xi—
APLNEBRAPLN-X1—SABA , H: 1 SABA A i AR ST ik (1) SABA Z2 ik (0.5 A TN A / BRLC ¥ E A1) 5 X
R RSk GEA 3L I ISEQ 1D NO:65-88.,216-2218%397H [\ 4E—2) , HAPLN K
WIASLHTIA FIAPLNJK o

[0272]  15.HEAdnectin™

[0273]  fEHLELJS T, A i SR 5 45 A BRI A 8 B (B IIHSA) A AREE 11 OFn3
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SE AR R 4 R SABA , 774 SABA—Fn 3 8% Fn3-SABAR B (i Adnect in™ — BRAKRE & 91 AE
BT, AR ST EFAN L P34 IR F A T SABA , B I TE B 2 SR Ak L 2549 T
=LA T o, A B R AL S5 PN Fn 345 #4938 (Fn3a 22 "Fn3p) A SABA, Hidh
YFn3a 2 Fn3us B S A AR SRS+, S AL A MG A & A (BIRHSA) o fifSAdnectin™
= BRARRIRI AL A] g : SABA—"Fn3a—""Fn3b.'*Fn3a—SABA—""Fn3sEt °Fn3.—""Fn3s—SABA.

[0274]  ZE47RMESE i b, SABAS 45,4 SEQ 1D NO: 1-3h [ fF—F B 5SEQ 1D NO:1-3
T —F B E/50%.60%.65%.70% .75% .80% .85% .90 % .95% 97 % .98 % B},
99 % [F]— LI 2 F 1 OPn 345 M b 4, H BC L DE S FGER 43 5l AH T 85 £ AU BC. DE JZ FGER [
FER G, L% Pnd3 45 IR 45 A 8 (B A1) Ko A/ N T-500uM., "Fn 345 Fdk 7]
B 2D WA SCTIR RN B/ B Cs ZE A o 77 L 28 S it 75 X e, "OPn 3 45 MR 4 & i A SCAI
RV TT PR SR AE R PR SERE T b, RS — AN P SS MER I BL A L %
1ORn 34 } 38, 45 4 VEGFR2. TNFa L IGF L REREGFR . 75 51 7% M S it 75 30 v , 7640 2 P A4 41 °Fn 3
LRSI RSP, BRI Fn3 45 M3 45 4 VEGFR2 2 IGF 1R, BREGFR A2 IGF 1R,

[0275] & /4K

[0276]  SABAR & 7] DUg A B i ey o AE — 2 sty :Ub , i A B A 4 & 1k
Pn3 T BT A B 2 RSk MR B T R R T 38 A T I SABAIE R T Fr s vE /I & A R
Bk BRI 3k, AT A S MR IE IR M0 3T B T A SRR A B A AT
R ThEE M =4E 45 1) IR 2L PASEQ 1D NO:65-88.216-221 K 3974 ff T &2,
[0277]  ARAFHRMETFZEAEL, AFEETHAR - 2ARNEL AT HER-HE
BRI 42 Sk DL M B S 5 R 7 HIPSTSTST (SEQ 1D NO:85) [k AE— b5 5 Kb, 35k Ay
BT HERER - 22BNk X B A IR H AR S 2 2 Rk A, HK R 884250, 10
$30 105 20N Z AR - S B HE B A Z R )T F1 (GS) 7 (SEQ 1D NO:72) (G (GS) 6 (SEQ 1D
N0O:67) J2G (GS) 7G (SEQ 1D NO:69) [k . HEE Lk & HAER , BHEHI W (GSE) 5 (SEQ 1D
NO:74) JGGSE GGSE (SEQ ID NO:78) o H & il 7n M H &k — 22 Z IRk 045 (GS) 4 (SEQ 1D
NO:71)  (GGGGS) 7 (SEQ 1D NO:80) « (GGGGS) 5 (SEQ ID NO:81) J% (GGGGS) 3G (SEQ ID NO:82) o
FE— LS 77 U, e S N T H &R - IR 1 43k o 1% Bk A0 15 H %R SR 2 IR e At
HKJER M35 30, 10530 K35 20 MR R - L8575 H A R 751 (GP) 3G (SEQ 1D NO:
83) + (GP) 5G (SEQ 1D NO:84) JGPGRHE Sk AR H e st 7 :Urp , 823k R K A3 230,108
30 A2 37 202 AR BRI e T il 2 IR — TR A PR I 3k o 22 T Tl U IR TR 2 B P Sk 11 2 491 B, 45 461
W1 (PA) 3 (SEQ 1D NO:86) . (PA) 6 (SEQ 1D NO:87) K (PA) 9 (SEQ 1D NO:88) . Fil B fe 3k K
JE B B8 FE R B PT #E BRI AR Hh S0 () T AT P SE B8Rk 5

[0278]  7E—esijifs 7y s Urp , AN SRR [ Bk & )2 B H A AT R R B 4 21 1 2 1 D)
EIIR B 1 WAL 80 1 22 BREE Sk 42 T SABA L b2 52t 77 xXn] H TR0 YT 1M 88 11 5T A S B
UF A IR BRI TR B A R 7= A

[0279]  A] 7EFn 345 A4 381 Cog  Fn3 45 1438k 5 22 Ik e Sk 2 TR) 5| N H e Bk BRI B 4« ] AE
Fn3 2 Mg [Ny P35 3 22 ik Sk 2 1) SN L e B Sk BRI B 4 -

[0280]  YE-—dbsiiifi Jy 2, VR IT PR A T BB AR HH R A WSk R e TSABAL R &
Wk vl T AR e B R A M 5 4 2 R R B LR B A — B2 B UL AR IR & A
JRELEW: 1) 455 Pk & A R, — B2 AN 81 A 4 A 45 6 A FEL B AR B3 s 2)
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B A R e PEBA AR N 3) A BUR R K4 AR EsES 77 (avidity) BEEM
AR VI

[0281] FE-—despi i AP, BT AL HAEVMBEERESY GENER AR E5T
SABA 1% 5 A M AT AL RGBT EIA7 4, HomT B i R SRR 2 2 () Bl U0 81 e SRS i 7y s RT AT
FE BB YT M 1 5T DA SE I SR U I B B A T T TR LB A R R AR

[0282]  SABA-HHLZE Bkl &4

[0283]  ZEHLub s Jy 2, AS H A2 SABA— PP 22 Ik Bk 21 o M9 7 PR 422 A0, 65 461 S i
R PYY JZPP . SABA-H 42 kRl G m] LAAEE N 2 KRk -& 40 , B S A 28 Ak 2 i A2 1 1) B i
B E M AT — N SETE 7 2UH  SABA-HR & KB A4 R B 5 SABA VU IR 2 3k LA Ik
Z JIKRL G R R VT 2 P4 IRAE Com 42 Bt AL , BT DARL & 2 1 9 — A7 PR HE B 8 Nos 22 Cog
9+ SABA 2 LIRSk AR o 7E 53— S 77 3P, SABA-HEE IR & W 5 A1 1 SABATE $&
T A& IR 22T AR I R B4 « SABA- RIS IR Z% S 9 7R PR HE U R < (1) SABA-Cys—1b %
ATAE I (R B - P22 IR s B (2) SABA-Z8 B R #ek —Cy s~ AT AL 11 [ BE ) -+ 42 ik - SABA—Hif
ZIRRL A YR A0 TE R AN PR AR W I WA SO — D TR I B A ) B L A AN B . R AL
AT AR ) TR) B A ) SABA- R 48 I Rl 7 () JIR 4 43 T i 3 4 B B ER Ak 25 B BB 2L
P G TE— MR SR 7 20, AR AT AR I TR B 0% B2 1K SABA— P2 IR B A W04 FH 1
AN GE R TR A 7= A 1K SABA B2 FH A2 6 s ™= A I A28 IR 2 26 1 Rl 1 o I S B S i 41
HfEIR T 77 AE SABA-HH R KBl A K D TR .

[0284] V& 2 #PEE KA Copa—ME i 2 , 0 T AR A3 PR AR B 22 . 28 9 1 55 5 BRVE R W PYY J¢
PP HA Com Bt f Ak o 7R FLENW) 40 B, a— T il A AT B RS — - S R a5 i AL B2 i AU
(PAM) (— i A I 2 —H U R R A % A T Ak P P i L S e ) b

[0285] {77 % b ihill 2% Com B0 B AL IR I B2 AR o 28 1 5, ] 7E A4 &0 F 2640 1) P AMIS &b 22 K /i
M (B Com B2 R B H 2 B — 0 2 B — b R B B L e S i) o PAMLAZ AT FHP AM | 2% Cnmp BSE R A IR
(R 772 AR AT AR N T 4 2 WA 101US4, 708,934 .US 5,789,234 )2US 6,319,685,.C
I e AL 75 P AE RIS PR PEPAMI IR FLEIIRIE R el Al A A T RIS E A HA
PR B R 0 S B R R 7 2 A B RT3 o 4 72 B AZ A1 B (B 21CHOWNTH 313 J&2BHK)
HH R AR R - WA PR B 1 JBER , 12  1 J T  PA YR  PAMIE BT SR L 7 AR Con R I B - 2 L 48 T
Endocrinology (1991)V129:553-555(1991) ;and Molecular and Cellular
Endocrinology 91:135-141 (1993) . Cm i IR ] £E L 238 A CKPAMI ALEN I R4 R 4
52 - 2 DL T Chinese Journal of Biotechnology (2002) v18:20-24 (2002) .

[0286]  [5& M COOHZI CONHa ) Vi 44 #-PAMBR 2 5% A0 A1, AT AT FH 5 3 9% 155 i Merrifield
synthesis) JE T RUER & A BT R B R i o £ 5t 98 155 RS VR AE 5 3 9 A 5 il 2
HH 170 5 O B SV Jide 35 93 3 B T IR TR Ny o 5 ok B9 S e 358 43 Fe R AL T A 2 IR 5 M 3 2 (1)
H AT FHAE B) B P 1) 4 Bl 2 R B0 o 76 P N SR 1R 7 1) (B0 461 A SABA SR ik Bl A w2
BK) Z BT R A - v AR (R B A0 1 38 B I AR A R 3 4 T s J R T R R 1 o H ok Bk
I Z8 A B BEIR) 78 AL AE T H AT 25 5 Hoss 8 1 B skt , HoAE A T 8 8 Lo R s A4
RRNE e E, DR &R, LA R

[0287]  ZR1. H T SABAZr F 44 T 7ENuG A E >R W 0 i 3505 2 16 I 1 461 7 PR 32 5k / T ol
Yo
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[0288]
BL/A B | MR F
e 0
1 | 6-8 LB (Ahx) NP
2 | (GS)s Gly-Ser-Gly-Ser-Gly-Ser-Gly-Ser-Gly-Ser
3 | PEG(9-ET) “2“Wﬁ~/‘oﬂg"”
Fo]
4 | PEG(13-&F) O on
(6]
5 | PEG(16-BF) e S A
6 | PEG(20-2) ”ZNW‘-’V‘GWOWHWK\O”YOH
Q Q
6]
7 | PEG(0-&F) e
0.
|aNBABERT R FROELA | L, YD
8 B(MCC) D
O™
9 | 3-LkBEE A T B (MB) a6 ﬁo
ATV ERFTEVR 1K | vy, — il
10 saa0) O)—.‘- () -~
11 | 3-(8 ZBEK)-2 AR W BR(TAB) HO}_@ 0
o N

[0289]  7F LSyt 7 2UH , A SCHTIA K Com Bt i AL & B IR P 36 R R 3R 5 RAEVE RIS T
5854 CiiCy sHRFE I SABAZR & « {8 SABAFK Co Cy s ) SUBR = 102 v 2R 1 A 22 ot e ) -5 A I .
A b (BT I SR Y e 2 8 A T Bk R NS, 1T 43 2812008 1) B TRk 5 o A 71 11 4%
A ]S HH IR B i BE 2T A4 G AR £ BRBRIHE 2, T 9t 14 T 50 N 28 IR ¢ 95 R s s A
H5) {8 SABAI) Cy s E B J He B A R IA il o ARSTUHEE AN BN R B, SRR - A T &
A A PSR vk is 1, ) 25 4LAG . T Hermanson , “Biocon jugate Techniques”,
Academic Press,San Diego,CA, 1996 fiA [ IR LS =M 8 S FE T o

[0290]  7F 53— ANk 7y s, B v MK BRI R A BT K B S - S S PR B A 5 R AR
BRZAB MR IR IR P 51 18] o 42 Sk B TR K ) T A4S A7 PR R A B B T RS & T H oG HRSZ AR B 2
A T ARAE & A AR (EARR T) R AR pg A de gk . k8- 11 R A #i k-
JRONE My SR B S e B < B, LG AT AT FH IR 5 AR v A 110 A N33 T P e i 2
LT IR

[0291]  ASCHTIR I IR R SR SALAI) AT 5 BH A2 5 B A0 P 2 DA o B i 1 IS S5 AR ) 4%
AP A AR SR #i1] 44 :G. Barany XR.B. Merrifield, “The Peptides:Analysis,Synthesis,
Biology” ; 8624 “Special Methods in Peptide Synthesis,Part A”,%53-28411,E.Gross
2 J . Meienhoferés,Academic Press,New York,1980;E¢W.C.ChanfP.D.White, “Fmoc
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Solid Phase Peptide Synthesis—A Practical Approach”,Oxford University Press.,
Oxford, UK, 2000, FI T B & s8I BI7m PR s 5 T I8 I R 9P a—Z 2 Fmoc (9—27 2 F 2
REmE EASHTEM R ZERMERN T EAE (S WHWE. Atherton &
R.C.Sheppard, “The Fluorenylmethoxycarbonyl Amino Protecting Group”, “The
Peptides:Analysis,Synthesis,Biology”’ ;389% “Special Methods in Peptide
Synthesis,Part C,551-387,S.Undenfriend }2J.Meienhofer4s,Academic Press,San
Diego,1987) .

[0292] A LLIE T AEATE RS & Wik IRk “BEHE™) b BRI J o 26k 5 il
IR o 5 FSCIEE AL T S i T T S8 A ) o 22 22 T P 42 T B SR 468 o SRR A AR T 45 1) Ik R
% 3 ) LA Comg I Fie 550 R R T QI e BT

[0293]  XfT-CumZd 1R X T & Ut g B B 5, ik e a2 R 5N T
Rtk G A7AE) AASF I 7 sUORY , A4 a— S B ORI AT A8 il T (B 18 B 1 #2 B « 2 PR 1)
A8 2 T VS A LR v PR R TR 2, A 55 B T T 11 N 2, TR 1) R o — B 0 S
KT « BB oS AR SABIE R G IF B 2 BN IK 7 B 25 o ORI BETR0IK » (1B
MHEE B F 0 W OR 4 5 b It R 180 A0 4 FE R A7 AE T 1JEAT LA PR 1 & SR o BT 40K ] #5 HH
SR il 2% BUHPLCR 214k

[0294]  FI A4 f 25 R 10 I 4% 1) K B — W IR 1 & e ] R T B S BR R R M IR A VM g
(Novabiochem,San Diego,CA) B{ChemMatrix PEGE-&4)# g (PCAS BioMatrix,Quebec
City,Canada) . LR EATAR ARG FII:4- (27 ,4° -~ HFHIEFKIE-Fmoc—& I H IE) —FK 4
B LW = R ORI T (RinkBEFGMBHAR JIR) 5 9-Fmoc—Z J—RY i —3 -4 - 1
¥y S G T (SieberBEIEMIR) s T ComAR B L K)4— (9-Fmoc) 2 B F J-3 , 65— — Hl A R4
) PG -2 A R - E H SR S IR (PALM IR » SAHRLEE T-ChemMatrix PEGHIB IR . 55—
5508 Jo B 3R R A8 ] 8 9 7 DIC/HOBt W HBTU/HOBt B¢ DIC/6—C1-HOBt B HCTU/6—
C1-HOBt i % [{THOB t BL6 —C1-HOB t 375 11 i 52 &

[0295] AL F ik (1) IR S AR S AU A il mT A8 B BhIE & s, 1 WL i ber ty fUB Ik & i
2% (CEM Corp. ,Matthews,North Carolina) JKBHAT o3& [ #H KA Rl AT A8 A S 491 vh ik
[¥IFmoc/#L T FE AR SRME R HEAT o £E— oSt 7 2y, Al AT A I 21 o o i Fmoc 28 ZE R AT A=
Mo

[0296]  {EFRIE R ATAHEMIITE LT , Z AemfFP (K Cy shkEE (B fiCys™ "8 Cys" ") Z ] () 1%
AT 28 H A g L A T A SR TE B (Chan 2 Whi te, 2000) o AT~ H: 25 90 IR 14 JOR 224 JI Bi7
AT AT AR AR e 08 S i AR (Z 051 40D. S . King%F A, Int. J.Peptide Protein
Res.36:2556-266 (1990)) o fE—LESL 7 30, 77K TTS SRy A7 A8 1 3 I TRAYE 9 iBRR 5 o
WH AR E I N AETFA/ 7K/ T1S (94:3:3, v v v, 5 100mg R IL A A ImL) BRTFA/ 7K/ 28} (90:5:
5yvevew) HRREIREE B G 2-3 /NI o BB DERR IR A I HLAE D T k4 BT R TFAVE YR - T 43
FILIK AT Y FL AR 203 34 Bk B 422 5 75 fi# T-DMSO . DMF 50 % Ac CNZK 7 7 H DL # E il 4% 7Y
HPLCHHAT #Hi4k. o

[0297)  HA7 75 4 JiF F) Jok w365 ey 1 P 1) 4% BUHPLC4liAk (Bt 7E Shimadzu LC-8AZL S Al
JERTAY ) RIRAF - 2506011 5, P KA IRV W 5t %2 Phenomenex Luna C18 (5um,21.2X
250mm) 4 [ H FMeCN-T7K (B & 480 1% TFAZE M) w1 (1 2 PR S5, 8 A 14-20mL/min 19
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T, Horb #E EH220nm T B UVIR O K M D36 B A7) o 22 ZHA kIR 1) 285 44 AT 36 FH HL BE 25 LOMS 73
Fr R AL SE 250 1 =, Pl #E FHLC/MS, FEiE# T-Waters Acqui ty 8RR AH JZEH{X (UPLC) 1
Waters 7ZQ 200085 P0A% B (Milford,MA) 23 # AR F o T4 A2, 1 X 50mm. 1. 7um.
300 A Acquity BEH300C184% (Waters ,Milford,MA) , FI7E0 . 8mL/min T B B V4 B9 Sk ik 1k 2
A B o VR AT N50°C IR EN AT N 270,05 % TRAK98: 27K : 2 fiE FLIR ZhAHB A N &
0.04% TFAR i - B A% FERT AE 1 288543 B N FH 2% %280 %6 Ui SN AHBIE il o AT AT FH 20l 33
R HEST MSE#EA Am/z 500%m/z 150088 Fm/z 1000%m/z 200015 3] . {3 28 7] DL B A7 43
R ERAE

[0298] 455 Z KK A zik

[0299] W QAZ ML A B A 45 & W S RS IR 2 L R 7 51 DLW R — B 2 B4 Mg B T4
LR A7 o A0 HE AR ST IR (1) SABAR & W) 25 1 o P 42 25 S 2 A A OO 5 58 R & A
B G 02 M B G 8 R M /0N o 2 % A T T B 1 JRR P 5 A DU AR SR T o TR FH AR AT
BWHEARN 2O £ R A, 2 WA w0 00/34317, AT WA AFLL 5| 778
FEAARCH

[0300]  7E—ANaifif 7 xUH, Al BT LS A1 R A 4 B B A R R A MHC TT RIS &
He P AFAE 2800 5, 7T SMHCES & 58 17 10 20048 e AT B3, 9 a6 HH A2 3 4R 1A
sitewehil.wehi.edu.au FAG 2 “He " 2040 % . B0 MHC TIAYZS & AT AT A oH 5 2 2
(computational threading) JjiER%5E , W HAlItuvia% A (J. Mol .Biol.249 244-250
(1995)) Wi+ AR L 7 v2: , #E LI 2 BRI E 4L E B IR BMHC TTREAN G SR TR S
R L HE i Tope ™. Tepitope .SYFPEITHI \EpiMatrix (EpiVax) MMHCpred. A #5 B % 5
MHC TISRZ G, Al SR 5D 2B I K (& (P25 VE K Rothbard 2 7) 4 23 &5 A BB
Je e A ER B DT B S5 IR B A 7 FIHFAE

[0301] & HIH AL (IS THIM LR R AL f5 , Fl i o — B 2 A2 B R (P MR B
TEH R AT BT 75 EEH) RV bR IxX B iy R AL o 1B F 3 LB T4 R B R R A B B P —
B 2 MR AR IR TP S U AR B A I — SR 5 M AR T s R A 1 = R R, B — 2
gt EASSEITARAE 1 A EARUT M SR - 75 R8BI I AR S R R A
{HA AT REAE LA 0T, AR PR VN INELBR S 93d 2 1 o B A e A 35 A 3 HH = ZHDNAF AR R
SERN, DA 1S B 284 R #E B B 41 32 0ROk A, 1 0 B 7 A B vk AH R R i
& B Bk BT H e e 72

[0302]  — HAZRR BT 48 A TAN M BT IR AL, AT FRR A 25 G 3 A0 7 2 DA R o AR BB T
AR R AL, LA TR, AT 2 i T I 3R AL

[0303]  FF4E Py abid ist v 545 0l 1 T M e JE R A R TR 2R R o RSB AR N N T fif s
SEUERALI U, SR U R U A G R P ) B S M BT IE T AR AR U R
R4S 53 o ARGUBEARN R R B, RT3 P E R A7 J7 7] Re 75 LR R o ARAURELAR A
SIS NAN TR R, B RIS AE PR R AL SRR B B T 455 25 M B e AR s PR (R A7 A5
17 o RN, — b SRS A 5 BRI PP s 51 N SABABK SABAR & 25 11t , SR JE IR B 45 & el e A
WiE Ve S % SR ME

[0304]  7E—ANJ5TH , 5 AZRE P RIRTUE & A AHEL 25 G % AL SABAB SABARE & &5 1 1)
o g SR RN CERI S 5 51 S AR AT HAMA S S0 o 30 5 4 9285 T 1 B 00 5 V2 A6 AR AT B A
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N RGP o AT 3EAT DU 58 % SOBE IR 2 W\ T7 3% DA B IE 58 52 103 BIC7E I PR 1 36 S )
[FJHAMA S 87 o AT 7EFF 46 it VG 7 I S BNV T i R o 45 5 2= s AL s 1 R 52 03 46T
G P SR PP s HAMA SR U 2491 G e ot 5 FH AR S AR S L R 7774 (B R R 55 12
FHEIRFLAR BIAcore) A /BH AHELTSA S Ar) A Mk B 5260 1 ML A vt b 2 L A
FR PR SE I B, vt I & T My A A () A4 0 I 58 5 TR T i 7 % T 12

[0305] M e f&if

[0306]  fERELLsTy Ty X, LG A A AV ARG W] — DA SR e . 4]
RPER IR G O BB AR L . LB AL 240 ADPAZ AL il AR B AL B 2R L R
FEAK . SUMO G 5 8% [ BE/IMB M) 1K (sumoy lation) AE M) E AL B IN 22 R AT B Bl it 7k 3
o R, 2B LG A S A4 G LA Wm] A AR R R A 47, 1w IR L 2 B ER
FHE SRR NS B AL AR IR (TR HONME R R AL (sialylation) , HofS— B2 AN MR R H6 47
BT 20 IR o M VR R 5 70 AU VA A P2 S LT~ 1 (R A 7R P I 2 8 i v B ey SR . &
LB Ra juZE ABiochemistry.2001Jul 31340 (30) : 886876, Al M S AR G FLER AL 43 %
ML A & A 4SS YEEL LS P DhRe R w2, DL 2 B4 AR G A &5 (el
HSABIRhSA) K168 77 I/ BLAE B A P I IR 8E R B r S AR O Pn 338 43 W T (¥ 2 B 1 (451l
FGF 210 4] ) TR B A FH) o

[0307]  #4k e 2 % H R SE it /7 =X

[0308] A% BH JRALHE bt A TR FAE— S A BRI 7 51 o A AR S AR N BT 1 i
(), BT 58 =Bl Ry 9k, JLP- 5 — Fh R S B 2 m] B 4R A2 1 R 2 3 vb 0 — iDL b = ks
BRI o 340, B I B AR Ak AT - BT S A 1) 2 2 R 21 v 1 R S R B, (HL TR A
SSE 5T b AR LR P ) A D PR o DAL, 6 T S AR SO TR R 2R B SR AR TR e B H R
AT B LT AT AT b H % B R R P ) s S AR SO () L3 A & A 4 B LR E)
1) 2 e R MEAZ R AL S B R 3 IR B P B AR TR

[0309]  Zhd A SCHT A I 25 P A BTER 2 KR AT — 3 AL BR n] 4022 6 1o P I 3R 2
b VA DA CGE AR A e 1) 338 iz B+ AR AL P g i 2 A 2 . PR T TR
W AT T8 B FL e AT A FL BN 20 e HEL Y0 AN B - TR 41 Bl Az 2 R A i) & P 25 RS - v
B .2 W W MayfieldZE A ,Proc Natl Acad Sci U S A.2003 100 (2) :438-42;
Sinclair® AProtein Expr Purif.2002 (1) :96-105;Connell ND.Curr Opin
Biotechnol.2001 (5) :446-9;Makrides® AMicrobiol Rev.1996 60 (3) :512-38; K Sharp
Z: NYeast.19917 (7) :657-78.

[0310] AT~ R 0 A 1) 3 FH B R AE AR ST R N 2 () B8 0 JE T A, BN ik T
SambrookZE A ,Molecular Cloning:A Laboratory Manual,251-3%:,Cold Spring Harbor
Laboratory Press,#2fiz,1989,8%F.AusubelZE A ,Current Protocols in Molecular
Biology (Green Publishing and Wiley—Interscience:New York,1987) M EHAT i, It
FECHRCA 51 I 7 20FF AN S G B 11 5T DNART A E M T 422 TSR IR TR AL 304 i 25
o 2 H TR (1) A 33 1) 2 SR 1 7 2B o SRS 2L AR e S A B TR I
SRV ERGN T B | G i G 3 I mRNARZ B AR 25 A 6r s 18 P 2 S 48 ol 2 s S B i 26 b 7 3] o o
— AN E BRI 4 Gl BB R AR T) 2GBTS AR i s £ R Y o i
AR YR LA R AR TR AN
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[0311]  ASCHTARI & A B ARG E AT UAERS 7R 2 IRRG &4, JaE it
155 P P BCH 78 G B 1 K 2 IR O N B A R S PR DRI s 1) 22 0K o i ide 1) S YA 5
FEFIARIE A mT R T R AR IR 5 (RIS 5 BRBE DI E) B945 5 77 71 0 T A U A 1
RAME S P I %18 AR TS W55 7708 B U5 % 15 5 7 81, 490 ik B Bl i i 1R
B H B RN lppBUARE B R LIRS IR EAZG 5 P9 N T R, nl RIS
57 N R B EE R AL RS R T B alBl - RT T 7 5 (B4 REE (Saccharomyces)
e AR E (Kluyveromyces) a~[FF /I3 )7 1) B P BE B AT 5 /7 51 O (2 2 Bk 1
(C.albicans) fiFEVEM BRI )7 51 BLPCTAFFWO 90/13646H BTk ()15 5 - 7R FLB304 41
W is o, mff FVT FL A5 5 7 B LA S B 40 i T T3 5 9, 49 i R 4l 2 g DAE 5 o k26
B X S DNA T 2 BRAT & Bl S HE 19 77 2% 42 T 4 B2 11 B DNA

[0312]  HI-TE &7 LAl (B anfEaE . B . B Y s A8k 8 e 24t
VIR B A% AN HD) (1) RIS AR TR NG B £ 154 53 J R 52 AmRNAFT 424 75 (19 77 31« 1028 7 771 0
45 EAZ YR FEDNABL cDNAR S A I 37 REIBE X o X L X I 5 5 s A bl %
PR BT mRNA B AR BRI 3w 0 SR MR B Ak B A R IX B o — Pl FH I i S 28 121 53
NAEAEKBRE R E R IR Z WPCTAFFHEW0 94/11026°5 S H 1 Fir A FF I R IAHAE
[0313]  HEZHDNAJR AT A FEATAT SR AL 1) 85 1 oA 25 e 31, Homid F T2k 82 B o 5R E Joads
ZE S B 4G (AR T) A BRAR 2 FLAGHR 2 smy chR 2% HARRZE B GS TARZE « FH T4 1 « B
B T BRSO FLBh W 4l e fg 0038 Y vl B AR BB A T W T Cloning Vectors:A
Laboratory Manual, (Elsevier,New York, 1985) 1, iZ X R HI FHIS AFF N LA 5 FHEI 77 20
FEAARCH

[0314]  {F AIE A T 18 R4 B R E W EAE TINTE R4, X8 AU RN 7
RO MBI LR FINTE R A0 1 5 A5 1R RIS T A, B FE (EARRT) %
AL ffF FHSALES UL B R 45  DEAE— ] SR WE B L e o G« SOk 55k s Tl e 4 s SRk
o (AR IR .

[0315] &A1 18 40 M0 55 JFAZ AL 40 B8 ol L 347 440 it B 400 T4 40 S« 38 45 10 400 2 0. i
QY (gram negative) B [KPHYE (gram positive) AW, B WK Mt i B 2R 1
FEJE Bacillus spp) BERE, LIE) K A BEEEE (Saccharomyces) H) R0 (1ER V1% £F
(S.cerevisiae) , 8] T4 2 Ik . 7R ] 5 A % i AL s ek B A o s 97 R Gk KR IA
HAE A TR R =4 58 8 B AR 5 R 90 H Luckow A Summers (Bio/
Technology,6:47,1988) £5ik . /£ —E&AEF L T , 75 B/ A HESI DA b 7 AL 85 1 o, 1 0
THERAL , MAERT 55 T BB MESI AN L (355 3%) C N IURE 7 & & 1 FLsh i 1
3240 R ) SE A A5 P R AN L COS-T A& JIE 4R . CV—1 \L4H A . C127 . 3T3 v [ 3 b, BN 5
(CHO) AR 4l  ihi (HeLa) 2932937 K BHKAH M 5 o % T4 2 NI & , A SCATA 1)
B 2 AR /N RS AR AR K 1 i o s )R8 77325

[0316] A ™4

(03171 FHASC AR BT 7= AR 2 11 5T 1 3R B v R B 6 A s R4, IR %0 240 e i
T AN OU R B o S R 3R A b LU B B 30 R PR (AR B 3 YAl BT 75 7 )
.

[0318] W] T 7= AR Ak BH 1 2 1 SR 15 £ 4 B 5% T35 MhBs 3 S op i s @ ERF 10
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(Ham’s F10) (Sigma) B {lb 758595 3E ((MEM) ,Sigma) \RPMI-1640 (Sigma) S H: /R DURHR 24
AR AR EEFEE (DMEM) , Sigma) FO T 55 36 2515 4 THE 96 7 2 A1 . S A, Ham S5 A,
Meth.Enz.58:44 (1979) ,Barnes® A ,Anal.Biochem.102:255 (1980) ; £ & H|554,767,
7045 ;554 ,657,866°5 ; 554,927,7625 ; 554,560,655 5 ; B 555, 122,469°5 ;WO 90/03430;
WO 87/00195; B¢ 3L LA 5ERe . 30,9855t firik WAL AT 85 57 2L ] AlVE TG E AN A 35 953 .
FRART IR Be 15 35 B 5y AT AL A 78 R M/ B B AR K I GE i i = VR SR B Bk AR
K A7) 3 GF e, 85 88 IR £R) S8 PR (W WIHEPES) A% H R (8 a0 g A g
) HUER (& WIGENTAMYCINYZG ) JRETCER GE SCHTENL A, 18 ATE B /RG]
P PR B 28 TR T AT AE) S 0 W B0 R R U o 7 AT AL T 5 94 B2 () A L RN 57 L RN AT
] e 0 B A FE o 55 57 56 1 IR BE L pHIE S8, 956 A A T Al T 208 B 16 40 i
FIBLL A, HON T AU B R N R S 28 % B2

[0319] AR SCHr A FF 9 8 3 5 /R Al AT FH 40 i 3 &R A v 2R BRY, gmAd B )
IR L AREAE i, LA SO VAR AN L 5% 7 A mRNAJF: 70 VEmRNAZE Fit F 5 52 o4l il R 4 b #4770
S R P o A7) P ) S A o 4 L 8 R S L 55 497 v L 3 4 T B 4 i S o R G i A9
AN TR R AZ TC 20 MR B R G L ) an A T e 4 IR B RS

[0320] AP A FFHIEE B BN AL S AL 26 o™ A (Bl n#E B Solid Phase Peptide
Synthesis, 520z ,1984,The Pierce Chemical Co.,Rockford, ILFFRTiARI 7L & HA K
(R R AT 3RS FH AL 5 5 ™ A

[0321]  ARSCHT AFFI B o1 A] #E H 8 ik e b o i O A T S 8 B o B/ 2
A TTVERAEA, o B il 11 S 45160 55 2R B H 45 L SR (19 s AR BR B BB R W) B0 T
IR E AT S A AT BUKE AT IR ST SO E AT RS R B B E =
T SEAZE T LUK T 40 FLBRIX S 7 VA AT AT 2 A o AN S, P FH A S0 8 i 25 P s
AT RV (B EAR Tl 98 SE ) B8 8 Bas #e B AN A G2 vl b S /B4 o
[0322]  Z4jifk B2 Fufiidk Jy 2 /085 % 21, A £ /095 % 45, H fefitiz % /098% 4l
ANE B RS HEUA , S8 FUR 282 2 LA FPERE 2577 i o

[0323]  pfg . e W S e B A

[0324]  JLT 5 SABARM & B AR 1B B4y, A ST 4R 1 B9 SABARI & 1) vl FH TR YT % Fh o
T3 SIRIE « SABARE S ) 8L FH AT B AR USSR AR S5 ) 0 R S AR SCFT R AR 15 R
SR SE o AR STVEH 3 75 M SABAR & 25 1 1) FH I8 - SABARH&- ) P] it F 45 AFAT Uil L 30 52 1K
TEEE AR NESIEASEMIE.

[0325] W] RAKEAS SCHTIA B HLIE 8 A 456 ) B Rl 4 Rl s D brc , 7 B SR s 4
FISREG P& & 0 & 8 B A, DL T A8 B02 W e 8L F o AT FH AR St o 2 i
T8 A B4 & T A S 73 BAEART 77 v, B 45 DL T rid i A0 42 77 5 s Hunter %5 A,
Nature 144:945(1962) ;David® A ,Biochemistry 13:1014(1974) ;PainZE A,
J.Immunol.Meth.40:219 (1981) ; JtNygren, J.Histochem.and Cytochem.30:407 (1982) .
[0326]  fER-LG St )y b, AR SCHTR I LG B SR A S5 G L Rh & o i — P iR TR
B A W I AR e A (B bR AT O IR T [E AL 3R 2O & ) BE B 4 DX ) o BrRid ) m]
MR R 5 1 U R 1 RS S LR B PR A, A BV BR  IREBUR I
LR EHA , K, 5Fe ,5Co, Cu, Ga, %Ga, 1231, T, BT, B2 15k 99T , [F] 52 T I 2K 30 40 14 1L
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B EA S S WEELE 7] RGN H LA R T 3L G A8 S il i
FH 38 () it FH 5 % T A W s A 0180 5 6r B B 3R o BUAB TR 5 or S AR B8 AT 36 FH TBUST TR DAL M 1%
SR LIRS T RS S5 AR BOE L 1 K& ST R TR okeAar il o an AR U R A
SR G BB, TR PR R A 21 i B S A BCH PR A A2 2R T o AU AR N TR 5 R T
FIAENE PR 70 B 45 78 TR 1P A 2 e 2 0 P A e R R T A A5 7P ) T HH

[0327] i A& A A Y KRG 5 IR iE AR SE M 2EAL 5 o 72 7 v, A8 A A 4
AN TER E A R T &A1 8E GF WSephadex M TEEIELR) o & F Al HTAEAT
O 1 5 7732, v e 4 P 4 A DN B % TR) 422 0 A S B S 9 e M (Zola,
Monoclonal Antibodies:A Manual of Techniques,25147-158 T (CRC Press,Inc.,
1987)) .

[0328]  SABA-FGF21Rl#A P 51 7 Pk Al i

[0329] AR PrH it I SABA-FGF2 1@k -& ) m] FH - T-I6 97 BUIR: — B 2 Fh LA T 209 - 1 JK 0
e MU ATE 1 6] WIS 52 (5 A5 SR A0 SRR P9  JBR I R B e v MR B < LILE A0 D) S0 P2 9
B A 1 R BT ARE A AL S S BRE (RUPE TR B Kk 48 S Ak L O DURE 28 0 8008 L A1 A
M AE B )R PEBREAT O LSRRI L b PRGSO IR 38) AR SR S E s L S AR R S 1ML JJ 535
e M THLEE v Ve = B8 HIAE v I [ e I \ {IGHDL « = LDL M8 B A | 40 R Bl ik 5 0o « I o
S B R (A5 BUBLAANE) JPCOS HIVEE HEEAHOCHE PUE R AR HIGIR S R MR, i
AR JE IR IS R T 5015 28 OB 91T R 5 ARy ok H R 2K [ B VR T Y S5 08 B g 4 i
B B A B g A e A 5 A AR F o AR e st U Kb, AR SC T RR 1R SABA-FGR21 il & 4 ]
FH T8 97 SRR 52 25 1) AL Joe B ol 2 A = B By A o 388 n o A2 — A0S P sty U
SABA-FGF2 1Rl & ¥y ml I T Js 2 BMI 2y 25-29 . O 52 5 5 i A4 S B Tl By A4 B 189 in o 72 55—
PESE /7 20, SABA-FGF2 1 Rt ) AT F T D BMT = 3011 52 15 35 (1) 44 2 Bt )y A =38 o 72
Ty A7 2, SABA-FGF2 1 @l & My ml F TR 97 S IR ] % 7K1 = 200mg /dL Az /B H i =
BE7K-F-= 150mg /dLI) 320 o 7E L e Skt 7y s b, SABA-FGF2 17l & W m] H -6 47 P A e
Ry 2 i S/ B T g s 2H. 23 e ) 1 0 0 B A o 72 3 e Skt 5 U, SABA-FGR2 1R -&- 4wl H
TR PR A 52 T R PR e 3 R o A8 H B SE Tl SN, SABA-FGF2 1 Bl W el T %
IR 32 10 B MR 7K Y B A T = B8 7K 5 B AT B s B 7K ~F, 16900 8 5 V8 , 388 I i s 40
/B g Bk

[0330]  gnA S b s FH L “TBI ™ 5 T3 B RE i A AT AR 280 Ak FER R ohof RERE ot P AR e v AR i
HOZRIRR G ) R AE MR, BORE T 2 28 A0 3L 1) o HEUARE ot S 3R 1 0 B E () — B 22 B IR
[ 5 A e AL 7™ FR R E o A T 2 R L T R A A L 388 T e e PR 9 R YO ) RIS Py LA
B FE A BEAT TR PEITVE AR S A A R TE VR IT AL () SRR, 8 R
LB R s Jo /B (b) GEARBRIR G , 7R BN — H AT 5 A p IR O TR o

[0331]  fEFELLsTif Jy Xrh , A B IR MA &1, KA ST a7 A E
[¥) SABA-FGF21Rl& 4 , T ik Bih & 1) PR M7 AE B 25 FHAR SR AL & o B 0 , AT AT FH B 00 )
SABA-FGF21RA-A W), iR & W 5 AR e ER SN A S, 5l — B 2 B e a7 7
(e B b o 7R B B = 235 PR D) I & o

[0332]  ZERELLsi )y xUHh , SABA-FGF21 Rl & ] B i B 5 — B 2 AL ey T AL &
Jite P o 44 e 1 B “40 497 17 B A SABA-FGR2 1@l &1 5 — B £ Fh 1 & VR 7 57 [H) st
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(concurrently) jifs FH45 BTy 7 WM FLEIH0 . 24 2 A it R, 25 2H 43 m] 76 A0 [5) s 18] e FH B A
ATART IR 7 A AN B 18] 3 478 I FH o DRI LG 5 952 23 7] DA 2 B 0T (1) ) 1] 49 e FH DA B AL e 765
TBITRUR

[0333] AL Hr AL (¥ SABA-FGF2 1 Fl & 4P 55 LA T 25 55140 A48 FH - JomR JR g 771« 70 i I
F 30 1 R A 2 IRE 77 Pro A ) S0 791 P Rk 22 9 571 0 B 591 sl s AR Al A ) e s ot
S IE7 =T 1A S| I W [0 53 N7 1 = | I 7 1 = v | I/ W =10 = A 1 T N7 = = I N =
HIARE 7] 7 v R [0 A MR 77 B P 8 57 BLARGR) (anti-pancreatic agent) (B G 8K
IRAR F) 1EAZ 3858 577 P R A B AR 3R 77 L AR ) S O IR VR T A A B ks R
7 AR

[0334] 5 SABA-FGF21fl& #4204 18 F R om JR o AL REAEAS IR T o &5 2 2 8 2= BRUR &5
IO GPRA0SZ A I 5 5 B B HURE R 9 71 X L 25 1 16 (AR T) IR kg TV
(DP4) #I i 57) (B VG fl 77T (sitagliptin) JE=4EFVT (saxagliptin) B & Fl 4
(alogliptin) ZERSFIYT (vildagliptin) ALY BUIT (1 1 — HEBUIR 2R 2 BUIR A
FAUY)) (TEBLIR (1 a0A% B AR (gliburide) (K& FIEMK (glimepiride) k& FI ML R
(glipizide) S ILIEALY)) | I KE 1 Bl 41 1 75) (5] i) = B A (acarbose) K& 71 BE
(miglitol) Ae H:ZEAUW) PPAR v B3 M (i fn e M ng — B, 41 1 2" 4% 1) B
(rosiglitazone) \MEA% FIEH (pioglitazone) KHIAIY) \PPARa/ v XU BB 7 (5] G545
FIHL muraglitazar) \EA&FHL (tesaglitazar) FIE T (aleglitazar) KIS Hi
W IR AL 7 (WIFy fe , M.C.T. %% A ,Drugs of the Future,34 (8) :641-653 (2009) ik,
o o 51 B IR ANARSD) (GPR119AZAK 1875 711 (MBX-2952 . PSN821APD597 S HZEAB4))
SGLT24] 4| ) (& 4% %1% (dapagliflozin) . R4&Fif (canagliflozin) . 3%
(remagliflozin) M HIAUAD) FETE 2 G W =M A /B8RS 2 - TIRITHEIR
VI B XS IE VPR AT LT BA R STk :Mohler M. L5E A ,Medicinal Research
Reviews,29 (1) : 125-195 (2009) , FzMizuno,C.SZE A ,Current Medicinal Chemistry,15:
61-74 (2008)

[0335]  SABA-FGF 21 #0758 Al LA (0 -5 — BL 2 P& AIC R 8RR 4 & 438 FH , 185 0 22 4 i i
(diethylpropion) 2K H i Z% (phendimetrazine) - 2458 (phentermine) « B F| &) fih
(orlistat) PHAIHI B (sibutramine) & REM (lorcaserin) i = Ak kK . FL L BE
(topiramate) JMCHR1SZAKFEHLF . B WABR A5 & (oxyntomodulin) 4N (haltrexone) .
JRVE MK NPY Y552 A I T /) CNPY Y 25Z 44 1 5 7R O NPY Y452 44 U8 A L P R A
(cetilistat) \BHT2cSZ AR 725 . SABA-FGF 21 Bl W) 7R 5 15 i LW 25 RE k-1 324K (GLP-
LR) HIEh I A H 1 Wi ZETRAL (exenatide) FIXEZR (liraglutide) \GPR-1 (1-36)
B i \GLP—1 (7-36) Bt .GLP—1 (7-37) (fHabener ) 3E H % F 555,614,492 5 T AT, i%
LR AF AL G R 77 IR AR SCH) , AT 48 pH 5T L 8P BOHE HH 48 B B s ok
it o FH T Y697 BE R I A S8 eI B vEaR A WL T DA R SCRH :Melnikova, I96 A,
Nature Reviews Drug Discovery,5:369-370 (2006) ; Jones,D.,Nature Reviews:Drug
Discovery,8:833-834 (2009) ;0bici,S.,Endocrinology, 150 (6) :2512-2517 (2009) ; }
Flangbam,C.S.,Vet.Pathol.,46 (1) : 10-24 (2009)

[0336]  7rR:ubsizi 77 X, SABA-FGF2 1Bl -5 W10 Jiti FH 71 &= 9 29 10ng 2 20mg » 10ng 42 5mg
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10ng % 2mg.10ng % 1mg100ng % 20mg . 100ng £ 5mg . 100ng %= 2mg . 100ng & Img . 1ng £ 20mg 11
g 5mg. 1ng% 2mg. 1ngF Img. 10ug % 20mg 10ug = 5mg 10ug & 2mg . 10ng % 1mg . 0. 01 F220mg
0.01210mg.0.1%20mg.0.1% 10mg.0.01E5mg.0.1F5mgik0.7 % 5mg. 5 %)10ng.100ng. 11
g 100g. 100ug B2 1.2.2.5.3.4.5.6.7.8.9.10mg . 7E F- 8852 7 T , SABA-FGF2 1 B 54
[ F 7715 940 100pg / kg £200ug/kg . 100pg/kg #500g/ kg 100pg/ kg % 20ug/kg . 100pg/ ke
£10ug/kg1ng/kg®200ng/kg. 1ng/kg £50ug/kg.1ng/kg® 20ng/kg. 1ng/kg £ 10ug/kg
10ng/kg £ 200ug/kg.10ng/ kg £501g/kg. 10ng/ kg E 20ug/kg . 10ng/kg % 10ug/kg.100ng/ kg
£200ng/kg. 100ng/ kg2 50ung/kg. 100ng/ kg2 20ng/kg. 100ng/ kg2 10ng/kg 0.1 %2200ng/
kg.0.1%100ug/kg.1%E200ug/kg.1F100ug/kg 0.1 %50ug/kg 1 F50ug/kgil 74 50ug/kg
3% #1100pg/kg~ Ing/kg- 10ng/kg+100ng/kg B 1.2.5.10.2025.30.40.50.60.75. 100 125,
150.2008%2500g,/kg . SABA-FGF21 il A WAl BF R (B 20 R — IR IR = IR BRIY IR) B2
BN (A0 RERE — R — IR VB A — B IREUEE H) 45 5 ARG S8 77 s, SABA-FGF21
R4 6 it P 700 B A LA 2490, 01 8 20mg . 210 01 % 10mg . 290 . 1 E20mg . £10. 1 % 10mg
£J0.01%5mg £J0. 1 25mgEL 0. 7H5mg B A 1.2.2.5.3.4.5.6.7.8.9.10mg . /EFI7R 5K
Jiti 75 30, SABA-FGF2 1/l & W it 157 & 9 A 1 290 . 1 52000g kg . 4]0 1 2 100ug/ kg
Z)12200ug/kg ZJ1 2£1000g/kg £70. 1 £50ug/ kg Z)1 £500g/kgB 17 £50ug/ kg B L)1 .
2.5.10.20.25.30.40.50.60.75.100.125.150.2005%2500g/ kg . £E 5|7~ P SL it 5 X
SABA-FGF2 1§l & W10 jite A 71 & A LA RE R 729 10ng 2 20mg £ 10ng %2 5mg « 21 10ng %2 2mg £
10ng % Img.ZJ10ng £ 500ug.#J10ng £ 200ug. Z]100ng £ 20mg . ZJ100ng £ 5mg . #J100ng £
2mg . £]100ng £ 1mg . £J100ng £500ug . £]100ng £ 200ug . £ 1ug £ 20mg . £) lug £ 5mg . A 1ug
2mg . Z)1ug e Img . £ 1ug £500ug. £ 1ng £ 200ug £ 10ug £ 20mg . £ 10ng £5mg . £)10ug &
2mg £)10ug % Img . £J10ug ££500ug . £710ug £ 200ug .5 %) 10ng. 100ng. 1ug. 10ung. 100ug . 200
ug.500ug. Img.1.5mg- 2mg 2. 5mg - 3mgEL5mg . 7E Bl 7~ P2 it 77 =0 i , SABA-FGF21 Bl & W1 Jife
HIFfI & AR 1T £9100pg/ ke %2 200ug/kg £J100pg/ kg 2 50ug/ kg £1100pg/kg % 20ug/kg -
#£]100pg/kg % bug/kg-£1100pg/ kg% 2ug/kg- £ 1ng/kg 2 200ug/ kg #)1ng/ kg £250ug/ kg £
Ing/kg % 20ug/keg %) 1ng/kg F5ug/kg %) Ing/kg % 2ug/kg £ 10ng/kg £ 200ug/kg . £)10ng/
kg #50ug/ kg Z)10ng/ kg % 20ug/kg %) 10ng/ kg ©5ug/kg £J10ng/ kg £ 2ug/ kg £1100ng/ kg
£200ug/kg.£)100ng/ kg £ 50ng/kg - £1100ng/ kg% 20ug/ kg £)100ng/ kg £ 5ug/ kg &)
100ng/ kg% 2ug/ kg #J1ng/kg £2200ug/ kg Z)1ng/ kg 2 50ug/kg £ 1ng/ kg £ 20ug/ kg £ 11
g/kg®5ug/kg Z)lug/kg® 2ug/kg £)10ug/ kg F200ug/kg £110ug/kg ££50ug/ kg B Z) 101
g/kg® 20ug/kg B Z1100pg/kg- Ing/kg.10ng/kg.100ng/kg.500ng/ kg 1ng/keg . 5ug/kg. 10K
g/kg.20ng/kg50ug/ke100ng/kgBl200ug /kg o 734k, QAU b i £ %0 , 7] BE 7 224t X4
WS DA S AR B — A REIR AL 2k ) TR B L B 25 B 1) L 25 W0 AE LA P A e o 7 SRR S AT A
B IS T] HH AR U AR RS ISR 50 R B E

[0337]  yfay7 il 77 A it FH AR G

[0338] A HIIG $R AL it -5 SABAR A VR T PR B0 4 B 77 v, Hod X 5 SABARL & ), 1% R 9T
PR 43 () 1 5 HAZE A o Jite FH fit 5 A4 S AR O AR % R 2K 1L 5 SABARI A (1) VA T TH 350 4 Y SIS 2
JPTIGIT VR R A2 AL, AH AT H AR SUBH AR N 25 5 U e . — Bl &, B BRI 22K
AR FAEG T RIRY 2 A BT G 22 B Pl 52K P B 35T DRI, v 97 P i ) e 5 1
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WIR XA T e i) s it B IR, B0 D A AN I i S ER ALY (8 WIFDA) B
SE P 4252 7KCP R 38 R o AE RS s 7y 3, SABA K HL Rl A 4 1 25 W il R 4 1 -
20mMBE I ER  2-10 % 1L BUPHEE S 1-10% HZAR (4.0-7.0) /DI SLHE T7 X, SABA
T FCBh A4 I 258 %308, 4 40 1 OmMBE R . 8 % 1L LR R 2 5% HE 2 (pH 6.0) .

[0339]  7E—uesijii /7 xUH , SABA R HLR A %) TR AL 304 O H A & nl 25 HfF . “nl 24
R 2 K48 F 45 304010 TC 5. 2 A R R 27 45 110 2 1K . m] 245 I SABA B HL @il A iy s 441
A5 = B 1 45 518 (RGD) f9 " Pn3 & MR S 3 AR I o N 85 2 B 2L A AR A P 35 37K T 11
SABABK SABAR G- 4540

[0340] Y& y7 4G W] LA S A 7 2 15 T 245 FH ) A 8 711) 40 380 A4 BRORR R 77— e FH - 7B
AR il P S48, e A AT ARG B (BN ik 2 ) V& D BRI 3T AT 2T
T2 2R LA Bl B3 SRR R SRR O 71 T8 kN B2 N BEE R 251
AR s BT R B2 B e R  FL B BUR S B B R RIS

[0341] A&k b 2 RN i AT i 4% 51550 1 7 vE 1 0 DL T “Remington: The Science and
Practice of Pharmacy” (820k%,A.R.Gennaro AR.%w,2000,Lippincott Williams&
Wilkins,Philadelphia,PA) oo HITAE22 4% 24 1 il 770 m] 4 fn 2 A R ) TR B 7K L #hK
R LE AL T (N5 L B Y RIE ISR B E A ER AR AH A T AR AT e i TR A R 2R
EW AR/ LA BRIL R MBI A LM - TR TR L AT T4 A S P B T8 9K
- il 551 (48] Qa1 A ) ] 2% At A R R [ 4% R S5 4 oK ks g ) m T3 AL & i A
YA o BB AEE SRS S R B M-8 R RN B IE IR TR
W R SR B o R A A R BERL VR 2 DR R T AR AL, AR B I 25050 = e
R

[0342]  Z2 kA3 DA ] 24 AR S0 X0t H , i iy BT 461 28 Tl R SR B e sh 8504 8
LAY RN AR B 2B FE AR, i I 8 LR IR T M R TR R L E R
PSR ML IR  BRIAER R H R AR A ER O IR KR A R R ORI PR B = A R
S RATR IR R P R AR LR, v R IR VAR IR IR IR (TR 55 R
GV EFEEE RS AP AR L BRAAATAE T TR 2 IR DA R iR e Pk

[0343]  3& T 1 A FH A0 ol AP0 48 5 A V6 MR Rl 0 5 0 B 1T 24 FH IR AR TR S 01 A 741)
T T 7R AT 48] 1 A T A R R B 78 R (8 G R A 1L AR ) VRIS R B A R g
FE 59 () an b R PR R L A IR R B L B IR IR . — It S E B D -

[0344]  3& T~ 1 Al FH ¢y il 70) 78 P CAREL WS v AT 2K, BCRA VS 14 il 3 5 T PR T AR AR R RV &
(1) B A e P e X, B DA Pk A 20 5 K B A TR A R I e e e T U At

[0345]  Y&I7H RGNS 48X BT i A X 5 7= AR it F T B SR 1V 97 RUR 1 77 = o i 75 2l A0
IBTTIE 1 E » BT AR SUSEAR N 58 FH CENE AR KR 5E . — XM &, SABABL SABAFH
AU EER 2)0.01ng/ kg2 £50mg / kg L RER0.01mg/ kg %2 £30mg / kg e e &K
0.1mg/kgZ £120mg/ ket FH o« 2 K AT K (B B R — VK S RIK « IR BTG IR B AK B AR AT 2
(BN BERE — R — R VB —BURIRECRE H) 455 . 570, ARG Bir 250, 7T e 7 228X
SE S DA S AR — RO IR O PR IR A S G TR) S 25 W) A AR B s 7 B R A O
B, BB AT B A USR535 6 ISR 38 1 E
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SCHE 1
[0346]  TEREAEIA I A BH P AL S 5 ks FH 228 DA SR AG1SR 1 A, 10 300X 8 ST it 511 HY
T UL B A% B A S e Ty 1 R st 77 =R B, HASERDUAEART 7 2R i A B

[0347]  FFRIMEE

[0348]  ARHIE H prdg LI VF 2 IR T LA N R 2 o BRAE S AR UL , A5 W B A7 N 422 fif
BIVL BN RN KR, B A Com R 31/ A BB LA XU RN e R o, How Sk IR 1 InAE o & % 4% 0
SABAJF FI|[{I R X BC.DE S FGNBH 8 .

[0349]  ZR2. B/ 7 FINEEL

[0350]

SEQ | 771 Wit R

ID | z4k
NO:
4] bk fo F & & & 85 S Adnectins " (SABA)
[ OEn3WT | #2 A AE OFn34 435 | VSDVPRDLEVVAATPTSLLISWDAPA
VTIVRYYRITYGETGGNSPVQEFTVPG
SKSTATISGLKPGVDYTITVYAVTGR
GDSPASSKPISINYRT

2 YEn3ve BA6A T & B8y — 45 | EVVAAT(X),SLLI(X), YYRITYGE(X),
YEn3 QEFTV(X),ATI(X)DYTITVYAV(X),IS
| INYRT ’
3 PEn3v3 ALAT 3T T R 6 — A% | EVVAATPTSLLIX), Y YRITYGETGGN
1003 SPVQEFTV(X),ATISGLKPGVDYTITV
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[0351]
SEQ | &3] ik A5
ID | &4
NO:
YAV(X),ISINYRT
4 SABAI 481 Adnectin™ EVVAATPTSLLISWi Y YRI
TYGETGGNSPVQEFT ATIS
GLKPGVDYTITVYAV SPISI
5 SABAIBC | %31 BCIR HSYYEQNS
6 SABAIDE | 4%.¢1 DB YSOT
7 SABAIFG | &« 1 FGIK YGSKYYY
8 SABA2 A2 Adnectin™ EVVAATPTSLLIS YYRI
TYGETGGNSPVQET ATIS
GLKPGVDYTITVYAV
RPISINYRT
9 SABA2BC | 42 BCIR PKYDKTGH
10 | SABAZDE | #2 DE# TRQT
11 SABA2EG | 482 FGIR SKDDYYPHEHR
12 SABA3 A3 Adnectin™ EVVAATPTSLLIS "YRI
TYGETGGNSPVQEFTVP
GLKPGVDYTITVYAV:
GPISINYRT
13 | SABA3BC | 47:33 BCE SNDGPGLS
14 SABA3DE | 4Z+33 DE# SSQT
15 SABA3FG | #%:43 FGIR SYYTKKAYSAG
16 | SABA4 Awd Adnectin™: 44 | EMVAATPTSLLISW YYRI
&g ik %47 | TYGETGGNSPVQEFTVPER § TATIS
159 X A SABAS GLKPGVDYTITVYAVT]
EPISINYRT
17 | SABA4BC | %4 BCH EDDSYYSR
18 SABA4DE | A% 54 DEZR SDLY
19 | SABA4FG | 4734 FGIR YDVTDLIMHE
20 | SABAS #ows Adnectin'™; ﬁ)‘p EVVAATPTSLLISW} YYRI
% -FSABA4## ik ; 4 | TYGETGGNSPVQEFT |
ERE Hmik GLKPGVDYTITVYAV
EPISINYRT
21 SABASBC | 4%:55 BCER EDDSYYSR
22 | SABASDE | 435 DEK SDLY
23 | SABASFG | #95 FGIR YDVTDLIMHE
24 | SABA6 %96 Adnectin™ EVVAATPTSLLIS? YYR
ITYGETGGNSPVQ /
25 SABA7 %97 Adnectin™ _ W
TYGETGGN%PVQETT
GLKPGVDYTITVYAV
PISINYRT
26 | SABAS 448 Adnectin™ EVVAATPTSLLISWi YYRI
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[0352]

SEQ | A7) i A3
D | g4
NO:

TYGETGGNE)PVQEP T

RPISINYRT

27 SABA9 #:39 Adnectin™ EVVAATPTSLLIS
TYGETGGNSPVQEFT
GLKPGVDYTITVYAVTE
SINYRT

28 | SABAIO | 4210 Adnectin™ EVVAATPTSLLIS!
TYGETGGNSPVQEFTVP
GLKPGVDYTITVYAV
NYRT

29 SABALl 011 Adnectin™ EVVAATPTSLLISW!
TYGETGGNSPVQhFT
GLKPGVDYTITVYAV

30 SABA12 | 4412 Adnectin™ EWAATPTSLLIS
TYGETGGNSPVQ!
GLKPGVDYTITVYAV
SINYRT

31 SABAI3 | 42413 Adnectin™

32 | SABAlI4 | 4214 Adnectin™

YGETGGNSPVQEFT

LKPGVDYTITVYAV ISIN
YRT

33 | SABAI5 | w015 Adnectin™ EVVAATPTSLLISWS
TYGETGGNSPVQEFT

GLKPGVDYTI TVYAV,

34 SABAI6 | A016 Adnectin' ™

35 SABA17 | 417 Adnectin™

TYGET GGN’SP’V’QFF r
GLKPGVDYTITVYAV

36 | SABAI8 | %% 18 Adncctin™

TYGETGGNSPVQEf T

GLKPGVDYTITVYAY
NYRT

37 | SABAL9 | #2219 Adnectin EVVAATPTSLLISWi 'Y YRI
TYGETGGNSPVQEF ATIS

GLKPGVDYTITVYAY
NYRT
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[0353]

SEQ | /3] Fik A3

I | 24k

NO:

38 SABA20 | #3520 Adnectin™ EVVAATPTSLLIS!
TYGETGGNSPVQEFT®
GLKPGVDYTITVYAV:
HPISINYRT

39 | SABA21 | 4221 Adnectin™ EVVAATPTSLLISWEE YYRIT
YGETGGNSPVQEFTV) TATISG
LKPGVDYTITVYAV: ISIN
YRT )

40 | SABA22 | #7422 Adnectin™ EVVAATPTSLLISW: YRI
TYGETGGNSPVQEFTVP
GLKPGVDYTITVYAV
BPISINYRT

41 | SABA23 | #5923 Adnectin™ EVVAATPTSLLIS "YRI
TYGETGGNSPVQEF \ AT

42 | SABA24 | 24 Adneetin™ AATPTSLLIS
TYGETGGNSPVQEFT!
GLKPGVDYTITVYAV!
NYRT

43 SABA25 | 425 Adnectin™ \ATPTSL %:
TYGETGGNSPVQEFT?
GLKPGVDYTITVYAV;

44 | SABA26 | 4526 Adncetin™ EVVAATPTSLLISW] BYYRI
TYGETGGNSPVQEFT ATIS

GLKPGVDYTITVYAV ISI
NYRT

)bk Adnectin NS 2E 40 5 5

45 | AINT1 ) TR 55 5) MGVSDVPRDL

46 | AANT2 Bl a5 81 GVSDVPRDL

47 | AdNT3 TR NC s | VSDVPRDL

48 | AINT4 ol AT B A 5] SDVPRDL

49 | AANTS Bl AT 57 5 DVPRDL

50 | ANT6 AT 5 7 VPRDL

51 AdNT7 o) TR BT 5] PRDL

52 AdANTS ﬁwﬁé i 7 RDL

53 | AANT9 BT BT F) DL

ks '&AdncctinTMCﬁi@ﬁ' ikl

54 AdCT1 B ok AR EIDKPSQ

55 | AdCT2 15|k B EIDKPS

56 | AJCT3 1o ek AR EIDKPC

57 | AdCT4 181) 57 bk BB | EIDKP

58 | AACTS 15 bR EIDK

59 | AdCT6 1) 7 e B El
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i P B

[0354]

60/145 i
SEQ | #%] ik 2
ID | 24k
NO;
60 AdCT7 TP AR EIEKPSQ
61 | AACTS 16 b BT EIDKPSQLE
62 | AACTY 1) ok A EIEDEDEDEDED
63 | AdCT10 18] 7k BT EIEKPSQEDEDEDEDED
64 AdCT11 ) ok Bk EGSGS
215 | AdCTI2 B ot BAR E
65 |LI G(GS), GGSGS
66 12 G(GS)4 GGSGSGSGS
67 L3 G(GS)e GGSGSGSGSGSGS
68 | L4 G(GS); GGSGSGSGSGSGSGS
69 |LS G(GS)HG GGSGSGSGSGSGSGSG
70 L6 GSGS GSGS
71 L7 (GS) GSGSGSGS
72 L7 (GS) GSGSGSGSGSGSGS
73 |L9 GS(A)GS GSAAAAAAAAAGS
74 | L10 (GSEJs GSEGSEGSEGSEGSE
75 | L1l (PAS)s PASPASPASPASPAS
76 | L12 (GSP)s GSPGSPGSPGSPGSP
77 | L13 GS(TVAAPS), GSTVAAPSTVAAPS
78 | L4 (GGSE) GGSEGGSE
79 | L15 (ST)HG STSTSTG
g0 | L16 (GGGGS) GGGGSGGGGSGGGGSGGGGSGGGG
SGGGGSGGGGS
81 L17 (GGGGS)s GGGGSGGGGSGGGGSGGGGSGGGH
S
82 | LIB (GGGGSKHG GGGGSGGGGSGGGGSG
83 | L19 (GP):G GPGPGPG
84 | L20 (GP)sG GPGPGPGPGPG
85 | L2l P(ST)s PSTSTST
86 | 122 (PA); PAPAPA
87 | L23 (PA)s PAPAPAPAPAPA
88 | L24 {(PA) PAPAPAPAPAPAPAPAPA
216 | 125 (GGGGS) GGGGSGGGGSGGGGS
217 | L26 (ED)s EDEDEDEDED
218 | L27 (ED)s EDEDED
219 | 128 (ED)4 EDEDEDED
220 | L29 (ED)s EDEDEDEDEDED
221 | 130 (GSPHGS GSPGSPGSPGSPGS
397 | L3l (ED)sG EDEDEDEDEDG

Adnectin™ 4% & B 7] 89 4] T P AR

89

SABAIL1

A AANT1 ZAACTI £
5 A 3] A L Hiso 47 45 04
Adnectin™# 2 15 4]

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

HH

90

SABAL.2

B A AANT1 A AJCTS R

MGVSDVPRDLEVVAATPTSLLISWH
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[0355]

SEQ
D
NO;

v: 21l
2 A

b=}

32 o ) ¢ Adnectin™ 4%

SYYEQNSYYRITYGETGGNSPYQEFT

VPYSQTTATISGLKPGVDYTITVYAV

91

SABA1.3

A AINTL A AICTO R
#% 5 %) dv b His6 #7544
Adnectin™4 1% 51

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

222

SABAl4

FL A AANT2 & AdCTI12
A 3% A7) 49 Adnectin™
M 157

GVSDVPRDLEVVAATPTSLLISWHSY

YEQNSYYRITYGETGGNSPVQEFTVP
YSQTTATISGLKPGYDYTITVYAVYG
SKYYYPISINYRTE

SABAL.S

B4 AINTLR ACT7 R
#% /2 7 64 Adnectin™ 4
N ] f‘?» 2}1]

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSY YRITYGETGGNSPVQEET
VPYgQTTATISGLKPGVDYTITVY AV
YGSKYYYPISINYRTE

SABAL6

F A AINTI A AdCT12
* 3% A £ 89 Adnectin™
o1 55

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQ

225

SABAL7

B AINTI1 % AJCT6 A
3% B %1 84 Adnectin ™ #
155

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEI

92

SABAZ.1

B A AINT1I R AICTLA
35 55 51 A £ His6 A5 5 49
Adnectin ™25 5

MGVSDVPRDLEVVAATPTSLLISWP

KYDKTGHYYRITYGETGGNSPVQEF
TVPTRQTTATISGLKPGVDYTITVYA

VSKDDYYPHEHRPISINYRTEIDKPSQ

HHHHHH

93

SABA3.1

B A7 AINT1 AAICT1 A
5% 7 5 hn L His6 #5549
Adnectin ™48 35 7]

MGVSDVPRDLEVVAATPTSLLISWS
NDGPGLSYYRITYGETGGNSPVQEFT
VPSSQTTATISGLKPGVDYTITVYAV
SYYTKKAYSAGPISINYRTEIDKPSQH
HHHHH

94

SABA4.1

HA AANT1 A AACTT A
3% 5 ) e L His6 #r 2 84
Adnectin™#z w45 7

MGVSDYPRDLEMVAATPTSLLISWE
DDSYYSRYYRITYGETGGNSPVQEFT
VPSDLYTATISGLKPGVDYTITVYAV

HHHHH

95

SABAS.1

B AINTI Z AJCTLA
3% 5 5] b b His6 A7 24 b4
Adnectin™42 855 7]

MGVSDVPRDLEVVAATPTSLLISWE

DDSYYSRYYRITYGETGGNSPVQEFT
VPSDLYTATISGLKPGVDYTITVYAV
TYDVTDLIMHEPISINYRTEIDKPSQH
HHHHH

96

SABAG.1

A AINTI A AACTL AR
% 5 5] Ao b His6 4745 8
Adnectin™4% 565 5]

MGVSDVPRDLEVVAATPTSLLISWY

MDEYDVRYYRITYGETGGNSPVQEF
TVPNYYNTATISGLKPGVDYTITVYA
VTRIKANNYMYGPISINYRTEIDKPSQ
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[0356]

SEQ
D
NO;

3
2 A

b=}

97

SABA7.1

FA AANT1 A AACT] 3:_
s 55 e L His6 47519
Adnectin™z-27 5 7

MGVSDVPRDLEVVAATPTSLLISWN
HLEHVARYYRITYGETGGNSPVQEFT
VPEYPTTATISGLKPGVDYTITVYAV

98

SABAS.1

EA4 AANT1 & AJCT1 A
3% B 7 u b His6 42 04
Adneetin™Az 285 71

MGVSDVPRDLEVVAATPTSLLISWG
HYRRSGHYYRITYGETGGNSPVQEFT
VDPSSYTATISGLKPGVDYTITVYAV
SKDDYYPHEHRPISINYRTEIDKPSQH
HHHHH

99

SABA9.1

A AINTIAAICTIA
3% 5 5 His6 AR g
Adnectin ™M 09/% 5]

MGVSDVPRDLEVVAATPTSLLISWD
ASHYERRYYRITYGETGGNSPVQEFT

100

SABA10.1

FA AINTI ZAICTLE
35 5 e _E His6 4R 49
Adnectin™ #5105 7

SYYHSADYYRITYGETGGNSPVQEFT
VPYPPTTATISGLKPGVDYTITVYAV
YSAKSYYPISINYRTEIDKPSQHHHH
HH

101

SABALL]

B A AINT1 ZAJCTI A
# 5 5) An L His6 AR5 69
Adnectin ™8 115 7]

MGVSDVPRDLEVVAATPTSLLISWS
KYSKHGHYYRITYGETGGNSPVQEF
TVPSGNATATISGLKPGVDYTITVYA

SABAI2.1

B A AINT1 & AICT1 A
5% 5 5 ek His6 474 4
Adncetin™#:512/% %)

MGVSDVPRDLEVVAATPTSLLISWH
GEPDQTRYYRITYGETGGNSPVQEFT
VPPYRRTATISGLKPGVDYTITVYAV
TSGYTGHYQPISINYRTEIDKPSQHHH
HHH

103

SABA13.1

A AINTIAAICTI A
5% 5% 5 An_k His6 #R 2549
Adnectin ™M 0135 7]

MGVSDVPRDLEVVAATPTSLLISWS
KYSKHGHYYRITYGETGGNSPVQEF
TVDPSSYTATISGLKPGVDYTITVYA

HHHHHH

104

SABAl4.1

FAT AANT1 A AdCTL R
5 f 5) hn EHis6 AR 4 49
Adnectin™ #1454 91

MGVSDVPRDLEVVAATPTSLLISWY
EPYTPIHYYRITYGETGGNSPVQEFT
VPGYYGTATISGLKPGVDYTITVYAV
YGYYQYTPISINYRTEIDKPSQHHHH
HH

SABAI1S:1

FLA AINT1 R AJCTT R
3% B 9] A Lk Hish A7 %5 49
Adnectin™42:215% 3]

MGVSDVPRDLEVVAATPTSLLISWS

KYSKHGHYYRITYGETGGNSPVQEF
TVPSGNATATISGLKPGVDYTITVYA
VSDDNKYYHQHRPISINYRTEIDKPS
QHHHHHH

106

SABA16.1

B AANT1 A AdCT1 A

MGVSDVPRDLEVVAATPTSLLISWG
HYRRSGHYYRITYGETGGNSPVQEFT

64




CN 107698682 A

i P B

63/145 Tl

[0357]

SEQ
D
NO:

3
& A

ik

p-= 1!

s 5 5] m _E His6 AR 55 44
Adnectin™H4 < 16/5 7]

VDPSSYTATISGLKPGVDYTITVYAV

SKDDYYPHEHRPISINYRTEIDKPSQH
HHHHH

107

SABAI17.1

A AINTL R AICTLA
% B 7Y Ao _E His6 475 49
Adnectin™#% 2 175 7

MGVSDVPRDLEVVAATPTSLLISWS
KYSKHGHYYRITYGETGGNSPVQEF
TVPSGNATATISGLKPGVDYTITVYA
VEDTNDYPHTHRPISINYRTEIDKPSQ
HHHHHH

108

SABAIS.1

B AdNTI B ACT1 A
3% B 5 A EHisedr A8y
Adnectin ™50 185 71

MGVSDVPRDLEVVAATPTSLLISWY

EPGASVYYYRITYGETGGNSPVQEFT
VPSYYHTATISGLKPGVDYTITVYAV
YGYYEYEPISINYRTEIDKPSQHHHH

109

SABA19.1

AAT AANT1 % AdCT1 £
3% 5 9 e EHI 647 A4y
Adnectin ™2 195 7

MGVSDVPRDLEVVAATPTSLLISWQ
SYYAHSDYYRITYGETGGNSPVQEFT
VPYPPQTATISGLKPGVDYTITVYAV
YAGSSYYPISINYRTEIDKPSQHHHH
HH

110

SABAZ0.1

H A AINT1 A ACTI A
#5 5) An _E His6 4n 584
Adnectin 8205 7]

MGVSDVPRDLEVVAATPTSLLISWG
HYRRSGHYYRITYGETGGNSPVQEFT
VDPSSYTATISGLKPGVDYTITVYAV

HHHHH

111

SABA21.1

BA AANTI A AJCTI A
3 5 %) EHis6tr 5 4
Adneetin™42:221 /% 7]

MGVSDVPRDLEVVAATPTSLLISWPE
PGTPVYYYRITYGETGGNSPVQEFTV
PAYYGTATISGLKPGVDYTITVYAVY
GYYDYSPISINYRTEIDKPSQHHHHH
H

112

SABA22:1

A AINT1 A AICTLA
35 B n_EHis6 AR & 49
Adnectin ™45 5225 7

MGVSDVPRDLEVVAATPTSLLISWY
RYEKTQHYYRITYGETGGNSPVQEFT
VPPESGTATISGLKPGVDYTITVYAYV
YAGYEYPHTHRPISINYRTEIDKPSOH

113

SABA23.1

A AINT1 Z AdCTI R
3% % 5] e _EHis6 AR 4 09
Adnectin ™4 2357

MGVS];)_VPB;DLEVVAATPTSLLISWV
VPYYVHTATISGLKPGVDYTITVYAV
TEYYYAGAVVSVPISINYRTEIDKPSQ
HHHHHH

114

SABAZ24.1

BA AdNT1 A AJCT1 A
3% P 5 4n_E His6 #5549
Adnectin™4 524 §]

MGVSDVPRDLEVVAATPTSLLISWY
DPYTYGSYYRITYGETGGNSPVQEFT
VGPYTTTATISGLKPGVDYTITVYAV
SYYYSTQPISINYRTEIDKPSC ]
0

115

SABA25.1

B AINT1 A AICTL A
3% 5 9 i L Hiso 375 4
Adnectin™4Z 2255 5]

VPSSQTTATISGLKPGVDYTITVYAV

M‘GVSDVPRDLEVVAATP TSLLISWS
NDGPGLSYYRITYGETGGNSPVQEFT

SYYTKKAYSAGPISINYRTEIDKPSQH
HHHHH

65



CN 107698682 A

i P B

64/145 Tl

[0358]

SEQ
D
NO:

P53l
A

L

#5

116

SABA26.1 ﬁAdNTl B AACTI A
W54 e EHiso4: 54

Adnectm w265 §.'J

MGVSDVPRDLEVVAATPTSLLISWP
DPYYKPDYYRITYGETGGNSPVQEFT
V PRLDYTTATI SGLKPGVDYTITVYAV

P FHRFGE21 5 7]

117

FGF21 24 Al 2 REGF21

QAHPIPDSSPLLQFG(JQVRQRYLYTD
DAQQTEAHLEIREDGTVGGAADQSP
ESLLQLKALKPGVIQILGVKTSRFLC

QRPDGALYGSLHFDPEACSFRELLLE
DGYNVYQSEAHGLPLHIL PGNKSPHR
DPAPRGPARFLPLPGLPPALPEPPGIL

APQPPDVGSSDPLSMVGPSQGRSPSY
AS

118

FGF21 #%

s
i

FGF2145% B %)

PLLOFGGQVRQRYLYTDDAQQTEAH
LEIREDGTVGGAADQSPESLLQILKAL
KPGVIQILGYVKTSRFLCQRPDGALYG
SLHFDPEACSFRELLLEDGYNVYQSE
AHGLPLHLPGNKSPHRDPAPRGPARF
LPLPGLPPALPEPPGILAPQPPDVGSS
DPLSMVGPSQGRSPSYA

Bl R FGF2IN® 55

119

ENTL | Bt 59

MDSDETGFEHSGLWVSVLAGLLGAC
QAHPIPDSS

120

FNT2 B 5]

HPIPDSS

121

FNT3 5] bk B 3 7 5]

PIPDSS

122

FNT4 m AR %Eﬁﬁ

DSS

123

124

ENT6 4;, 'ri Al %J%» 511

PDSS

FGF2

14 B 5 B Bl s AR

125

FGF21vl | FGF21 X4k 1: EA His6
B EMEENTIN S5
7 A C#SHIFGE21 s
el

MHHHHHHPIPDSSPLLQFGGQVROQR
YLYTDDAQQTEAHLEIREDGTVGGA
ADQSPESLLOLKALKPGVIQILGVKT
SRFLCQRPDGALYGSLHEDPEACSFR
ELLLEDGYNVYQSEAHGLPLHLPGN
KSPHRDPAPRGPARFL.PILPGLPPALPE
PPGILAPQPPDVGSSDPLSMVGPSQG
RSPSYAS

126

FGF21v2 | EGF21 & 4k2

MHPIPDSSPLLQFGGQVRQRYLYTDD

AQQTEAHLEIREDGTVGGAADQSPE

SLLQLKALKPGVIQILGVKTSRFLCQ

RPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRD
PAPRGPARFILPLPGLPPALPEPPGILA

PQPPDVGSSDPLSMVGPSQGRSPSYA
HHHHHH
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SEQ
1D
NO:

A7)
Py

L2

771

127

FGE21v3

FGF21 R &3

MHPIPDSSPLLQFGGQVRQRYLYTDD
AQQTEAHLEIREDGTYGGAADQSPE
SLLQLKALKPGVIQILGVKTSRFLCQ
RPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRD
PAPRGPARFLPLPGLPPALPEPPGILA
PQPPDVGSSDPLSMVGPSQGRSPSYA

128

FGE21v4

FGF21 % 1&4

YLYTDDAQQTEAHLEIREDGTVGGA

PPGILAPQPPDVGSSDPLSMVGPSQG

MHHHHHHPIPDSSPLLQFGGQVRQR

ADQSPESLLQLKALKPGVIQILGVKT
SRFLCQRPDGALY(‘SLH FDPEACSF R

KSPHRDPAP.R GPARE LPLPGLPPALPI:

RSPSYA

129

FGF21v5

FGF21 485

YTDDAQQTEAHUEIREDGTVGGAAD

MHHHHHHDSSPLLQFGGQVRQRYL

QSPESLLQLKALKPGVIQILGVKTSRF
LCQRPDGALYGSLHFDPEACSFRELL
LEDGYNVYQSEAHGLPLHLPGNKSP

HRDPAPRGPARFLPILPGLPPALPEPPG
ILAPQPPDVGSSDPLSMVGPSQGRSPS

YAS

130

EGF21v6

FGE21 £ 46

MHHHHHHIPDSSPLLQFGGQVRQRY
LYTDDAQQTEAHLEIREDGTVGGAA
DQSPESLLQLKALKPGVIQILGVKTS
RFLCQRPDGALYGSLHFDPEACSFRE
LLLEDGYNVYQSEAHGLPLHLPGNK
SPHRDPAPRGPARFLPLPGLPPALPEP
PGILAPQPPDVGSSDPLSMVGPSQGR
SPSYAS

131

FGF21v7

FGF21 % 47

APQPPDVGSSDPLSMVGPSQGRSPSY

MHHHHHHPLLQFGGQVRQRYLY1TD
DAQQTEAHLEIREDGTVGGAADQSP
ESLLQLKALKPGVIQILGVKTSRFLC
QRPDGALYGSLI IFDPEACSFRELLLE

DPAPRGPARFLPLPGLPPAI PEPPGIL

AS

Bl FRBERSY: Xia-SABA-X.i-Xix-Xe-FGF21

132

SABAIL-F
GF21vl

AICTT B 3 B 3] %

SABA1-FGF21 & #k1:
BHAINTIH F /75 &

SABA# G135, B
(GSydk, LA

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPYQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQIGSGSG
St iSGSPIPDSSPLLOFGGQVROR
YLYTDDAQQTEAHLEIREDGTVGGA

67
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SEQ
05
NO:

gl
A

it

#7

FGE21 %] %4 2| FNT3 &
CH#SHFGE214%8 B 7]

ADQSPESLLQLKALKPGVIQILGVKT

SRFLCQRPDGALY GSLHFDPEACSFR
ELLLEDGYNVYQSEAHGLPLHLPGN

KSPHRDPAPRGPARFLPLPGLPPALPE
PPGILAPQPPDVGSSDPLSMVGPSQG

RSPSYAS

133

SABA1-F
GF21v2

SABAI-FGF21 B 4R2: A&
A TF R R

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIDKPSQHHHH
HHGSGSGSGSGSGSGSHPIPDSSPLLQ
FGGQVRQRYLYTDDAQQTEAHLEIR
EDGTVGGAADQSPESLLQLKALKPG
VIQILGVKTSRFLCQRPDGALYGSLH
FDPEACSFRELLLEDGYNVYQSEAH
GLPLHLPGNKSPHRDPAPRGPARFLP
LPGLPPALPEPPGILAPQPPDVGSSDP
LSMVGPSOQGRSPSYA

134

SABAI-F
GF21v3

SABAI-FGF21 4R3; A
Rk FRAEIH RS

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEET
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIDKPSQHHHH
HHGSGSGSGSGSGSGSPIPDSSPLLQF
GGQVRQRYLYTDDAQQTEAHLEIRE
DGTVGGAADQSPESLLQLKALKPGV
IQILGVKTSRFLCQRPDGALYGSLHF
DPEACSFRELLLEDGYNVYQSEAHG
LPLHLPGNKSPHRDPAPRGPARFLPL
PGLPPALPEPPGILAPQPPDVGSSDPL

| SMVGPSQGRSPSYAS

SABAI1-F
GF21v4

SABA1-FGF21 % 484; £
IATFRARTE KM

MGVSDVPRDLEVVAATPTSLLISWH
SYYEOQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIDKPSIGGSGSG
3G 'SPIPDSSPLLQFGGQVRQR

'YLYTDDAQQTE AHLEIREDGTVGGA

ADQSPESLLOLKALKPGVIQILGVKT

SRFLCORPDGALY GSLHFDPEACSFR
ELLLEDGYNVYQSEAHGLPLHLPGN

KSPHRDPAPRGPARFLPLPGLPPALPE
PPGILAPQPPDVGSSDPLSMVGPSQG

RSPSYASHHHHHH

136

SABAI-F
GEF21v5

SABA1-FGF21 Z4&5; &
T F R £ 8

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIDKPSGGSGSG
SGSGSGSGSHPIPDSSPLLOFGGQVR

68
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SEQ
05
NO:

gl
A

it

#7

QRYLYTDDAQQTEAHLEIREDGTVG
GAADQSPESLLQLKALKPGVIQILGV
KTSRFLCQRPDGALYGSLHFDPEACS
FRELLLEDGYNVYQSEAHGLPLHLP
GNKSPHRDPAPRGPARFLPLPGLPPA
LPEPPGILAPQPPDVGSSDPLSMVGPS
QGRSPSYAHHHHHH

SABAI-F
GF21v6

SABAI-FGF21 E4k6; &
Rk T RAIG LRI

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGI KPGVDYTI WYAV

AIDKPSGGSGSG

SGSGSGSGS IPDSSPLLQF(JGQVRQR
YLY IDDAQQTEAHLEIREDGTVGGA
ADQSPESLLQLKALKPGVIQILGVKT
SRFLCQRPDGALYGSLHFDPEACSFR

ELLLEDGYNVYQSEAHGLPLHLPGN

KSPHRDPAPRGPARFLPLPGLRPALPE
PPGILAPQPPDVGSSDPLSMVGPSQG

RSPSYAS

138

SABA1-F
GF21v7

SABAI-FGF21%487; &
ok TRARIGEMS

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAY

‘YGSKYYY’PISINYRTEIDKPS GGSGSG

SGSGSGSGSHPIPDSSPLLQFGGQVR
QRYLYTDDAQQTEAHLEIREDGTVG
GAADQSPESLLOLKALKPGVIQILGY
KTSRFLCQRPDGALYGSLHFDPEACS
FRELLLEDGYNVYQSEAHGLPLHLP
GNKSPHRDPAPRGPARFLPLPGLPPA
LPEPPGILAPQPPDVGSSDPLSMVGPS
QGRSPSYA

139

SABAIL-F
GE21v8

SABAI-FGF21 T458; A&
AT EAAIG LSS

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQHHHH

HHGSGSGSGSGRGSGSPIPDSSPLLQF

GGQVRQRYLYTDDAQQTEAHLEIRE
DGTVGGAADQSPESLLOQLKALKPGY
IQILGVKTSRFLCQRPDGALYGSLHFE

DPEACSFRELLLEDGYNVYQSEAHG

LPLHLPGNKSPHRDPAPRGPARFLPL
PGLPPALPEPPGILAPQPPDVGSSDPL
SMVGPSQGRSPSYAS

140

SABAL-F
GF21v9

SABAI-FGF21 & 4R9; ;}
kT RA18 XS

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIGGSGSGSGS
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SEQ
D
NGO

A3
Py

L2

771

IPDSSPLLOQFGGQVRORYLYTDDAQQ
TEAHLEIREDGTVGGAADQSPESLLQ
LKALKPGVIQILGVKTSRFLCQRPDG
ALYGSLHFDPEACSFRELLLEDGYNV
YQSEAHGLPLHLPGNKSPHRDPAPR
GPARFLPLPGLPPAILPEPPGILAPQPP
DVGSSDPLSMVGPSQGRSPSYAS

141

SABAIL-F
GF21v10

SABA I-FGF21 E K10;
B AT AR £ 40
B

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGYDYTITVYAV

KPGVIQ_ILGVKTSRFLCQRPDG ALYG
SLHFDPEACSFRELLLEDGYNVYQSE
AHGLPLHLPGNKSPHRDPAPRGPARF
LPLPGLPPALPEPPGILAPQPPDVGSS

DPLSMVGPSQGRSPSYAS

142

SABAIL-F
GF21vll

SABAI-FGF21 & 44 11;
AT BRI £
4k

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIPIPDSSPLLOQF
GGQVRQRYLYTDDAQQTEAHLEIRE
DGTVGGAADQSPESLLQLKALKPGV
IQILGVKTSRFLCQRPDGALYGSLHF

DPEACSFRELLLEDGYNVYQSEAHG

LPLHLPGNKSPHRDPAPRGPARFLPL

PGLPPALPEPPGILAPQPPDVGSSDPL

SMVGPSQGRSPSYAS

143

SABAI-F
GEF21v12

SABAI-FGF21 % #&12;
ARAT LRI R
£

MGVSDVPRDLEWAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTA'[ ISGLKPGVDY] ITVYA\/

TDDAQQTEAHLEIREDGTVGGAADQ
SPESLLQLKALKPGVIQILGVKTSRFL
CORPDGALYGSLHFDPEACSFRELLL
EDGYNVYQSEAHGLPLHLPGNKSPH
RDPAPRGPARFLPLPGLPPALPEPPGI
LAPQPPDVGSSDPLSMVGPSQGRSPS
YAS

144

SABAI-F
GF21vl3

SABAI-FGF21 & 4k 13;
AL EFERIGEM
Gk

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIHHHHHHGSG
SPIPDSSPLLQFGGQVRQRYLY TDDA
QQTEAHLEIREDGTVGGAADQSPESL
LQLKALKPGVIQILGVKTSRFLCQRP
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SEQ
D
NO;

3
& AR

b=}

DGALYGSLHFDPEACSFRELLLEDGY

NVYQSEAHGLPLHLPGNKSPHRDPA

PRGPARFLPLPGLPPALPEPPGILAPQ
PPDVGSSDPLSMVGPSQGRSPSYAS

145

SABAI-F
GF21v14

SABAI-FGF21 % 4 14;
B R TEARLGEM
5k

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIHHHHHHPIPD
SSPLLQFGGQVRQRYLYTDDAQQTE
AHLEIREDGTVGGAADQSPESLLQLK
ALKPGVIQILGVKTSRFLCORPDGAL
YGSLHFDPEACSFRELLLEDGYNVY
QSEAHGLPLHLPGNKSPHRDPAPRGP
ARFLPLPGLPPALPEPPGILAPQPPDV
GSSDPLSMVGPSQGRSPSYAS

146

SABAI-F
GF21v1s

SABAL-FGF21 £ 44 15;
AT EB L EM

ik

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDED
PIPDSSPLLQFGGQVRQRYLYTDDAQ
QTEAHLE:IREDGTVGGAADQSPESLL
QLKALKPGVIQILGVKTSRFLCQRPD
GALYGSLHFDPEACSFRELLLEDGYN

VYQSEAHGLPLHLPGNKSPHRDPAP

RGPARFLPLPGLPPALPEPPGILAPQP
PDVGSSDPLSMVGPSQGRSPSYAS

147

SABA1-F
GF2lvle

SABAI-FGF21 % & 16;
RILATEARIGEN
Fhix

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSK‘Y"Y’YPT‘;TNYRTEIEDEDEDEDED

SGSGSGSPIPDSSPLLOQFGGOVROR
YLY“I'DDAQQTEAHLEIRED(JTVG(JA
ADQSPESLLQLKALKPGVIQILGVKT
SRFLCQRPDGALYGSLHFDPEACSFR
ELLLEDGYNVYQSEAHGLPLHLPGN
KSPHRDPAPRGPARFLPLPGLPPALPE
PPGILAPQPPDVGSSDPLSMVGPSQG
RSPSYAS

148

SABAI-E
GE21v17

SABAI-FGF21 £ 45 17;
B IR T EAK 18 £ A5
ik

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIGSAAAAAAA|

-'-f..IPDSSPLLQFGGQVRQRYLYT

‘DD‘AQQTEAHLF[REDGIV(JGAADQS

PESLLOLKALKPGVIQILGVKTSRFLC
QRPDGALYGSLHFDPEACSFRELLLE
DGYNVYQSEAHGLPLHLPGNKSPHR
DPAPRGPARFLPLPGLPPALPEPPGIL
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SEQ
D
NO:

el
2

ik

F5

APQPPDVGSSDPLSMVGPSQGRSPSY

AS

149

SABAI-F
GF21v18

SABAI-FGF21 % 1k 18;
B KT EARE £ M
it

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINY RTEI; SEGSEGSEG

TDDAQQTFAHLF]REDGTVGGA ADQ
SPESLLQLKALKPGVIQILGVKTSRFL
CQRPDGALYGSLHFDPEACSFRELLL
EDGYNVYQSEAHGLPLHLPGNKSPH
RDPAPRGPARFLPLPGLPPALPEPPGI
LAPQPPDVGSSDPLSMVGPSQGRSPS
YAS

150

SABAI-F
GFE21v19

SABAI-FGF21 % 4K19;
AR AT EALIE N

Fait

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIPASPASPASP

SPASPIPDSSPLLQFGGQVRQRYLY

TDDAQQTEAHL}:IR}:DGTVGGAADQ
SPESLLQLKALKPGVIQILGVKTSRFL
CQRPDGALYGSLHFDPEACSFRELLL
EDGYNVYQSEAHGLPLHLPGNKSPH
RDPAPRGPARFLPLPGLPPALPEPPGI

LAPQPPDVGSSDPLSMVGPSQGRSPS
YAS

151

SABAI1-F
GF21v20

SABAI-FGF21 % #20;
B IL R T AR 189 30
ik

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIGSPGSPGSPG
IPDSSPLLOQFGGQVROQRYLYT
DDAQQTEAHLEIREDGTVGGAADQS
PESLLQLKALKPGVIQILGVKTSRFLC
QRPDGALYGSLHFDPEACSFRELLLE

DGYNVYQSEAHGLPLHLPGNKSPHR
DPAPRGPARFLPLPGLPPALPEPPGIL

APQPPDVGSSDPLSMVGPSQGRSPSY

AS

152

SABAI-F
GF21v2l

SABAT-FGF21 £4Kk21;
ALK T EAR18) £ M

ik

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIGSTVAAPSTVY|

[AAPSPIPDSSPLLQFGGQVRQRYLYT
DDAQQTEAHLEIREDGTVGGAADQS
PESLLQLKALKPGVIQILGVKTSRFLC
QRPDGALYGSLHFDPEACSFRELLLE
DGYNVYQSEAHGLPLHLPGNKSPHR
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SEQ
D
NGO

A3
Py

L2

771

DPAPRGPARFLPLPGLPPALPEPPGIL
APQPPDVGSSDPLSMVGPSQGRSPSY
AS

SABAIL-F
GE21x22

SABAI-FGF21 & 4k22:
AR E T RAR 65 £
ik

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSY YRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIGGSEGGSEPI
PDSSPLLOFGGQVRQRYLYTDDAQQ
TEAHLEIREDGTVGGAADQSPESLLQ
LKALKPGVIQILGVKTSRFLCQRPDG
ALYGSLHFDPEACSFRELLLEDGYNV
YQSEAHGLPLHLPGNKSPHRDPAPR
GPARFLPLPGLPPALPEPPGILAPQPP
DVGSSDPLSMVGPSQGRSPSYAS

154

SABAI-F
GF21v23

SABAI-EGF21 % 4k23;
BILE T BAR1 6T £
Prapys

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEISTSTSTGPIPD
SSPLLQFGGQVRQRYLYTDDAQQTE
AHLEIREDGTVGGAADQSPESLLOLK
ALKPGVIQILGVKTSRFLCQRPDGAL
YGSLHFDPEACSFRELLLEDGYNVY
QSEAHGLPLHLPGNKSPHRDPAPRGP
ARFLPLPGLPPALPEPPGILAPQPPDV

GSSDPLSMVGPSQGRSPSYAS

155

SABAL-F
GE21v24

SABAI-FGF21 & #K24;
B AT R A
i

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQIGGSGS|
|GSGSPIPDSSPLLQFGGQVRQRYLYT
DDAQQTEAHLEIREDGTVGGAADQS
PESLLQLKALKPGVIQILGVKTSRFLC
QRPDGALYGSLHFDPEACSFRELLLE
DGYNVYQSEAHGLPLHLPGNKSPHR
DPAPRGPARFLPLPGLPPALPEPPGIL
APQPPDVGSSDPLSMVGPSQGRSPSY
AS

SABA1-F
GF21v25

SABAI1-FGF21 2‘24@125;
BILE T EARLY RN
4k

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQGGSGS

PIPDSSPLLOFGGQVRQRYLYTDDAQ

QTEAHLEIREDGTVGGAADQSPESLL
QLKALKPGVIQILGVKTSRFLCQRPD
GALYGSLHFDPEACSFRELLLEDGYN
VYQSEAHGLPLHLPGNKSPHRDPAP
RGPARFLPLPGLPPALPEPPGILAPQP
PDVGSSDPLSMVGPSQGRSPSYAS
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SEQ
D
NG

A3
Py

ik

75

157

SABAI-F
GF21v26

SABAI-FGF21 £ 4K26;
HIEA T ERITE R
AGik

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

V PYSQTTATIQGLKPGVDYTITVYAV

PLLQFGGQV.RQRYI. YTDDAQQTEAH
LEIREDGTVGGAADQSPESLLQLKAL
KPGVIQILGYKTSRFLCQRPDGALYG
SLHFD'PE ACSFRELLLED GYNVY QSE

.I PLPGI PPALPFPPGH APQPPDV GSS

DPLSMVGPSQGRSPSYAS

SABAI-F
GE21%27

SABAI-FGF21 % 427,
AIE T EHI £
ik

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQHHHH

HGSGSGSGSPIPDSSPLLQFGGQVR

QRYLYTDDAQQTEAHLEIREDGTVG

GAADQSPESLLQLKALKPGVIQILGYV
KTSRFLCQRPDGALYGSLHFDPEACS
FRELLLEDGYNVYQSEAHGLPLHLP
GNKSPHRDPAPRGPARFLPLPGLPPA
LPEPPGILAPQPPDVGSSDPLSMVGPS
QGRSPSYAS

159

SABAL-F
GF21v28

SABA1-FGF21 % 4428
’f‘)u:’l{\ﬂ; 5’\’171"\1 é{}?’( 1»91»
ik

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPYQEET

VPYSQTTATISGLKPGVDYTIT\WAV
YGSKYYYPISINYRTE IEKPSQHHHH

. IPDSSPLLOFGGQVRQRYL
YTDDAQQTEAHLEIREDGTVGGAAD
QSPESLLOLKALKPGVIQILGVKTSRE
LCQRPDGALYGSLHFDPEACSFRELL
LEDGYNVYQSEAHGLPLHLPGNKSP

HRDPAPRGPARFI PLPGLPPALPEPPG

ILAPQPPDVGSSDPLSMVGPSQGRSPS
YAS

160

SABAI-F
GF21v29

SABAI1-FGF21 & 4K29;
ALK T B ARG K40

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYR TEIEKPSOHHIH
HHPIPDSSPLLOFGGQVRORYLYTDD
AQQTEAHLEIREDGTVGGAADQSPE
SLLOLKALKPGVIQILGVKTSRFLCQ
RPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRD
PAPRGPARFLPLPGLPPALPEPPGILA
PQPPDVGSSDPLSMYGPSQGRSPSYA
S

161

SABAI-F

SABAIL-FGF21 44305

MGVSDVPRDLEVVAATPTSLLISWH
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SEQ
0B
NO:

gl
2 AR

#3

GF21v30

aéi— SR AL

M:«s

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

._DEDEDPIPDSSPLLQFGGQVRQRYLY

TDDAQQTEAHLEIREDGTVGGAADQ
SPESLLQLKAILKPGVIQILGVKTSRFL
CQRPDGALYGSLHFDPEACSFRELLL
EDGYNVYQSEAHGLPLHLPGNKSPH
RDPAPRGPARFLPLPGLPPALPEPPGI
LAPQPPDYVGSSDPLSMVGPSQGRSPS
YAS

162

SABAIL-F
GF21v31

SABA1-FGF21 Z 31
BHILATRAEIHEM
Hhig

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQEDEDE

DEDEDIGSGSGSGIPIPDSSPLLOFGG

QVRQRYLYTDDAQQTEAHLEIREDG
TVGGAADQSPESLLQLKALKPGVIQI
LGVKTSRFLCQRPDGALYGSLHFDPE
ACSFRELLLEDGYNVYQSEAHGLPL
HLPGNKSPHRDPAPRGPARFLPLPGL
PPALPEPPGILAPQPPDVGSSDPLSMY
GPSQGRSPSYAS

163

SABAL-F
GF21v32

SABAI-FGF21 £ #32;
ALK T R 18 £

fhik

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VP“YSQ:TTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQG

P IPDSSPLLQFGGQVRQR

‘YLYTDDAQQTEAHLEIREDG TVGGA
ADQSPESLLOQLKALKPGVIQILGVKT

SRFLCQRPDGALYGSLHFDPEACSFR
ELLLEDGYNVYQSEAHGLPLHLPGN
KSPHRDPAPRGPARFLPLPGLPPALPE
PPGILAPQPPDVGSSDPLSMYGPSQG
RSPSYAS

164

SABAI1-F
GF21v33

SABAI-FGF21 £ 4K33;
B AT AR 145 £
ik

YGSKYYYPISINYRTEIEKPSQ)

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
EGSEGSEGSEPIPDSSPLL .Q,FGGQVRQ
RYLYTDDAQQTEAHLEIREDGTVGG

AADQSPESLLOQLKALKPGVIQILGVK

TSRFLCQRPDGALYGSLHFDPEACSF
RELLLEDGYNVYQSEAHGLPLHLPG

NKSPHRDPAPRGPARFLPLPGLPPAL

PEPPGILAPQPPDVGSSDPLSMVGPSQ
GRSPSYAS
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SEQ
1D
NO:

A3
2 #

ik

A5

165

SABAL-F
GE21v34

SABA1-FGF21 % #k34;
AL AT TG EM
WA

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPY@QTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQPASPA

.RYLYTDDAQQTEAHLEIREDGTVGG
ALADQSPESLLQLKALKPGVIQILGVK
TSRFLCQRPDGALYGSLHFDPEACSF
RELLLEDGYNVYQSEAHGLPLHLPG

NKSPHRDPAPRGPARFLPLPGLPPAL

PEPPGILAPQPPDVGSSDPLSMVGPSQ
GRSPSYAS

166

SABAIL-F
GF21v35

SABAI-FGF21 % 435;
AT EARLE EM

Hir

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSOGSPGS)
PGSPGSPGSPPIPDSSPLLOFGGQVRQ
RYLYTDDAQQTEAHLEIREDGTVGG
AADQSPESLLOQLKALKPGVIQILGVK
TSRFLCQRPDGALYGSLHFDPEACSF
RELLLEDGYNVYQSEAHGLPLHLPG
NKSPHRDPAPRGPARFILPLPGLPPAL
PEPPGILAPQPPDVGSSDPLSMVGPSQ
GRSPSYAS

167

SABAI-F
GF21v36

SABAI-FGF21 & 1436;
BIRA T EAELIEM

iz

.\/IGVSDV?KDLEWAATPTSLLI?WH

APSTVAAPSE IPDSQPLLQFGGQVRQ
RYLYTDDAQOQTEAHLEIREDGTVGG
AADQSPESLLQLKALKPGVIQILGVK
TSRFLCQRPDGALYGSLHFDPEACSF
RELLLEDGYNVYQSEAHGLPLHLPG

NKSPHRDPAPRGPARFLPLPGLPPAL

PEPPGILAPQPPDVGSSDPLSMVGPSQ
GRSPSYAS

168

SABAI-F
GF21v37

SABAI-FGF21 #4k37;
A AT AR EM

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITY GETGGNSPVQEFT
VPYSQTTATISGLKPGV DY TITVYA\/
"YGSKYYYPIS’INYRT

DAQQTEAHLEIREDGTVGGAADQSP
ESLLQLKALKPGVIQILGVKTSRELC
QRPDGALYGSLHFDPEAC SFRELLLE
DPAPR,GPARF LPLPGLPPA[ PhPPGIL
APQPPDVGSSDPLSMVGPSQGRSPSY

76
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i PR

H

[0369]

SEQ
1D
NO:

Vegll
£

ik

51

AS

169 | SABAIL-TF

GF21v38

SABA1-FGF21 % #£38;
ARKTEHRLEM

ik

MGVSDVPRDLEVVAATPTSLLISWII
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQSTSTS
[TGPIPDSSPLLQFGGQVRQRYLYTDD
AQQTEAHLEIREDGTYGGAADQSPE
SLLQLKALKPGVIQILGVKTSRFLCQ
RPDGALYGSLHFDPEACSFRELLLED
GYNVYQSEAHGLPLHLPGNKSPHRD
PAPRGPARFLPLPGLPPALPEPPGILA
PQPPDVGSSDPLSMVGPSQGRSPSYA
S:

SABAS-F
GFE21+v39

170

SABAI-FGF21 £ 4K39;
AR EATERIGEM
ik

MGVSDVPRDLEVVAATPTSLLISWE
DDSYYSRYYRITYGETGGNSPVQEFT
VPSDLYTATISGLKPGVDYTITVYAV
TYDVTDLIMHEPISINY RTEIEKPS(GG]
8GSGSGSGSGSGSPIPDSSPLLOFGGO
VRQRYLYTDDAQQTEAHLEIREDGT
VGGAADQSPESLLQLKALKPGVIQIL
GVKTSRFLCQRPDGALYGSLHFDPE
ACSFRELLLEDGYNVYQSEAHGLPL
HLPGNKSPHRDPAPRGPARFLPLPGL
PPALPEPPGILAPQPPDVGSSDPLSMV
GPSQGRSPSYASHHHHHH

Blriasd: Xe

1-FGF21-Xyx-Xar-SABA-Xy1

171 | FGF21-SA
BAlvl

FGF21-SABA1 4k 1:
HAFNTIH 4 5| AC
HSUIFGR21E0S B3
BIAGIGS)G 4k, &
H 4 LA AINT3 R 4
5] B J5 M His6 77 % 49
AdCT1 E,31 ¢ SABA 4
g =

MPIPDSSPLLQFGGQVRQRYLYTDDA
QQTEAHLEIREDGTVGGAADQSPESL
LQLKALKPGVIQILGVKTSRFLCQRP
DGALYGSLHFDPEACSFRELLLEDGY
NVYQSEAHGLPLHLPGNKSPHRDPA
PRGPARFLPLPGLPPALPEPPGILAPQ
PPDVGSSDPLSMVGPSQGRSPSYASKG
GSGSGSGSGSGSGSGVSDYPRDLEV

VAATPTSLLISWHSY YEQNSYYRITY
GETGGNSPVQEFTVPYSQTTATISGL

FGF21-SA
BAlv2

172

FGF21-SABA1 E/R2; &
JLA T BARTAG £ U4

75/145 T

MPIPDSSPLLOFGGQVRQRYLYTDDA
QQTEAHLEIREDGTVGGAADQSPESL
LOLKALKPGVIQILGVKTSRFLCQRP
DGALYGSLHFDPEACSFRELLLEDGY
NVYQSEAHGLPLHLPGNKSPHRDPA
PRGPARFLPLPGLPPALPEPPGILAPQ
PPDVGSSDPLSMYGPSQGRSPSYASG
IGSGSGSGSGSGSGSGVSDYVPRDLEVY
VAATPTSLLISWHSYYEQNSYYRITY

7
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H

[0370]

SEQ
1D
NO:

3
AR

Y

b2 1|

GETGGNSPVQEFTVPYSQTTATISGL
KPGVDYT I] VYAVYGSKYYYPISINY

76/145 17T

173

FGEF21-SA
BAl1v3

FGF21-SABA I EAR3: &
LT AR E

MPIPDSSPLLQFGGQVRQRYLYTDDA
QQTEAHLEIREDGTVGGAADQSPESL
LQLKALKPGVIQILGVKTSRFLCQRP
DGALYGSLHFDPEACSFRELLLEDGY
NVYQSEAHGLPLHLPGNKSPHRDPA
PRGPARFLPLPGLPPALPEPPGILAPQ
PPDVGSSDPLSMVGPSQGRSPSYASG)

|[GSGSGSGSGSGSGSGVSDYPRDLEV

VAATPTSLLISWHSYYEQNSYYRITY
GETGGNSPVQEFTVPYSQTTATISGL
KPGVDYTITVYAVYGSKYYYPISINY
RTEIEKPSQ

HTRE

R &2 Xpi-FGF21-Xyk-Xar-SABA-Xi1-X1ic- X -FGF21

174

FGF21-SA
BA1-FGE2
Ivl

Bl = Rk RS,
#X ‘:F [a st SABAJE"'\AI%
B # 4R FGF21 4« B 71
ek, HFGE214% 4 5
5 A AR AE N AR CAEAR
7]

MHHHHHHIPDSSPLLQFGGQVRQRY
LYTDDAQQTEAHLEIREDGTVGGAA
DQSPESLLQLKALKPGVIQILGVKTS
RFLCQRPDGALYGSLHFDPEACSFRE
LLLEDGYNVYQSEAHGLPLHLPGNK
SPHRDPAPRGPARFLPLPGLPPALPEP
PGILAPQPPDVGSSDPLSMVGPSQGR
SPSYASGSGSGSGSGSGSGSVSDVPR
DLEVVAATPTSLLISWHSYYEQNSYY
RITYGETGGNSPVOEFTVPYSQTTATI
SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTEIDKPSIGGSGSGSGSGSGSGSP
DSSPLLQFGGQVRORYLYTDDAQQT
EAHLEIREDGTVGGAADQSPESLLQL
KALKPGVIQILGVKTSRFLCQRPDGA
LYGSLHFDPEACSFRELLLEDGYNVY
QSEAHGLPLHLPGNKSPHRDPAPRGP

ARFLPLPGLPPALPEPPGILAPQPPDV

GSSDPLSMVGPSQGRSPSYAS

# 7 GLP-1 & Exendin/ 7| 2 844

226

GLP-1v1

e

GLP-1 % &4 1 :
GLP-1(7-36), HEib T4
# Cotaltie

HAEGTFTSDVSSYLEGQAAKEFIAWL
VKGR

227

GLP-1v2

GLP-1 % & 2 :

GLP-1(7-37)

HAEGTFTSDVSSYLEGQAAKEFIAWL

VKGRG

228

Exendin-4

Bxendin-4, 15 44 C
s okl Ak

HGEGTFTSDLSKQMEEEAVRLFIEWL
KNGGPSSGAPPPS

229

GLP-1-8A
BAlvl

4
5

GLP-1-SABA1 Z 4k 1:
A N # Mel
GLP-1(7-37)

MHAEGTFTSDVSSYLEGQAAKEFIA
WLVKGRGGGGGSGGGGSGGGGSIGY
SDVPRDLEVVAATPTSLLISWHSYYE

78
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[0371]

SEQ
iD
NO:

Vgl
A

F5

(GOGGS)tE: sk ik, &
# 5SABAL4%kA

QNSYYRITYGETGGNSPVQEFTVPYS
QTTATISGLKPGVDYTITVYAVYGSK
YYYPISINYRTE

230

GLP-1-SA
BAlv2

GLP-1-SABA1 Z4k2: &
A N 3 Met #
GLP-1(7-37) &5 (ED)s 4%
kGkb, S4H H5SABALA
s

MHAEGTFTSDVSSYLEGQAAKEFIA
WLVKGRGEDEDEDEDEDIGVSDVPR
DLEVVAATPTSLLISWHSYYEQNSYY
RITYGETGGNSPVQEFTVPYSQTTATI
SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTE

SABAI1-G
LP-1v1

SABAI-GLP-1 & 4K 11
SABA155(GGGGS) 3%
k@mae, BE S
GLP-1(7-37)3k 5

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS
SGGGSHAEGTETSDVSSYLEGQAAK
EFIAWLVKGRG

232

SABA1-G
LP-1v2

SABAI-GLP-1 % &2
SABA1.55 (ED)s 48 3k %%
&, BHE5GLP-1(7-37)
FUEeS

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
HAEGTFTSDVSSYLEGQAAKEFIAWL
VKGRG

233

Exendin-4-
SABAlvl

Exendin-4-SABA1 £ 4k
1: B #H N & Met 8
Exendin-4 5 (GGGGS)
B hpkbh, BEX L
SABA1 458~

MHGEGTFTSDLSKQMEEEAVRLFIE
WLKNGGPSSGAPPPSGGGGSGGGGS
GVSDVPRDLEVVAATPTSLLI
SWHSYYEQNSY YRITYGETGGNSPYV
QEFTVPYSQTTATISGLKPGVDYTITV
YAVYGSKYYYPISINYRTE

234

Exendin-4-
SABA1v2

Exendin-4-SABA1 % 1k
1: B & N Met 43
Exendin-4 5 (ED)s 4% &
fdr, B4 5SABAL4
e

MHAEGTFISDVSSYLEGQAAKEFIA
WLVKGRGEDEDEDEDEDIGVSDVPR
DLEVVAATPTSLLISWHSY YEQNSYY
RITYGETGGNSPVQEFTVPYSQTTATI
SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTE

235

SABAI-Ex
endin=4v1

1: SABAL1.55(GGGGS);
kb, BEES
Exendin-4ska-

SABA1-Exendin-4 & &

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS
GGGGSHGEGTFTSDLSKQMEEEAVR
LFIEWLKNGGPSSGAPPPS

236

SABAl-Ex
endin-4v2

SABA1-Exendin-4 & 4k
2: SABAL 55 (ED)s# %
B4, S # 5 Exendin-4
l%éi/é\'

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED|
HGEGTFTSDLSKQMEEEAVRLFIEWL
KNGGPSSGAPPPS

Bl il L B A I A RS

237 | Plec

| B4 5 % (Plec)

| MGFGCNGPWDEDDMQCHNHCKSIK

79
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SEQ | A% Fhik A5
ID | z4k
NO:
GYKGGYCAKGGFVCKCY
238 | SABAI-Pl | £ & AdNT] 2 {# ;:ﬁ; MGVSDVPRDLEVVAATPTSLLISWH
ec SABAT 4% & If, (ED % | SYYEQNSYYRITYGETGGNSPVQEFT
gk, BX5ErE | VPYSQTTATISGLKPGVDYTITVYAV
gl YGSKYYYPISINYRTEDEDEDEDEDM
‘ GFGCNGPWDEDDMQCHNHCKSIKG
YKGGYCAKGGFVCKCY
239 | Plec-SAB | 25 £ 5 B4 AdNT3 | MGFGCNGPWDEDDMQCHNHCKSIK
Al B 126 3E M 45 SABAL 4 | GYKGGYCAKGGFVCKCYVSDVPRD

[0372]

’U[g]hli@

LEVVAATPTSLLISWHSYYEQNSYYR
ITYGETGGNSPVQEFTVPYSQTTATIS
GLKPGVDYTITVYAVYGSKYYYPISI

NYRTEDEDEDEDED

e R E ok gk ﬁiﬁAtstrrm}? A&

At

240

PRGNv1

FAa & & 7 R (PRGN)E
K1, E5 55 H TR
2 B Alstrrin ¥ BT 89 4
F oA B F A HR B

MWTLVSWVALTAGLVAGTRCPDGQ |
FCPVACCLD'PG(‘A‘;Y@C CRPLLDK\V

TVSGTSSCCPFPEAV ALGDGHHCCPR
GFHCSADGRSCFQRSGNNSVGAIQCP
DSQFECPDFSTCCVMVDGSWGCCPM

g@ﬁﬁé’.’-f.@l’ﬁéﬁ@g}iﬁ%Z.ZQ’,S.&’.C.!}kGCC PFTQA
VCCEDHI‘HCCPAGFTC‘DTOKGTcqup

_d[ Z gewg‘c’;gg) vc}csdhghca pquicV
AEGOQCQRGSEIVAGLEKMPARRASL
SHPRDIGCDQHTSCPVGQTCCPSLGG
SWACCQLPHAVCCEDRQHCCPAGYT
CNVKARSCEKEVVSAQPATFLARSP
HVGVKDVECGEGHFCHDNQTCCRD
NRQGWACCPYRQGVCCADRRHCCP
AGFRCAARGTKCLRREAPRWDAPLR
DPALRQLL

241

PRGNV2

PRGN % 4K 2
PRGN(21-588)

TRCPDGQFCPVACCLDPGGASYSCC
RPLLDKWPTTLSRHLGGPCQVDAHC
SAGHSCIFTVSGTSSCCPFPEAVACG
DGHHCCPRGFHCSADGRSCFQRSGN
NSVGAIQCPDSQFECPDFSTCCVMVD
GSWGCCPMPQASCCEDRVHCCPHG
AFCDLVHTRCITPTGTHPLAKKLPAQ
RTNRAVALSSSVMCPDARSRCPDGS
TCCELPSGKYGCCPMPNATCCSDHL
HCCPQDTVCDLIQSKCLSKENATTDL
LTKLPAHTVGDVKCDMEVSCPDGY T
CCRLOQSGAWGCCPFTQAVCCEDHIH

80
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SEQ | £7) ik F5)
ID | z#%
NO:

CCPAGFTCDTQRGTCEQGPHQVPW
MEKAPAHLSLPDPQALKRDVPCDNV
SSCPSSDTCCQLTSGEWGCCPIPEAV
CCSDHQHCCPQGYTCVAEGQCQRGS
EIVAGLEKMPARRASLSHPRDIGCDQ
HTSCPVGQTCCPSLGGSWACCQLPH
AVCCEDRQHCCPAGYTCNVKARSCE
KEVVSAQPATFLARSPHVGVKDVEC
GEGHECHDNQTCCRDNRQGWACCP
YRQGVCCADRRHCCPAGFRCAARGT
KCLRREAPRWDAPLRDPALRQLL
242 | ATST Atstrrin(ATST) PQASCCEDRVHCCPHGAFCDLVHTR
CITPTGTHPLAKKLPAQRTNRAVALS
SSSKEDATTDLLTKLPAHTVGDVKC
DMEVSCPDGYTCCRLQSGAWCEQGP
HQVPWMEKAPAHLSLPDPQALKRD
VPCDNVSSCPSSDTCCQLTSGEWGCC
PIP
MTRCPDGQFCPVACCLDPGGASYSC
CRPLLDKWPTTLSRHLGGPCQVDAH
CSAGHSCIFTVSGTSSCCPFPEAVACG
DGHHCCPRGFHCSADGRSCFQRSGN
NSVGAIQCPDSQFECPDFSTCCVMVD
GSWGCCPMPQASCCEDRVHCCPHG
AFCDLVHTRCITPTGTHPLAKKLPAQ
RTNRAVALSSSVMCPDARSRCPDGS
TCCELPSGKYGCCPMPNATCCSDHL
HCCPQDTVCDLIQSKCLSKENATTDL
LTKLPAHTVGDVKCDMEVSCPDGYT
CCRLQSGAWGCCPFTQAVCCEDHIH
CCPAGFTCDTOQKGTCEQGPHQVPW
MEKAPAHLSLPDPQALKRDVPCDNV
SSCPSSDTCCQLTSGEWGCCPIPEAV
CCSDHQHCCPQGYTCVAEGQCQRGS
EIVAGLEKMPARRASLSHPRDIGCDQ
HTSCPVGQTCCPSLGGSWACCQLPH
AVCCEDRQHCCPAGYTCNVKARSCE
KEVVSAQPATFLARSPHVGVKDVEC
GEGHFCHDNQTCCRDNRQGWACCP
YRQGVCCADRRHCCPAGFRCAARGT
KCLRREAPRWDAPLRDPALRQLLGG]
GGSGGGGSGGGGYGVSDVPRDLEVV
AATPTSLLISWHSYYEQNSYVYRITYG
ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR
TE

244 | PRGN-SA | PRGN-SABAI Z4R2: £ | MTRCPDGQFCPVACCLDPGGASYSC
BAlv2 A N % Met 4 | CRPLLDKWPTTLSRHLGGPCQVDAH

243 | PRGN-SA | PRGN-SABAI &4k [
BAlvl # N S5 Met
PRGN(21-588)

(GGGGS)%&%%%&E%»
#B5SABAL4RES

oo & o

[0373]

81
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SEQ | A7) ik 5

D a4
NO:

PRGN(21-588) & (ED)s | CSAGHSCIFTVSGTSSCCPFPEAVACG
3k % 4, B % 5 | DGHHCCPRGFHCSADGRSCFQRSGN
SABAL 4k NSVGAIQCPDSQFECPDFSTCCVMVD
GSWGCCPMPQASCCEDRVHCCPHG

AFCDLVHTRCITPTGTHPLAKKLPAQ
RTNRAVALSSSVMCPDARSRCPDGS

TCCELPSGKYGCCPMPNATCCSDHL

HCCPQDTVCDLIQSKCLSKENATTDL
LTKLPAHTVGDVKCDMEVSCPDGYT
CCRLOSGAWGCCPFTQAVCCEDHIH
CCPAGFTCDTQKGTCEQGPHQVPW

MEKAPAHLSLPDPQALKRDVPCDNV
SSCPSSDTCCQLTSGEWGCCPIPEAY

CCSDHQHCCPQGYTCVAEGQCQRGS
EIVAGLEKMPARRASLSHPRDIGCDQ
AVCCEDRQHCCPAGYTCNVKARSCE
KEVVSAQPATFLARSPHVGVKDVEC
GEGHFCHDNQTCCRDNRQGWACCP
YRQGVCCADRRHCCPAGFRCAARGT
KCLRREAPRWDAPLRDPALRQLLED)

[0374] SLLISWHSYYEQNSYYRITYGETGGN
SPVQEFTVPYSQTTATISGLKPGVDY

TITVYAVYGSKYYYPISINYRTE

245 SABAI-P | SABAI-PRGN & 4k 1: | MGVSDVPRDLEVVAATPTSLLISWH

RGNvl SABAL.55(GGGGS)s# | SYYEQNSYYRITYGETGGNSPVQEFT
kB, B F L VPYSQTTATISGLKPGVDYTITVYAV

PRGNQI-SS9)fka | YGSKYYYPISINYRT

GGGGSTRCPDGQFCPYVACCLDPGGA
SYSCCRPLLDKWPTTLSRHLGGPCQV
DAHCSAGHSCIFTVSGTSSCCPFPEA
VACGDGHHCCPRGFHCSADGRSCFQ
RSGNNSVGAIQCPDSQFECPDFSTCC
VMVDGSWGCCPMPQASCCEDRVHC
CPHGAFCDLVHTRCITPTGTHPLAKK
LPAQRTNRAVALSSSVMCPDARSRC
PDGSTCCELPSGKYGCCPMPNATCCS
DHLHCCPQDTVCDLIQSKCLSKENAT
TDLLTKLPAHTVGDVKCDMEVSCPD
GYTCCRLQSGAWGCCPFTQAVCCED

PWMEKAPAHLSLPDPQALKRDVPCD
NVSSCPSSDTCCQLTSGEWGCCPIPE
AVCCSDHQHCCPQGYTCVAEGQCQ
RGSEIVAGLEKMPARRASLSHPRDIG
CDQHTSCPVGQTCCPSLGGSWACCQ
LPHAVCCEDRQHCCPAGYTCNVKAR

82
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[0375]

SEQ
iD
NO;

F 5
AR

ik

F5

SCEKEVVSAQPATFLARSPHVGVKD
VECGEGHFCHDNQTCCRDNRQGWA
CCPYRQGVCCADRRHCCPAGFRCAA
RGTKCLRREAPRWDAPLRDPALRQL
L

246

SABAL-P
RGNv2

SABAI-PRGN % 1K 2:
SABAL.5 5 (ED)sd 5 #k
& . B #F 5
PRGN(21-588)84

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED)
TRCPDGQFCPVACCLDPGGASYSCC
RPLLDKWPTTLSRHLGGPCQVDAHC
SAGHSCIFTVSGTSSCCPFPEAVACG
DGHHCCPRGFHCSADGRSCFQRSGN
NSVGAIQCPDSQFECPDFSTCCVMVD

AFCDLVHTRCITPTGTHPLAKKLPAQ
RTNRAVALSSSVMCPDARSRCPDGS
TCC
ELPSGKYGCCPMPNATCCSDHLHCC
PODTVCDLIQSKCLSKENATIDLLTK
LPAHTVGDVKCDMEVSCPDGYTCCR
LOSGAWGCCPFTQAVCCEDHIHCCP
AGFTCDTQKGTCEQGPHQVPWMEK

APAHLSLPDPQALKRDVPCDNVSSCP

SSDTCCQLTSGEWGCCPIPEAVCCSD
HQHCCPQGYTCVAEGQCQRGSEIVA
GLEKMPARRASLSHPRDIGCDQHTSC
PVGQTCCPSLGGSWACCQLPHAVCC
EDRQHCCPAGYTCNVKARSCEKEVV
SAQPATFLARSPHVGVKDVECGEGH
FCHDNQTCCRDNRQGWACCPYRQG
VCCADRRHCCPAGFRCAARGTKCLR

REAPRWDAPLRDPALRQLL

247

ATST-SA
BAlvl

ATST-SABA1 & #K1: £

A N # Met 49 Atstrrin 5
(GGGGS)sdEskpkdr, &
# 5SABAL 484

MPQASCCEDRVHCCPHGAFCDLYVHT
RCITPTGTHPLAKKLPAORTNRAVAL
DMEVSCPDGY TCCRLOSGAWCEQGP
HQVPWMEKAPAHLSLPDPQALKRD

VPCDNVSSCPSSDTCCQLTSGEWGCC

PIPGGGGSGGGGSGGGGSGVSDVPR

DLEVVAATPTSLLISWHSYYEQNSYY

RITYGETGGNSPVQEFTVPYSQTTATI
SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTE

248

ATST-SA
BAlv2

ATST-SABA| % fh2: B
# N 3% Met # Atstrrin 5
(ED)sJ2 ok kdr, B2 5

MPQAS’CCEDRVHCCPHGAFCDLVHT
SSSSKEDATTDLLTKLPAHTVGDVKC
DMEVSCPDGYTCCRLQSGAWCEQGP

83
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SEQ
ID
NO:

5
2 #

#iE

5

SABAL.45%4

HQVPWMEKAPAHLSLPDPQALKRD
VPCDNVSSCPSSDTCCQOLTSGEWGCC
PIPEDEDEDEDED|GVSDVPRDLEVVA
ATPTSLLISWHSY YEONSYYRITYGE
TGGNSPVQEFTVPYSQTTATISGLKP
GVDYTITVYAVYGSKYYYPISINYRT
E

249

SABAL-A
T5Tvl

SABAI-ATST & 4K 1 ¢
SABAL.55 (GGGGS):4
kBhd-, B4 5 Atstrrin
kA

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEGGGGSGGGGS
GGGGSPQASCCEDRVHCCPHGAFCD
LVHTRCITPTGTHPLAKKLPAQRTNR
AVALSSSSKEDATTDLLTKLPAHTVG
DVKCDMEVSCPDGYTCCRLQSGAW

CEQGPHQVPWMEKAPAHLSLPDPQA
LKRDVPCDNVSSCPSSDTCCQLTSGE
WGCCPIP

250

SABAI-A
TSTv2

SABAT-ATST % 4k 2+
SABAIL.55 (ED)s#k ok ak
A, B L Atstrringh s

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAY
YGSKYYYPISINYRTEEDEDEDEDED)
PQASCCEDRVHCCPHGAFCDLVHTR
CITPTGTHPLAKKLPAQRTNRAVALS
SSSKEDATTDLLTKLPAHTVGDVKC
DMEVSCPDGYTCCRLQSGAWCEQGP
HQVPWMEKAPAHLSLPDPQALKRD
VPCDNVSSCPSSDTCCQLTSGEWGCC
PIP

BlFRIENA 7] B 8 A

251

IFNAv]

IFN Al EAR1

GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTFNL
FRLLTRDLKYVADGNLCLRTSTHPES
T

252

TFNAv2

IEN A1 ZE42: £F
C171SBARMIFN A1

GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
FRLLTRDLKYVADGNLSLRTSTHPES
T

253

TENAv3

IFN A B R3: No#dh %6

KPTTTGKGCHIGRFKSLSPOELASFK

84
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SEQ
iD
NO;

F 5
AR

ik

F5

A ER B LB AT C1658
ARG TFN &1

KARDALEESLKLKNWSCSSPVFPGN
WDLRLLQVRERPVALEAELALTLKYV

LEAAAGPALEDVLDQPLHTLHHILSQ

LQACIQPQPTAGPRPRGRLHHWLHR
LQEAPKKESAGCLEASVTENLFRLLT
RDLKYVADGNLSLRTSTHPEST

234

IFNAv4

IFN A1 TIRA: N3pdr 46
Ag A 8 B B A DIGIE
B C165SIAASIEN a1

KPTTTGKGCHIGRFKSLSPQELASFK
KARDALEESLKLKNWSCSSPVEPGN
WDLRLLQVRERPVALEAELALTLKV
LEAAAGPALEDVLDQPLHTLHHILSQ
LQACIQPQPTAGPRPRGRLHHWLHR
LQEAPKKESAGCLEASVTFNLFRLLT
RDLKYVAEGNLSLRTSTHPEST

255

IFNAvS

IEN AL Z4k5: Nogdk k6
AR AL GI62A
FCI6SSIARAGIFN &l

KPTTTGKGCHIGRFKSLSPQELASFK
KARDALEESLKLKNWSCSSPVEPGN
WDLRLLQVRERPVALEAELALTLKYV
LEAAAGPALEDVLDOPLHTLHHILSQ
LQACIQPQPTAGPRPRGRLHHWLHR
LOEAPKKESAGCLEASVTFNLFRLLT
RDLKYVADANLSLRTSTHPEST

256

1ENAv6

IFN Al £ 4k6: EF
DISTE Z CI7IS KR 4
IFN 21

GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLOVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTFNL
FRLLTRDLKYVAEGNLSLRTSTHPES
T

257

IFNAVT

IFN Al & 4k7: A
G168A A C171S TR &K 49
TFN Al

GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDOQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTENL
FRLLTRDLKYVADANLSLRTSTHPES
N

258

IFNA-SAB
Alvl

TENA-SABAT T 4k 1: B
A N 3% Met 89 IFNavl 5
(GGGGS)s#E kbl &
#5SABAL 48%4

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRL

HHWLHRLQEAPKKESAGCLEASVTF
NLFRLLTRDLKYVADGNLCLRTSTH

PESTIGGGGSGGGGSGGGGSGVSDVP
RDLEVVAATPTSLLISWHSYYEQNSY

YRITYGETGGNSPVQEFTVPYSQTTA

TISGLKPGVDYTITVYAVYGSKYYYP
ISINYRTE

85
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SEQ
1D
NO:

beigll
2 A

ik

gl

259

IFNA-SAB
Alv2

IFNA-SABAL & 4k2: A
H N Met 05 IFNAv2 5
(GGGGS) 35 ke, /5
# 5SABAL 4GS

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRL
HHWLHRLQEAPKKESAGCLEASVTE
NLFRLLTRDLKYVADGNLSLRTSTHP
ESTGGGGSGGGGSGGGGSGVSDYPR

DLEVVAATPTSLLISWHSYYEQNSYY

RITYGETGGNSPVQEFTVPYSQTTATI
SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTE

260

IFNA-SAB
Alv3

IFNA-SABALE #k3: £
A N % Met 89 TFNAw3 5
(GGGGS)dE ks, &
# 5SABAL 454

KKARDALEESLKLKNWSCSSPVERG
NWDLRLLQVRERPVALEAELALTLK
VLEAAAGPALEDVLDQPLHTLHHILS
QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASYVTFNLFRLL
TRDLKYVADGNLSLRTSTHPESTGG]

[GGSGGGGSGGGGSGVSDYPRDLEVY

ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR
TE

261

IFNA-SAB
Alvd

IFNA-SABA1 4k 4: A
A N % Met #1 [FNAvd 5
£ 5SABAL4E4

MKPTTTGKGCHIGRFKSLSPQELASF
KKARDALEESLKLKNWSCSSPVFPG
NWDLRLLQVRERPVALEAELALTLK
VLEAAAGPALEDVLDQPLHTLHHILS
QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASVTFNLFRLL
TRDLKYVAEGNLSLRTSTHPESTIGG]
IGGSGGGGSGGGGSGVSDVPRDLEVY
AATPTSLLISWHSY YEQNSYYRITYG
ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR
TE

262

IENZ-SARB
AlvS

IFNA-SABA1 & 7h5: £
A N 3% Mcet 49 IFNAwS 5
(GGGGS)sdtkdht, B
# 5SABAL 4GRS

MKPTTTGKGCHIGRFKSLSPQELASF
KKARDALEESLKLKNWSCSSPVEPG
NWDLRLLOVRERPVALEAELALTLK
VLEAAAGPALEDVLDQPLHTLHHILS
QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASVTFNLFRLL
TRDLKYVADANLSLRTSTHPESTGG
IGGSGGGGSGGGGSGVSDVPRDLEVY

AATPTSLLISWHSYYEQNSYYRITYG
ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR

86
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SEQ
D
NO:

Vel
E A

ik

#7)

TE

263

IFNA-SAB
Alve

IFNA-SABA1 T4k 6: 2
H N 5% Met 45 IFNAwv6 5
(GGGGS)iE LRk, B
# 5 SABAL 4GRS

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRL
HHWLHRLQEAPKKESAGCLEASVTE
NLFRLILTRDLKYVAEGNLSLRTSTHP
ESTGGGGSGGGGSGGGGSGVSDVPR
DLEVVAATPTSLLISWHSYYEQNSYY
RITYGETGGNSPVQEFTVPYSQTTATI
SGLEPGVDYTITVYAVYGSKYYYPIS
INYRTE

264

IFMA-SAB
ATvVT

IFNA-SABAT & 4k7: B
H N Met#) IFNw7 5
(GGGGS)s#2 Sk avds, &
#5SABAL 4684

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVE PGNWDLRLLQVRERPVALEAE
LALTLKVLEAAA'GPALEDVLDQPLH
TLHHILSQLQACIQPOPTAGPRPRGRL
HHWLHRLOQEAPKKESAGCLEASVTE
NLFRLLTRDLKYVADANLSLRTSTHP
ESTGGGGSGGGGSGGGGSIGVSDVPR
DLEVVAATPTSLLISWHSYYEQNSYY

RITYGETGGNSPVQEFTVPYSQTTATI

SGLKPGVDYTITVYAVYGSKYYYPIS
INYRTE.

265

IEN#-SAB
Alv8

IFNA-SABA1 E4k8: A
N # Met 89 IFNiwvl &
(ED)s#kk okt B b
SABA14%k4

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLBHILSQLQACIQPQPTAGPRPRGRL

HHWLHRLQEAPKKESAGCLEASVTF

NLFRLLTRDLKYVADGNLCLRTSTH
PESTEDEDEDEDEDIGVSDVPRDLEV
VAATPTSLLISWHSYYEQNSYYRITY
GETGGNSPVQEFTVPYSQTTATISGL

KPGVDYTITVYAVYGSKYYYPISINY

RTE

266

IENA-SAB
Alv9

IFNA-SABA1 & 4k 9: A
A N 3% Mct 49 IFEN w2 &
(ED)sdh kel BE Y
SABAl.4ak4

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRL
HHWLHRLQEAPKKESAGCLEASVTFE
NLERLLTRDLKYVADGNLSLRTSTHP
ESTEDEDEDEDED|GVSDVPRDLEVV

AATPTSLLISWHSYYEQNSYYRITYG

ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR

87
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SEQ
1D
NO:

P53
& F

ik

#5

TE

267

IFNA-SAB
Alv10

IFNA-SABAT E 4R 10: £
A N 3% Met 45 IFNAwv3 &
(ED)siE k864, A5
SABAL 4884

MKPTTTGKGCHIGRFKSLSPQELASF
KKARDALEESLKLKNWSCSSPVEPG
NWDLRLLQVRERPVALEAELALTLK

VLEAAAGPALEDVLDQPLHTLHHILS

QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASVTFNLFRLL
TRDLKYVADGNISLRTSTHPESTEDE
DEDEDEDGVSDVPRDLEVVAATPTS
LLISWHSYYEQNSYYRITYGETGGNS
PVQEFTVPYSQTTATISGLKPGVDYTI
TVYAVYGSKYYYPISINYRTE

268

IFNA-SAB
Alvll

IFNA-SABATZ #R11: £
A N % Met 89 IFNw4 5
(ED)s#tk gkd, B4 5
SABA1 4%k4

MEKPTTTGKGCHIGRFKSLSPQELASF
KKARDALEESLKLKNWSCSSPVFPG

'NWDLRLLQVRERPVALEAELALTLK
VLEAAAGPALEDVLDQPLHTLHHILS
QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASVTFNLFRLL

TRDLKYVAEGNLSLRTSTHPESTEDE

EDEDEDGVSDVPRDLEVVAATPTS

LLISWHSYYEQNSYYRITYGETGGNS
PVQEFTVPYSQTTATISGLKPGVDYTI
TVYAVYGSKYYYPISINYRTE

269

IENA-SAB
Al vlZ

IFNA-SABA1 T4k 12: £
H N3 Met 4 IFNwvsS 5
(ED)sd 3k b, Joi b
SABAL 484

MKPTTTGKGCHIGRFKSLSPQELASF
KKARDALEESLKLKNWSCSSPVFPG
NWDLRLLOQVRERPVALEAELALTLK

VLEAAAGPALEDVLDQPLHTLHHILS

QLQACIQPQPTAGPRPRGRLHHWLH
RLQEAPKKESAGCLEASVTFNLFRLL
TRDLKYVADANLSLRTSTHPESTEDE
DEDEDEDGVSDVPRDLEVVAATPTS

LLISWHSYYEQNSYYRITYGETGGNS

TVYAVYGSKYYYPISINYRTE

270

IFNA-SAB
Alvl3

IENA-SABA1 T 4k13: £
A N3 Met 49 IFNawv6 5
(ED)s# ks, 45
SABA1. 484

MGPVPTSKPTTTGKGCHIGRFKSLSP
QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRI,
HHWLHRLQEAPKKESAGCLEASVTE
NLFRLLTRDLKYVAEGNLSLRTSTHP
ESTEDEDEDEDEDIGYVSDVPRDLEVV
AATPTSLLISWHSYYEQNSYYRITYG
ETGGNSPVQEFTVPYSOQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR
TE

271

IFNA-SAB

IFNA-SABA1Z 4k 14: B

MGPVPTSKPTTTGKGCHIGRFKSLSP

88
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SEQ
1D
NO:

beigll
2 A

ik

gl

Al wvl4

A N 3 Met 87 IFNAvT 5
(ED)s#skakd, B4 5
SABAL.48k4-

QELASFKKARDALEESLKLKNWSCS
SPVFPGNWDLRLLQVRERPVALEAE
LALTLKVLEAAAGPALEDVLDQPLH
TLHHILSQLQACIQPQPTAGPRPRGRL
HHWLHRLQEAPKKE’SAGCLEASVTF
NLFRLLTRDLKYVADANLSLRTSTHP

AATPTSLLISWHSYYEQNSYYRITYG
ETGGNSPVQEFTVPYSQTTATISGLK
PGVDYTITVYAVYGSKYYYPISINYR
TE

272

SABAIL-IF
Niwvl

SABAI-IFNA & 4k 13
SABAL.55(GGGGS), 3%
k@kd . BHHIFNw]
e

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEGGGGSGGGGS)
GGGGSGPVPTSKPTTTGKGCHIGRFK
SLSPQELASFKKARDALEESLKLKNW
SCSSPVFPGNWDLRLLQVRERPVALE

AFLALTLKVLEAAAGPALEDVLDQP

LHTLHHILSQLQACIQPQPTAGPRPR
VTFNLFRLLTRDLKYVADGNLCLRT
STHPEST

SABAL-TF
Nav2

SABAI-IFNA % 7k 2 -
SABAL55(GGGGS):4
sk @kd, B BIFNW2
ke

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV
YGSKY Y YPISINYRTEGGGGSGGGGS

GGGGSGPVPTSKPTTTGKGCHIGRFK
SLSPQELASFKKARDALEESLKLKNW

AELALTLKVLEAAAGPALEDVLDQP
LHTLHHILSQLQACIQPQPTAGPRPR
GRLHHWLHRLQEAPKKESAGCLEAS

THPEST*

274

SABAIL-IF
Niv3

SABA1-IFNA & 4k 3«
SABALS5 (GGGGS)s#k
kR, B 5 IENAW
anlr

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTA‘TISGLKPGVDYTITVY AV
YGSKYYYPISINYRTHGGGGSGGGGS
GGGGYKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTENL
FRLLTRDLKYVADGNLSLRTSTHPES
T

89
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SEQ
1D
NO:

A3
2 #

ik

A5

275

SABAI1-1F
N4

SABAI-IFNA & 4k 4
SABAL35 (GGGGS): 4
kikb, B4 5IFNIv4
Bhbs

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRT EGGGGSGGGGS)

{GGGSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKN WSCSSPY
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVL.DQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTENL
FRLLTRDLKYVAEGNLSLRTSTHPES
T

276

SABAI1-IE

NS

SABAI-TFN& & 4k 5 4
SABA1.55(GGGGS)s3%
kgkb, B HEBIFNAWS
Tﬂk j&s

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS)
GGGGSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLOVRERPVALEAELAL
TLKVLEAAAGPALEDVI.DQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLOQEAPKKESAGCLEASVTFNL
FRLLTRDLKYVADANLSLRTSTHPES
T

277

SABAIL-IE
Niwvo

SABAI-IFNA & 4K 6 ¢
SABALS55(GGGGS)s%:
kb, B & 5IFNAvG
b

.\/IGVSDV?KDLEWAATPTSLLI?WH

VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS|
GGGGSGPVPTSKPTTTGKGCHIGRFK
SLSPQELASFKKARDALEESLKLKNW
SCSSPVFPGNWDLRLLQVRERPVALE
AELALTLKVLEAAAGPALEDVLDQP
LHTLHHILSQLQACIQPQPTAGPRPR
GRLHHWLHRLQEAPKKESAGCLEAS
VTFNLFRLLTRDLKYVAEGNLSLRTS
THPEST

278

SABAL-IF
Nxs7

SABAI-IFNA & 4k 7 :
SABALS5(GGGGS) 4
kikd s B&H BIFNAwT
méé\"

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEGGGGSGGGGS)

GGGGSIGPVPTSKPTTTGKGCHIGRFK
SLSPQELASFKKARDALEESLKLKNW
SCSSPVFPGNWDLRLLQVRERPVALE
AELALTLKVLEAAAGPALEDVLDQP
LHTLHHILSQLQACIQPOPTAGPRPR
GRLHHWLHRLQEAPKKESAGCLEAS
VTFNLFRLLTRDLKYVADANLSLRTS

90
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SEQ
iD
NO:

b2l
2 AR

ik

A3

THPEST

279

SABAL-IF
Nav8

SABAI-IFNA % 4k 8 ;
SABALS % (ED)s#k 3 ik
Lo, B BIFNWw a4

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
GPVPTSKPTTTGKGCHIGRFKSLSPOQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTFNL
FRLLTRDLKYVADGNLCLRTSTHPES
T

280

SABAIL-IE
NAVE

SABAI-IFNA & /& 9 :
SABAL.5 5 (ED)s#s 3k
&, BH BIFNAW2RA

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTFNL
FRLLTRDLKYVADGNLSLRTSTHPES
T

281

SABAL-IF
Niv 1o

SABAI-IFNA Z 4K 10
SABA1.55 (ED)s$% 5k ak
/6\2 fm‘ % '%IFNXV?)%BL{/E}

MGVSDVPRDLEVVAATPTSLLISWH
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED,
KPTTTGKGCHIGRFKSLSPQELASFK
KARDALEESLKLKNWSCSSPVFPGN
WDLRLLQVRERPVALEAELALTLKYV
LEAAAGPALEDVLDQPLHTLHHILSQ
LQACIQPQPTAGPRPRGRLHHWLHR

LQEAPKKESAGCLEASVTENLFRLLT

RDLKYVADGNLSLRTSTHPEST

282

SABA1-IF
Navll

SABAI-IFNA % 4k 11 :
SABA1.55 (ED)stk 5k i
&, Bk BIFNAvARRS

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEEDEDEDEDED,
KPTTTGKGCHIGRFKSLSPQELASFK
KARDALEESLKLKNWSCSSPVFPGN
WDLRLLQVRERPVALEAELALTLKV
LEAAAGPALEDVLDQPLHTLHHILSQ
LQACIQPQPTAGPRPRGRLHHWLHR
LQEAPKKESAGCLEASVTFNLFRLLT

RDLKYVAEGNLSLRTSTHPEST

91
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SEQ
iD
NO:

21l
2 4%

#it

3

283

SABAL-IF
Navl2

SABAIL-TFNL % 4 12
SABA1.55 (ED)s4# % &k
L, BHESIFNIvS A

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
KPTTTGKGCHIGRFKSLSPQELASFK

WDLRLLQVRERPVALEAELALTLKV
LEAAAGPALEDVLDQPLHTLHHILSQ
LQACIQPQPTAGPRPRGRLHHWLHR

LQEAPKKESAGCLEASVTFNLFRLLT
RDLKYVADANLSLRTSTHPEST

284

SABAI-IF
Niv13

SABAIL-IENA & 4k 13
SABAL.55 (ED)s4% 3k @k
A BESIFNWw6#S

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTENL
FRLLTRDLKYVAEGNLSLRTSTHPES
T

285

SABA1-IF
Nivl14

SABAI-IFNA % 14 14 :
SABALS 5 (ED)sdk ok gk
Ly BHESIFNWTRR A

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED
GPVPTSKPTTTGKGCHIGRFKSLSPQE
LASFKKARDALEESLKLKNWSCSSPV
FPGNWDLRLLQVRERPVALEAELAL
TLKVLEAAAGPALEDVLDQPLHTLH
HILSQLQACIQPQPTAGPRPRGRLHH
WLHRLQEAPKKESAGCLEASVTENL
FRLLTRDLKYVADANLSLRTSTHPES
T

PR EIL-21F 5 A 8 4%

286

121wl

IL218 4R LA A F X
KA R 789 A
1L-21

MDSSPGNMERIVICLMVIFLGTLVHK
SSSQGQODRHMIRMRQLIDIVDQLKN
YVNDLVPEFLPAPEDVETNCEWSAFS
CFQKAQLKSANTGNNERIINVSIKKL
KRKPPSTNAGRRQKHRLTCPSCDSYE
KKPPKEFLERFKSLLOKMIHQHLSSR
THGSEDS

287

1IL21v2

IL-21 BAR2: FAT5 5% 7]
S AIL-21

MQGQDRHMIRMRQLIDIVDQLKNYV
NDLVPEELPAPEDVETNCEWSAFSCF
QKAQLKSANTGNNERIINVSIKKLKR
KPPSTNAGRRQKHRLTCPSCDSYEK

92
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SEQ
iD
NO:

Vgl
A

F

IL21nal

21 5 Tk %
RS S SR L
AIL-215 3 649 4% F 8 /%
7, EA PP G AL
5] a3 A T R
K ARtk
P AE

ATGGATTCCAGTCCTGGCAACATGG
AGAGGATTGTCATCTGTCTGATGGT
CATCTTCITGGGGACACTGGTCCAC
AAATCAAGCTCCCAAGGTCAAGAT
CGCCACATGATTAGAATGCGTCAA
CTTATAGATATTGTTGATCAGCTGA
AAAATTATGTGAATGACTTGGTCCC
TGAATTTCTGCCAGCTCCAGAAGAT
GTAGAGACAAACTGTGAGTGGTCA
GCTTTTTCCTGTTTTCAGAAGGCCC
AACTAAAGTCAGCAAATACAGGAA
ACAATGAAAGGATAATCAATGTAT
CAATTAAAAAGCTGAAGAGGAAAC
CACCTTCCACAAATGCAGGGAGAA
GACAGAAACACAGACTAACATGCC
CITCATGTGATTCTTATGAGAAAAA
ACCACCCAAAGAATTCCTAGAAAG
ATTCAAATCACTTCTCCAAAAGATG
ATTCATCAGCATCTGTCCTCTAGAA
CACACGGAAGTGAAGATTCCTGA

289

L2 1naZ

L2V B 5 BAR2: %
R 8 AIL-21
iedr ok s ey Crn L P
5] C RIS ER A BT
PR IDAT R F RE

ATGCAAGGTCAAGATCGCCACATG

ATTAGAATGCGTCAACTTATAGATA
TIGTTGATCAGCTGAAAAATTATGT
GAATGACCTGGTTCCGGAATTCCTG
CCGGCTCCGGAAGATGTTGAGACC
AACTGTGAGTGGTCCGCTTTCTCCT
GTITTCCAGAAAGCCCAGCTGAAAT
CCGCAAACACCGGTAACAACGAAC
GTATCATCAACGTTTCCATTAAAAA
ACTGAAACGTAAACCGCCGTCCAC
CAACGCAGGTCGTCGTCAGAAACA
CCGTCTGACCTGCCCGTCCTGTGAT
TCTTATGAGAAAAAACCGCCGAAA
GAATTCCTGGAACGTTTCAAATCCC
TGCTGCAGAAAATGATTCACCAGC
ACCTGTCCTCTCGTACCCACGGTTC
CGAAGATTCCTGA

290

11.21-SAB
Alvl

IL21-SABA1EAK]: L4
AR FHAMIL2E
(GGGGS)H ks, &
# 5SABAL4gkS

MDSSPGNMERIVICLMVIFLGTLVHK

SSSQGQDRHMIRMROQLIDIVDQLKN
YVNDLVPEFLPAPEDVETNCEWSAFS
CFQKAQLKSANTGNNERIINVSIKKL
KRKPPSTNAGRRQKHRLTCPSCDSYE
KKPPKEFLERFKSLLOKMIHQHLSSR
THGSEDSGGGGSGGGGSGGGGSIGYS

DVPRDLEVVAATPTSLLISWHSYYEQ

NSYYRITYGETGGNSPVQEFTVPYSQ

93
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SEQ
iD
NO:

3
& A

51

TTATISGLKPGVDYTITVYAVYGSKY
YYPISINYRTE

291

1L.2]1-SAB
Alx2

IL21-SABA 1R 4K2: £ 3T
B 3 & 21 5
(GGGGS)ikk 04, B
% B5SABAL 48kS

MOQGQDRHMIRMRQLIDIVDQLKNYV
NDLVPEFLPAPEDVETNCEWSAFSCF
QKAQLKSANTGNNERIINVSIKKLKR
KPPSTNAGRRQKHRLTCPSCDSYEK
KPPKEFLERFKSLLOKMIHQHLSSRT
HGSEDSGGGGSGGGGSGGGGSGVSD
VPRDLEVVAATPTSLLISWHSYYEQN
SYYRITYGETGGNSPVQEFTVPYSQT
TATISGLKPGVDYTITVYAVYGSKYY
YPISINYRTE

TL21-SAB
Alvi

IL21-SABA1 R 483 LA
RAN 791215
(ED)sitk akd, B£5
SABAL.48k4

MDSSPGNMERIVICLMVIFLGTLVHK
SSSQGQDRIMIRMRQLIDIVDQLKN
YVNDLVPEFLPAPEDVETNCEWSAFS
CEFQKAQLKSANTGNNERIINVSIKKL
KRKPPSTNAGRRQKHRLTCPSCDSYE
KKPPKEFLERFKSLLQKMIHQHLSSR
THGSEDSEDEDEDEDEDIGVSDVPRD
LEVVAATPTSLLISWHSYYEQNSYYR
ITYGETGGNSPVQEFTVPYSQTTATIS
GLKPGVDYTITVYAVYGSKYYYPISI
NYRTE

1L.21-SAB
Advd

TL21-SABA & 4K4: £, 57
B 7491021 5 (ED)s3:
kGkb, B % 5SABALY
g

MQGQDRHMIRMRQLIDIVDQLKNYV
NDLVPEFLPAPEDVETNCEWSAESCF
QKAQLKSANTGNNERIINVSIKKLKR
KPPSTNAGRRQKHRLTCPSCDSYEK
KPPKEFLERFKSLLOQKMIHQHLSSRT
HGSEDSEDEDEDEDEDIGVSDVPRDL
EVVAATPTSLLISWHSYYEQNSYYRI
TYGE’TGGNSPVQEFTVPYSQTTATIS
GLKPGVDYTITVYAVYGSKYYYPISI
NYRTE

SABAI-IL
21vl

SABAIL-IL21 & 4K 1 :
SABA1.55 (GGGGS): 4%
kb, BHL RS
F 5 89121584

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS
GGGGSMQGQDRHMIRMRQLIDIVDQ
LKNYVNDLVPEFLPAPEDVETNCEW
SAFSCFQKAQLKSANTGNNERIINVSI
KKLKRKPPSTNAGRRQKHRLTCPSC
DSYEKKPPKEFLERFKSLLOKMIHQH
LSSRTHGSEDS

295

SABAIL-IL
21v2

SABAI-IL21 % 4k 2 :
SABAL5 5 (ED)s#% 3 %
by BHEERANFRT
H91L-21 A

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED|

94
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SEQ
13
NO:

gl
2 A%

ik

P21l

MQGODRHMIRMRQLIDIVDOQLENYV
NDLVPEFLPAPEDVETNCEWSAFSCF
QKAQLKSANTGNNERIINVSIKKLKR
KPPSTNAGRROKHRLTCPSCDSYEK
KPPKEFLERFKSLLQKMIHQHLSSRT
HGSEDS

Bl

BRRE B

296

AMYwvl

Mog B(AMY) R A1 A
M E(EACys 2272
AL BCSHBRIEL)

KCNTATCATQRLANFLVHSSNNFGAI
LSSTNVGSNTY

297

AMYvZ

AMY ZA4R2: F2HA
(BA Cys 22712848 8C
SHBEIEAL)

KCNTATCATQRLANFLVHSSNNFGPI
LPPTNVGSNTY

298

AMYv3

AMY Z4Kk3: AR L

(Davalintide)( £ # Cys

KCNTATCVLGRLSQELHRLQTYPRT

NTGSNTY

299

AMYv4

2-7 ZERAR R CoR B AL
AMY % & 4
UGP-281(E A Cys 1-7=
AL R Con B L)

CSNLSTCVLGKLSNELHKLNTYPRTD
VGANTY

300

AMYY5

AMY Z4R5: X Bk &
(EH Cys 2-T=BEAC
BB

KCNTATCATQRLANFLVRSSNNLGP
VLPPTNVGSNTY

301

AMYv6

(B4 Cys 2-7=BUAEAC
L)

KCNMATCATQHLANFLDRSRNNLGT
IFSPTKVGSNTY

302

AMY VT

AMY B ART: k£
(BA Cys 2-7T 4k BC
SEBLREAL)

KCNTATCATQRLANFLIRSSNNLGAL
LSPTNVGSNTY

303

AMY VS

AMY T ARR: BEE45E
(BA Cys 1-7284EB.C
S EEIL)

CSNLSTCVLGKLSNELHKLNTYPRTN
TGSGTP

304

SABAT-A
MY¥wv]

SABA-IRE B Rk o4 &
#1: SABAL.6%5 (ED)s
Bhwbs, BEx S5
AMYvl k4, LA C#H
WAL

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPS(
DEDEDKCNTATCATQRLANFLVHSS
NNFGAILSSTNVGSNTY

305

SABAI-A
MYv2

SABA-IRE & 324 %
#1: SABAL7 5 (ED);
Bkikbs, BHFSH
AMYvlfsd, BLAHCH
B

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE

DKCNTATCATQRLANFLVHSSNNEG
AILSSTNVGSNTY.

306

SABAIL-A

SABA-fRIE F 4T

MGVSDVPRDLEVVAATPTSLLISWH

95
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SEQ
iD
NO:

Vgl
A2

F5

MYv3

#R3: SABAL 65(3((38)4
jﬂt 7L ﬁ?g" =y }:é /g_ kJ
AMYv1gke, BEHCH
BRI

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQGGSGS

GSGSKCNTATCATQRLANFLVHSSN

NEGAILSSTNVGSNTY

307

SABAI-A
MYv4

SABA-ME L akb
4: SABAL.7HG(GS)4
BEk@bs, BFSE
AMYvI G-, BEACH
B

MGVYSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYS’QTTATIS’GLKPGVDYTITVYAV

YGSKYYYPISINYRTEIGGSGSGSGSK
CNTATCATQRLANFLVHSS\INFGAIL
SSTNVGSNTY

308

SABAI1-A
MYw5

SABA-MLIZ & sk
#5: SABAL6S (ED)s
BREke, BEESE
AMYV2 a4, BAC#
BLRRIL

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV
YGSKY YYPISIN YR TEIEKPSQEDEDE

NNFGPItPPTNVG“;NTY

309

SABAI-A
MYv6

SABA-MRIZF B o4 &
44&6; SABAL"/‘—%.(ED)S
AMYV2 mi’ 2, BAFCH
BEREAL

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPYQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEDEDEDEDE]

[DKCNTATCATQRLANFLVHSSNNFG
PILPPTNVGSNTY

310

SABAIT-A
MYv7

SABA-BRE F ek &
#7: SABA165G(GS)s
B @bs, BEF S5
AMYV2akd, BACH
Bhhit

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEKPSQIGGSGS

GSGS]

KCNTATCATQRLANFLVHSSN

NFGPILPPTNVGSNTY

311

SABAI-A
MYv8

SABA-M: R £ ek L
£8: SABAL75G(GS)4
Bk, BHESH
AMYV2 @4, EAHCsh
BEAE L

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKY YYPISINYRTEIGGSGSGSGSK
CNTATCAT QRLANFLVHSSNNFGPIL

PPTNVGSNTY

312

SABAI-A
MYv9

SABA-#RE £ ekt %
9. SABALGE (ED)s
ks, BEE£ S
AMYvV3fkG, B
it

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

‘VPYSQTTATISGLKP(NDY TITWAV

D ; "CNTATCVLGRLSQELHRLQ
TYPRTN TGSNTY

313

SABA1-A
MY¥v10

SABA-ME R a e %
10z SABAL?';%:(ED}S

B kads, BEX S5
AMY3aks, EACH
B Ay

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTIIVYAYV

YGSKYYYPISINYRTE IEDEDEDED

[DKCNTATCVLGRLSQELHRLQTYPR

INTGSNTY

96
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SEQ
D
NO;

B3
& AR

p- 27!

314

SABAI-A
MY w11

SABA-f& ix & ki R
#R11: SABAL65G(GS)
Bhkabs, BAE S
AMYv3aks, ELHCH
e

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQ'I‘TA’I‘I‘S GLKPGVDYTITVY AV
YGSKYYYPISINYRTEIEKPSQG
iSGS -CNTATCVLGRLSQELHRLQT
YPRINTGSNTY

315

SABAIL-A
MYwl2

SABA-lRit Z oM %
#12: SABAL75G(GS)s
Bk @b, BHESL
AMYv3 #k4, ﬂ%}cxé}
BLAEAL

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIGGSGSGSGSK
CNTATCVLGRLSQELHRLQTYPRTN
TGSNTY

316

SABAIL-A
MYv13

AMY va g4,

SABA-fRIE k&M E
#513: SABAIL65(ED)s
3k & A, /‘i%‘ 5
BAHCH
B A

TYPRTDVGANTY

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQEDEDE

DEDEDCSNLSTCVLGKLSNELHKLN

317

SABAIT-A
MYv14

SABA-IZ X Bk
&#14 SABAL.m.(E‘D)s
AMYv4mﬂz/\, LHFCH
BEREL

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE|
DICSNLSTCVLGKLSNELHKLNTYPRT
DVGANTY

318

SABAI-A
MYv15

SABA-IRIE F RO E
1K15: SABAL.65G(GS)
Bhkws, BEX L
AMYv4#R 4, EHC#
LAt

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQIGGSGS

GSGSCSNLSTCYVLGKLSNELHKLNTY
PRTDVGANTY

SABAI-A
MYwvlé

SABA-JRIT b YR
#16: SABAL7HG(GS)
#Ehkab, BEH S5
AMYv4aea, LA CH
BEAEAL,

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIGGSGSGSGSC
SNLSTCVLGKLSNELHKLNTYPRTDV
GANTY

320

SABAL-A
MYvl17

SABA-#RIZ 2oL
1k 17 ;
SABAI 6-Cys- Xl-AMYv

BACB N, 2L
*&%%%%ﬂﬁ
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGYDYTITVYAV
YGSKYYYPISINYRTEIEKPSQCHX,-K
CNTATCA
TORLANFLVHSSNNFGAILSSTNVGS
NTY

321

SABA1-A
MYv1§

SABA-fRIZ £ At b T
S 18 :

SABAL.7-(ED)sG-Cys-X
FAMY VT, B Cof B

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEI DEDEDED

97
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SEQ
1D
NO:

F31
E£ 0

ik

5

T, E¥X AL ERE
H:-PEG20

DGOX; KC
NTATCATQRLANFLVHSSNNFGAILS
STNVGSNTY

322

SABAT-A
MYv19

SABA-MZ Z oL
e 19

SABAL 6-Cys-X;-AMYv

2, BACHB I, H
X, h B & BT
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQCH-
CNTATCA
TQRLANFLVHSSNNFGPILPPTNVGS

| NTY

323

SABAL-A
MY~¥20

SABA-FRIT Rk %
2 20 :
SABA1.74ED)sG-Cys-X
~AMY V2, B st B

HF X4 B kit
Fe-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAVY
YGSKYYYPISINYRTEIEDEDEDEDH
- X-KC

PTNVGSNTY

324

SABAIL-A
MYwv21

SABA-M R Bk &
G 21

SABAL.6-Cys-X-AMYy

3, EHCHEEL, L
¥ X, A5 kBT
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPS Q@“Xl K
CNTATCV
LGRLSQELHRLQTYPRTNTGSNTY

325

SABAL-A
MY~22

SABA-MEiE Z ko X
A 22 %
SABAL7-(ED)sG-Cys-X
FAMYV3, BACshB B
o, RFEXiHGRE
He-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVOEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEDEDEDEDE

DGd-x,-KC
NTATCVLGRLSQELHRLQTYPRTNT
GSNTY

326

SABAIL-A
MYv23

SABA-MRE Z @ aw R
AR 23 1
SABAL. 6—Cys—X1 AMYV
4, B CHBLEL, £
TX A B kBT
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITWAV
YGSKYYYPISINYRTEIEKPSQ@ X;-C
SNLSTC
VLGKLSNELHKENTYPRTDVGANTY

327

SABAL-A
MY v24

SABA-MRIT F ok T
1 24
SABA1.7{ED)sG-Cys-X
-AMYvd, EAT Cob Bh
o, R¥EXihLAmE
He-PEG20

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEET
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE
pGax,-cs
NLSTCVLGKLSNELHKLNTYPRTDV
GANTY

328

SABAIL-A
MYv25

SABA-ME IR Z oo
5 24 :
SABAL7<(ED)G-Cys-X

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

98
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SEQ | F51 it B 5

ID | g4

NG:
1-AMYvVS, B CaBiie | YGSKYYYPISINYRTEIEDEDEDEDHE
1L A 42 F 7 /N 1 % Cys | DGOX,-KE
HAEM ik, ¥ X, | NTATEATQRLANFLVRSSNNLGPVLP
s 1 % Bk I B -PEG20 PTNVGSNTY

Bl RHPYY R 5| A RS

329 | PYYvI IKYY(PYY)Z 4k 1: A | YPIKPEAPGEDASPEELNRYYASLRH
PYY(RA Co4Bhlif) | YLNLVIRQRY

408 | PYYV2 FRYY(PYY) £ 4 2: A | IKPEAPGEDASPEELNRYYASLRHYL
PY Yl £ 4 C 3% Bt e | NLVIRQRY
1)

409 | PYYv3 IKYY(PYY)Z 4 3: A | SPEELNRYYASLRHYLNLVTRQRY
PYY 5a6( B H C 3% BL I
14}

410 | PYYv4 BEYY(PYY)ZE #k4: A | YASLRHYLNLVTRQRY
PY Y36 - 4 C o Bt e
1£)

411 | PYYvS RYY(PYY)ZE 4k 5: A | ASLRHYLNLVTRQRY
PYY22.3(,‘( e %— Ci% B E@
1)

412 | PYYv6 BRYY(PYY)E KR 6: A | LRHYLNLVTROQRY
PYYouse( £ C 3% BEIE
1)

413 | PYYVT IKYY(PYY)ZE 4R 7: A | RHYLNLVTRQRY
PY Yosae( B2 C 5% B Mz
1o

414 | PYYv8 AEYY(PYY)Z #R8: A | SPEELNRYYASLRHYLNLLTRQRY
PY Y ig36iwsp( B4 Com BE
HeAk)

415 | PYYV9 EYY(PYY)E4R9: A | YASLRHYLNLLTRQRY
PYY? 1:36(L31 )( -;a: /ﬁ C:’ﬂ% Bk
JEEAL)

416 | PYYvIO | JKYY(PYY)Z#410: A | ASLRHYLNLLTRQRY
PYYarsesi( B C i B
AL

417 | PYYvll | RYY(PYY)E4&x11: A | LRHYLNLLTRQRY
PYY susean( L F C o B
Ak

418 | PYYvI2Z | BRYY(PYY)Z412: A | RHYLNLLTRQRY
PYYosssaan( £ Cam bt
a9

330 [ PYYVI3 | PYY & 4k 13 : ¥ ¥ | YPIKPEAPGEDASPEELSRYYASLRH
PYY(EA Ca#ptiri)y | YLNLVIRQRY

99
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SEQ
iD
NO:

A3
& AR

P51

331

PYYvl4

PYYZ4K14: KPYY(H
A Cob BBt

YPAKPEAPGEDASPEELSRYYASLRH
YLNLVTROQRY

332

PYY¥vl3

PYYE /KI5 RPYY(E
HC# fﬁtﬁﬁd{ﬁ)

YPSKPEAPGEDASPEELNRY YASLRH
YLNLVTRQRY

333

PYYvi6

PYY % 44 16 : ) &
PYY(SLA CopBEARL)

YPAKPEAPGEDASPEELSRY YASLRH
YLNLVTRQRY

334

PYYvl7

PYY % 48 17 : b &
PY Y6l B C i % Bt e
1)

AKPEAPGEDASPEELSRYYASLRHYL
NLVTRORY

338

P¥Yvlg

PYYZEARI8: #/ /KB,
PYY(BA CatBERAL)

YPAKPEAPGEDASPEELSRYYASLRH
YLNLVTROQRY

336

PY¥vl9

PYY & 4k 19 : 45 4
PYY(EA CinBtiit)

YPAKPQAPGEHASPDELNRYYTSLR
HYLNLVTRQRF

337

PYYv20

PYY E420: #PYY(E
K Con Bl

.AYPPKPESPGDAASPEE] AQYFSALR
HYINLVTROQRY

338

SABAL-P
YYvl

SABAL-PYY sk &4 &
R 1: SABALG S (ED)s
é’g‘g‘wﬁk%, F‘z’é‘%
PYYV2ikd, AHCH
AL

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSK?YYY‘PISINYRT IEKPSQEDED

LRH.Y.LNLVTRQRY

339

SABAL-P
YYv2

SABAL-PYY & & % &
h2: SABALT S (EDs
Bhws, BEL 5
PYYv28&k4, LA Cihit
A1k,

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE
DIKPEAPGEDASPEELNRYYASLRHY
LNLVTRQRY

340

SABAI-P
YYv3

SABAL-PYY & &4 &
#3: SABAl6L G(GS)4
kb, BE 5
PYYv25kas, ﬁﬁc%@%
b,

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSOGGSGS
KPEAPGEDASPEELNRY YASL

RHYLNLVTRQRY

341

SABAI-P
YYv4

SABAI-PYY &4 % &
#h4: SABAL.75G(GS)
#Bhwds, EL S
PYYv28kes, BAHCHEE
31e

MGVSDVPRDLEVVAATPTSLLISWH

SYYEOQONSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKY Y YPISINYRTEIGGSGSGSGS
KPEAPGEDASPEELNRYYASLRHYL
NLVTRQRY

342

SABAIL-P
YYvs

SABAI-PYY sk &4 &
R 5 :

SABAL .6—C‘ys—X1 PYYy
2, BAACHBEL, &L
¥ XH ok B E B

-PEG20

MGVSDVPRDLEVVAATPTSLLISWIH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTAT] 1ISGLKPGVDYTITVYAV
# | YGSKYYYPISINYRTEIEKPSQICHX-TK
PEAPGE
DASPEELNRYYASLRHYLNLVTROR
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SEQ | #7] Hid F7|
ID | £ 4
NO:
Y
343 | SABAI-P | SABAI-PYY @ &4 % | MGVSDVPRDLEVVAATPTSLLISWH
YYv6 K 6 . | SYYEQNSYYRITYGETGGNSPVQEFT
SABA1.74ED):G-Cys-X | YPYSQTTATISGLKPGVDYTITVYAV
PYYv2, BACibEn | YGSKYYYPISINYRTEIEDEDEDEDE
fe, EHX 5 kse | DOCXIK
- PEG20 PEAPGEDASPEELNRYYASLRHYLNL
- VTIRQRY
344 | SABAI-P | SABAI-PYY @& 245 % | MGVSDVPRDLEVVAATPTSLLISWH
YYv7 % 7 .| SYYEQNSYYRITYGETGGNSPVQEFT

[0393]

SABA1.7ED)G-Cys-X
-PYYw17, BA Cof Bhlz
s EPX A BEBEE
B-PEG20

VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE
[DGC-X;-AK
PEAPGEDASPEELSRYYASLRHYLNL
VTRQRY

Bl R EPPE I A EBREH

345 | PPyl % IK(PP)R 4k1: A/#% | APLEPVYPGDNATPEQMAQYAADLR
FPP(AACoBiEi) | RYINMLTRPRY

346 | PPv2 PPEK2: 44 PP(EA C | APLEPEYPGDNATPEQMAQYAAELR
5 BB RYINMLTRPRY

347 | PPv3 PPER3: %/ KPP(AA | APLEPVYPGDDATPEQMAQYAAELR
CotBLEAL) RYINMLTRPRY

348 | PPv4 PPEARA: 453 PP(BAC | ASLEPEYPGDNATPEQMAQYAAELR
BRI RYINMLTRPRY

349 | PPv5 PPERS: B/pt LPP(A | APMEPVYPGDNATPEQMAQYAAEL
H O3t BEAL) RRYINMLTRPRY

350 | PPv6 PPEfR6: #4/91F/% )2/ | APLEPVYPGDNATPEQMAQYAAELR
P83/ 3 PP(E A C3% | RYINMLTRPRY
BEAEIL)

351 | PPv7 PP%R7: B4PP(EAC | SPLEPVYPGDNATPEQMAQYAAELR
S BEIEAL) RYINMLTRPRY

352 | PPv8 PP 8: B A PP(EAC | APLEPVYPGDDATPQQMAQYAAEM
sEBEREAL) RRYINMLTRPRY

353 | PPvO PPER9: s APP(EAC | APLEPMYPGDYATPEQMAQYETQLR
S BLREL) RYINTLTRPRY

354 | PPvIO PPER10: K A PP(EF | APLEPMYPGDYATHEQRAQYETQLR
Cob BRBEAE) RYINTLTRPRY

355 | PPvll PPE 4k 11: & £ % A | APLEPVYPGDNATPEQMAQYAAELR
PP(ELAT Coh BRAEAL) RYINMLTRPRY

356 | PPvI2 PPER12: %PP(EAC | APPEPVYPGDDATPEQMAEYVADLR
3 BENEAL) RYINMLTRPRY

357 | PPvI3 PPE R 13: #|AFPP(EA | VPLEPVYPGDNATPEQMAQYAAELR
CoBRIEAL) RYINMLTRPRY

358 | SABAI-PP | SABAI1-PP &k &4 % 4k | MGVSDVPRDLEVVAATPTSLLISWH
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SEQ
1D
NO:

A3
Py

ik

75

vl

1: SABAL.65 (ED)sf &
kb, B PPk,
R Coh Bt

VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSQEDEDE

SYYEQNSYYRITYGETGGNSPVOQEFT

DEDEDAPLEPVYPGDNATPEQMAQY
AADLRRYINMLTRPRY

339

SABAL-PP
v2

SABAI-PP & &4 % 4k
2: SABAL.75(ED)sd% 5k
ARG, JEH HSPPyIRES,
LA Cot Bk etk,

VPYSQTTATISGLKPGVDYTITVYAV

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT

YGSKYYYPISINYRTEIEDEDEDEDE
DIAPLEPVYPGDNATPEQMAQYAAD
LRRYINMLTRPRY

360

SABA1-PP
v3

SABAL-PP &k & 4 T 4k
3: SABAL6HG(GS)4
kakhe, EEHPPvIRE
A, B Com Bk

MGVSDVPRDLEVVAATPTSLLISWH

ADLRRYINMLTRPRY

SYYEQNSYYRITYGETGGNSPVQEFT
YGSKYYYPISINYRTEIEKPSOGGSGS
GSGSAPLEPVYPGDNATPEQMAQY A

361

SABAL1-PP
v4

SABAI-PP &k A4 & 1k
4: SABALTHG(GSuiE:
kkds, 5% 5PPylak
L, B CHBEREAL

MGVSDVPRDLEVVAATPTSLLISWH

VPYSQTTATISGLKPGVDYTITVYAV

SYYEOQNSYYRITYGETGGNSPVQEFT

YGSKYYYPISINYRTEIGGSGSGSGSIA
PLEPVYPGDNATPEQMAQYAADLRR
YINMLTRPRY

362

SABA1-PP
V5

SABAL-PP & &4 T /K
5:
SABAL.6-Cys-X;-PPvl.
B Coh b, EPX,
% 1% v T E-PEG20

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEET
VPYSQTTATISGLKPGVDYTITVYAV

RPRY

SABA1-PP

V6

SABA-PP SkA4h & 4k
6:

1-PPy 1, SLAT i BE AL,
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH

VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIEDEDEDEDE

SYYEQNSYYRITYGETGGNSPVQEFT

DGC-X-AP

YINMLTRPRY

364

SABA1-PP
v

SABA1-PP# -4 T 4K
7:
SABAL.7«ED)sG-Cys-X
1-PPy9, B AT Com A4
HP X 45 Rtk
-PEG20

:YGSK.YYYPIS'INYRT EIEDEDEDEDE
DGC-X-AP

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

LEPMYPGDYATPEQMAQYETQLRRY
INTLTRPRY

HERETHEAF

7| B Rkl

365

OCNv1

B R B (OCNY TR
AOCN

YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDELADHIGFQEAYRRFYGPV
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SEQ
1D
NO:

F31
E£ 0

ik

5

366

OCNV2

OCNT 4R2: AG316A

NPDCDKLADHIGFQEAYRRFYGPV

367

OCNv3

OCNZ 43 AG353A

YLYQWLGAPVPYPDPLEPRREVCEL

NPDCDELADHIGFQEAYQRFYGPV

368

OCNv4

OCNEh4: ZEE

YLYQWLGAPVPYPDTLEPRREVCEL
NPDCDELADHIGFQEAYRRFYGPY

369

OCNvS

OCNZ K5 Hpsk

NPDCDELADHIGFQEAYRRFYGPV

370

OCNv6

OCNE 4k6:

YLDHWLGAPAPYPDPLEPKREVCEL
NPDCDELADHIGFQEAYRRFYGPV

371

OCNVT

OCNZART:

YLDSGLGAPVPYPDPLEPKREVCELN
PNCDELADHIGFQEAYQRFYGPV

372

OUNVS

OCN % 4RS:

YLDHGLGAPAPYPDPLEPRREVCELN
PDCDELADHIGFQEAYRRFYGIA

OCNV9

OCNZAY: % ¥

YLDPGLGAPAPYPDPLEPRREVCELN
PDCDELADHIGFQEAYRRFYGPV

OCNv10

OCNZAR10:

QLIDGQGAPAPYPDPLEPKREVCELN

| PDCDELADQVGLODAYQREYGPY

OCNv11

OCNZ H11:

YLGASVPSPDPLEPTREQCELNPACD
ELSDQYGLKTAYKRIYGITI

OCNv12

OCNZ #K12:

YLNNGLGAPAPYPDPLEPHREVCEL
NPNCDELADHIGFQDAYKRIYGTTV

OCNvI3

OCNZ/K13: 2

HYAQDSGVAGAPPNPLEAQREVCEL
SPDCDELADQIGEQEAYRRFYGPV

378

OCNv14

OCNE K 14: JNE

SYGNNVGQGAAVGSPLESQREVCEL

NPDCDELADHIGFQEAYRRFYGPV

379

SABAL1-O
CNvl

SABAI-OCN #k 4~ &
#1: SABALS 5 (ED)s
Zkae, EX S5
OCNv1Eke&

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEEDEDEDEDED|
YLYQWLGAPVPYPDPLEPRREVCEL

NPDCDELADHIGFQEAYRRFYGPV

380

SABAI1-O
CNv2

SABAL-OCN &k &4 %
K 2 : SABALS &
(GGGGS)sdEkakd, B
#50CNvIgk4

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEGGGGSGGGGS

101/145 7L

GGGGSYLYQWLGAPVPYPDPLEPRR
EVCELNPDCDELADHIGFQEAYRRFY
GPV

381

SABAI-O
CNv3

SABAI-OCN @49 %
e 3 B
SABAL.6-Cys-X;-OCNy
1, %X 45 kBTE R
-PEG20

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEKPSOQC- X,-Y
LYQWLGA
PVPYPDPLEPRREVCELNPDCDELAD
HIGFQEAYRRFYGPV

382

SABA1-O

SABAI-OCN @& &4 &

MGVSDVPRDLEVVAATPTSLLISWH
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SEQ | /3] ik B3
ID | &4
NO):
CNv4 #h4: SABAL5L (ED)s | SYYEQNSYYRITYGETGGNSPVQEFT
i 3k @ A, B & 5 | VPYSQTTATISGLKPGVDYTITVYAV
OCNV23k4 YGSKYYYPISINYRTEEDEDEDEDED
YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDKLADHIGFQEAYRRFYGPV
383 | SABAI-Q | SABAI-OCN &2 4 % % | MGVSDVPRDLEVVAATPTSLLISWH
CNv5 # 5 : SABALS 5 | SYYEQNSYYRITYGETGGNSPVQEFT
(GGGGR) 3k B5hd, A VPY S-QTTATI’SGLKPGVDYTITVYAV
HFHOCNV2 &4 o oooRn RS
GGGGSYLYQWLGAPVPYPDPLEPRR
EVCELNPDCDKLADHIGFQEAYRRF
YGPV
384 | SABAL-O | SABAI-OCN #@ 447 % | MGVSDVPRDLEVVAATPTSLLISWH
CNv6 6 SYYEQNSY YRITY GETGGNSPVQEFT
SABA1.6-Cys-X;-OCNy | YPYSQTTATISGLKPGVDYTITVYAV
3, S X, h Lk e e | YGSKYYYPISINYRTEIEKPSQC]-X;-Y
-PEG20 LYQWLGA
PVPYPDPLEPRREVCELNPDCDKLAD
HIGFQEAYRRFYGPV
385 | SABAI-O | SABAI-OCN &k & # % | MGVSDVPRDLEVVAATPTSLLISWH
CNv7 K7: SABALS ,5 (ED); | SYYEQNSYYRITYGETGGNSPVQEFT
Bk kA, & 5 | VPYSQTTATISGLKPGVDYTITVYAV
OCNy 37k A YGSKYYYPISINYRTEEDEDEDEDED
YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDELADHIGFQEAYQRFYGPV
386 | SABAI-O | SABAI-OCN @4 % % | MGVSDVPRDLEVVAATPTSLLISWH
CNv8 k8 : SABALS 5 | SYYEQNSYYRITYGETGGNSPVQEFT
(GGGGS) Ak ks, & | VPYSQTTATISGLKPGVDYTITVYAY
2 5 OCNVIGEL YGSKYYYPISINYRTEGGGGSGGGGS
GGGGSYLYQWLGAPVPYPDPLEPRR
EVCELNPDCDELADHIGFQEAYQRF
YGPV
387 | SABA1-O | SABAI-OCN & 44 % | MGVSDVPRDLEVVAATPTSLLISWH
CNvO h 9 . | SYYEQNSYYRITYGETGGNSPVQEFT
SARA] 6-Cys- Xl-QCNV VPYSQTTATISGLKPGVDYTITVYAV
3, X, AL ket g | YOSKYYYPISINYRTEIEKPSQCHX,-Y
PEG20 LYQWLGA
PVPYPDPLEPRREVCELNPDCDELAD
HIGFQEAYQRFYGPV
388 | OCN-SAB | OCN-SABAI &4 4 % | YLYQOWLGAPVPYPDPLEPRREVCEL
Alvl #1: OCNv1 5 (ED)s#2 3 | NPDCDELADHIGFQEAYRRFYGPVE
ﬁfk A, &% 5SABAL4 | DEDEDEDEDGVSDVPRDLEVVAATP
ko, TTAA (LN | TSLLISWHSYYEQNSYYRITYGETGG
qa A NSPVQEFTVPYSQTTATISGLKPGVD
YTITVYAVYGSKYYYPISINYRTE
389 | OCN-SAB | OCN-SABAI &% 44 % | YLYQWLGAPVPYPDPLEPRREVCEL
Alv2 #£2: OCNy1 5-;(GGGGS)3 NPDCDELADHIGFQEAYRRFYGPV(]
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SEQ
D
NO;

B3
& AR

p- 27!

B kebs, BEE 5
SABALl4&84, T BA4E
AN T AEA R

GGGSGGGGSGGGGYGVSDVPRDLEY

VAATPTSLLISWHSYYEQNSYYRITY
GETGGNSPVQEFTVPYSQTTATISGL
KPGVDYTITVYAVYGSKYYYPISINY
RTE

390

OCN-SAB
Alv3

OCN-SABA1 sk 44 &
S 3
OCNvl '(ED)SG'C}’S-Xl »
SABAL4, E+Xi#H 5
¥ BT B:-PEG20, ¥ E
HALE NS PR

YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDELADHIGFQEAYRRFYGPVE
DEDE YGC-X,-GVSDVPRDLEV

VAATPTSL

LISWHSYYEQNSYYRITYGETGGNSP
VQEFTVPYSQTTATISGLKPGVDYTIT
VYAVYGSKYYYPISINYRTE

391

OCN-SAB
Alvd

OCN-SABAl k44 %
#h4: OCNv2 5 (ED)st: &
Ak, fé‘%‘-’% SABAl.4
Ak, AR AN
2P 0

YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDKIADH[GFQEAYRRFYGPV

DEDEDEDEDIGV

TSLL]SWHSYYEQN SYYRITYGETGG
NSPVQEFTVPYSQTTATISGLKPGVD
YTITVYAVYGSKYYYPISINYRTE

392

OCN-8AB
AlvS

OCN-SABAI sk44h &
1R5: OCNV2 5 (GGGGs)s
BRAkme, B4 D
SABAI AjkAe, T BA4E
\ﬁIJN}rﬁJ ‘13 Lﬁﬁ.

YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDKLADHIGFQE AYRRFYGPV.
GGGSGGGGSGGGGSGVS
VAATPTSLLISWHSYYEQNSYYRITY
GETGGNSPVQEFTVPYSOTTATISGL
KPGVDYTITVYAVYGSKYYYPISINY
RTE

393

OCN-SAB

Alve

OCN-SABAIl k44 &
K6:
OCNvV2-(ED)sG-Cys-X,-
SABAL4, HL¥X AHHG
R BLIB-PEG20, B
H AL NG PR

YLYQWLGAPVPYPDPLEPRREVCEL

'NPDCDKLADHIGFQEAYRRFYG‘PV@

VAATPTSL
LISWHSYYEQNSYYRITYGETGGNSP
VQEFTVPYSQTTATISGLKPGVDYTIT
VYAVYGSKYYYPISINYRTE

}-X,-GVSDVPRDLEV

394

OCN-SAB
AlvT

OCN-SABA1 @& &4 %
RT7:OCNVIH(ED)sd% %
Ak, B 5SABALA
ARAe, TR LN
AR

YLYQWLGAPVPYPDPLEPRREVCEL

NPDCDELADHIGFQEAYQRFYGPV
DEDEDEDEDIGYSDVPRDLEVVAATP
TSLLISWHSYYEQNSYYRITYGETGG
NSPVQEFTVPYSQTTATISGLKPGVD
YTITVYAVYGSKYYYPISINYRTE

395

OCN-SAB
Alv8

OCN-SABAL &k 4 &
158: OCNv3 5(GGGGS);
HEkahb, BE 5
SABAL.45k4, T BA £
AN P AA B

YLYQWLGAPVPYPDPLEPRREVCEL

'\IPDCDELADHIGFQEAYQRFYGPVD

GGGSGGGGSGGGGSGVSDVPRDLEV
VAATPTSLLISWHSY YEQNSY YRITY
GETGGNSPVQEFTVPYSQTTATISGL

KPGVDYTITVYAVYGSKY YYPISINY
RTE

396

OCN-SAB
AlvY

OUN-SABA1 @k & 4 &
4K9:

YLYQWLGAPVPYPDPLEPRREVCEL
NPDCDKLADHIGFQEAYRRFYGPVIE]
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SEQ
iD
NO:

A3
& AR

P51

OCNV3-(ED)sG-Cys-X;-
SABAL4, £+X 45
FBE T B -PEG20, T4
AR AN T o288

IDEDEDEDEDGC-X,-GVSDVPRDLEV

VAATPTSL

LISWHSYYEQNSYYRITYGETGGNSP
VQEFTVPYSQTTATISGLKPGVDYTIT
VYAVYGSKYYYPISINYRTE

)7 R Apelin/F 5] B g &%

419

APLVvI

Apelin(APLN)Z 4k 1

MNLRLCVQALLLLWLSLTAVCGGSL
MPLPDGNGLEDGNVRHLVQPRGSRN
GPGPWQGGRRKFRRQRPRLSHKGPM
PF

420

APLNv2

APIN & 4k 2: st F
APLNv1#53%3042-77

LVQPRGSRNGPGPWQGGRRKFRRQR

421

APLNv3

APLN % 4&3: 3t & F
APLNvI &) %5 261-77

KFRRQRPRLSHKGPMPF

422

APLNv4

APIN Z 4k 4. 3t 5 F
APLNv1# & 265-77

QRPRLSHKGPMPF

423

APLNvS

APLN & 4K 5: sF i F
APLNv1#) 3% £ 66-77

RPRLSHKGPMPFE

424

SABAI-A
PLNv1

SABAI-APLN@k &% &
#1: SABALT 5 (ED)s
Bkwbs, BESH
APLNv4ZES

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIEDEDEDEDE

[DIQRPRLSHKGPMPF

425

SABAI-A
PLNv2

SABAI-APLN & & 4p &

#H2: SABAIL 65 6XHis

BAGS) sk akds, BH
5 APLNvA&R &

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIDKPSQHIHI]

HHIGSGSGSGSGSGSGSQRPRLSHKGP

MPF

426

SABAIL-A
PLNV3

SABA1-APLN @k &4 &
#3: SABAL16 5 (GS)
B hwme, BEE S5
APLNv4#EA

MGVSDVPRDLEVVAATPTSLLISWH
SYYEQNSYYRITYGETGGNSPVQEFT
VPYSQTTATISGLKPGVDYTITVYAV

YGSKYYYPISINYRTEIDKPSQGSGSG

SGSGSGSGSORPRLSHKGPMPE

427

SABAI-A
PLNv4

SABA1-APLN& &4 T
R 4: SABAL.65 6XHis
BACSyH ks, B
5APLNV2 &4

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEFT

VPYSQTTATISGLKPGVDYTITVYAV
YGSKYYYPISINYRTEIDKPSQHHHH
HHGSGSGSGSGSGSGSLVOPRGSRN

GPGPWQGGRRKFRRQRPRLSHKGPM
PF

428

SABAIL-A
PLNvS

SABA1-APLN &k &4 %
%5 SABALG6H (GS)
#hk@mbd, BL D
APLNv2 &4

MGVSDVPRDLEVVAATPTSLLISWH

SYYEQNSYYRITYGETGGNSPVQEET
VPYSQTTATISGLKPGVDYTITVYAV
YGSKYY YPISINYRTEIDKPSQGSGSG

SGSGSGSGS VOPRGSRNGPGPWQG
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[0399]
SEQ | &7 #ig B 5
ID | &4k
NO:
GRRKFRRQRPRILSHKGPMPF
429 | APLN-SA | APLN-SABAl &4 ¥ % QRPRLSHKGPMPF’GSGSGSGSGSGSG|

BAlvl s APLNVM(GS);ﬁ% GVSDVPRDLEVVAATPTSLLISWHS
Sk ki, 54 5 SABAL4 | YYEQNSYYRITYGETGGNSPVOQEFTY
ko A AL 4N | PYSQTTATISGLKPGVDYTITVYAVY
P A GSKYYYPISINYRTE
430 | APLN-SA | APLN-SABAl#&# % | LVQPRGSRNGPGPWQGGRRKFRROR
BAIv2 44;2 APLNVQ 5(G8)4% | PRLSHKGPMPFGSGSGSGSGSGSGSG
2o, A 5SABALY VSDVPRDLEVVAATPTSLLISWHSYY
rﬂ%\ T A #iN | EQNSYYRITYGETGGNSPVQEFTVPY
T 2R ;’zuéy\ SQTTATISGLKPGVDYTITVYAVYGS
KYYYPISINYRTE
[0400] 3. JLLL R PEAZER T H1 (SEQ 1D NO:176-214%397-407) .
[0401]
SEQ | aa BFFlE# | DNAFF]

1D *E
NO:

atgggtetttctgatgttcogogteatetggaagttgtigragcaaccecgaccagectgetgatt
agetggcatagetatiatgaacagaatagetattatcgeatiacctatggtgaaaccggiggtaatt
ctecggttcaggaaitlacegticegtatagecagaccaccgeaaccattageggictgaaaceg
gotetteattataccatiacegtgtatgeagtgtateecagcaaatatiatiatecgattagoattaat
tatcgeaccgaaatigataaaccgagecagealealealcaccalealggtagegglagegglic
aggtageg gt‘(ctggttctggiagceatccg_att(;cggatagctctccgt;tgctgcagtttggt_g 2
tcagpticetecagegttatctgtataccpatgatecacageagacopaageacatetogagatic
gtgaagatggcaccgitegtegtocageagatcagiciceggaaagectgctocagetgadag
cactgaagecaggtgttattcagattctgggiptiaaaaccagecgtittctgtptcagegtecgy
atgetocactgtatggtagectgcatitigatccggaageatgeagetticgtgaactgetgeige
aagatggctataatgigtatcagagegaageacatggtetgocgeigealttacetggtaataaat
ctecegeategtgatecggeaccgegtggtccggeacgtitectgeetetgectggietgectecg
SABAI-F | gecactgecagaacctecggetatictggeacegeagectecggatettgatageagegatecs
176 299 GE21v2 clgtetatgettgptccgagecaggetogtageecgagetatoca
atgggetetttctgateticegegtgateiggaagtigttgcagcancceegaccagecigetgatt
agetggcatagetattatgaacagaatagetatiatcgeattacctatggteaaaccggiggtaatt
clecgglicaggaatliacegticeglalageragaccaccgeaaccattageggletgaaaceg
pgtettoattatac ;;.attaccgtgtatgcagtgtalggcagcaaat’at’tattatc.c gattagcattaat
tatcgeaccganattgatanaccgagecageateateatcaccateatagtageggtageggttc
aggtagegetictggtictogtagecegatteccpgatageteteccgetgetgeapttiggtgatea
gottcgteagegttatetgtataccgatgatgeacagcagaccgaageacatetggaaattegty
aagalggeacegliggleglgcageagateagiclceggaaageeigelgeagelgaaageac
tgaagecaggtpttattcagattetgpptattaaaaccagecgttttctgtatcagegteccggatg
gtacactgtatggtagcetgeatitigatccggaageatacagetitcgtgaactgctgctggaag
atggctataatgtgtatcagagcgaagceacatggictgecgetgeatttacciggtaataaatete
cgeatcgtgateeggcacegegtggtecggcacgtticctgcetetgectggictgecteegge
SABAI-F |aclgecagaacciceggglaticlggeaecgeageclecggalgligatageagegalccgelg
177 299 GE21v3 tctatgpttoeicegagecagggtogtagoccpagetatgeaage

178 299 SABAI-F | atgggtgtiictgatgticegcgtigatetggaagiigiigeagcaaccecgaccageetgetgatt
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[0402]
SEQ |aa FE LA | DNAKEZ]
1D ®KE
NO:

GF21v4 agelggcalagclatialgaacagaatagclatlatcgeatlacclalggtgaaaccglggtaati
ctceggttcaggaatitacegticegtatageeagaccacegeaaccattageggtetganaccg
getettgatiataccattacegtgtatgeagtagtatgecageaaatatiatiatcegattageattaat
tatcgcaccgaaattgataaaccgagoggtegtagegetagegettcaggtagegeticteatt
ctggtagecegaticeggatagetetecgetgetgcagtitggtosteaggaitcgicagegttate
totataccgatgatgeacageagacegaageacaictggaaaticgtgaagalggeaccgitgg
tgglocapcagatcagictecggaaagectgetgeagetgaaapeactgaagecaggtgtiaft
cagatictggrigttanaaccagecgttitetgtetcagegtecggatggtocacigtatggtage
ctgcatittgatccggaageatpcagetticgtgaactgctectogangatogetataatgtatate
agagegaagcacatggictgecgetgeatttacctggtaataaatctecgeategtgateeggea
cegegtggiccggeacgtttcetgectetgeetggtetgecteoggeactgecagaacctcogg
glattciggcaccgeageciccggatgtiggtagcagegatecgetgtictatggtiggtecgage
cagpeteptagecepapctatgeaapccateatcatcaceateat
atgggtotitetgatgttcegegteatetggaagtigttecageadccecgaccageetgotgatt
agetggeatagetattatgaacagaatagetattatcgeattacctatggteaaaccggtgetaatt
ctecggticaggaatttacegticegtatagecagaccaccgeaaccattageggtctgaaaccy
getgtigattataccattaccgigtatgcagtotatgecagceanatattattatcegattageattaat
tatcgeaccgaanttgatanaccgageggtogtagcgatagepgticaggtageggttctggtt
ctggtagecatocgaticeggatagetetecgetgetgeagtttggtgateaggttcgteagegtt
afciglataccgatgatgcacageagaccgaageacatetggaaaticgtgaagatgocacegt
fegtootocageagateagiclccggaaagectigetecageiganageactgaagecaggtol
taticagattctggetottanaaccagcecgtitictetgtcagestecggatggtocactgtatgst
agectgealtiigatecggaagealgeagelitcgigaactgelgeiggaagalggciataatgle
tatcagagegaagcacatggteteccgctacatitacetagtaatanatetcegeategtoateeg
gcaccgeptgptccggoacgtttectocctetgecteptetgectceggeactgccagaaccte
SABAIL-F | cgggtatictggeaccgeagectceggatpttggtageagegatecgetgtetatgptiggteeg
179 299 GE21v5 agccaggpicgtageccgagetatgeacateateatcaccatcat
atgeegattceggatagetctecgetgetgeagtttggtooteagoticgicagegttatetgtata
ccgalgatgcacageagaccgaageacatetggaaaticgigaagalggcacegtigetogte
cageagateagictecggaaagecetgetgeagetgaaageactgaaaccggetyitattcagat
tetgggtattaaaaccagecgtttictaigtcagegicoggatggtacactgtatggtageetgca
ttttgatc;:ggaagcatgcagc‘tttqgtgﬂactg‘t}tgctggaaga;tggctataatgtgtatc agag

cgtggtecggeacgtitcctacepctgcctggtetgectceggeactgecagaacciceggata
Uetggeacegeagectecggatgltgglageagegatecgelglclatggliggiccgageca
gogtegtagtcegagetatgeaageggtgotageggtagcggttctggtageggttcaggtict
gottelgstetitctgatoticcgegtgatetggaagitatigcagcaaceccgaccagectgety
attagetggeatagetattatgaacagaatapetattategeattacctatgpteaaaceggtgota
altcteeggtie aggaatttaccgttccgtatagccagac'c’accgcaacc attageggicigaag
FGE21-SA | cetggtgtggattataccattacegtgtatgeagtitatggcageaaatattatiatcegattageatt
180 300 BAlvl adttatcgeaccgaaattgataaaccgagecageatcatcateaccatceat

atgggtotitctgatgticcgegtgatctggaagitatigcageaacecegaccagectgetgatt
agetgggaagatgatagelattatagecgclatiatégeatlacetatggligaaacegglgglaat
tetcoggticaggaatttacegticogagegatetgtataccgeaaccattageggtetgaaaccg
ggtetteactataceattacegtttateccgttacctatgacetiaccpateteattatgcatgaace
gatcagcattaatiatcgcaccgagatigataaaccgagcggtegtageggtagegptictggta
SABAS-F | geggticaggttcaggtagecegattecggatagetetcegetgctacagtitggtggteaggtt
181 303 GEF21 cgtecagegttatctgtatactgatgatgcacageagacogaageacatetggaaaticgtoaaga
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[0403]
SEQ |aa FF LA | DNAKEZ]
1D *E
NO:

tggcawgug gtgglgCagCagatcagtctocggaaagcotgclgcagclgaaagcactgaa
ctgtatg Etagcctgoattttgatccggaagcatgcagctttcgtgaactgctgctggaagatggc
tataatgtotatcagagegaageacaigeicteccgetgeatctgectggtaataaatetcegeat
cgtpalceggeacegegtggticeggcacgiitictgeegetgectggtctgceteeggeacige
clgaaccgectggtatictggeaccgeageeteeggalgtiggtageagegatecgetgtctatg
gtitgetecgagecaggptcgtapeecgagetatgcaagecatcatcateatcaccatiga
atgealcatealcalcaccatgatageicteegelgetgeagiitgelggteagglicsteagegtt
atctgtatace gatga‘[gcar‘:agcagaccgaagcac_atctggaa'atté gigaagatgocaccgt
tggtgatocageagatcagictceggaaagectgetgeagetganageactgaaaccgggtet
fattcagaticiggpteitasdaaccagecattitctetgtecagegtceagalgeiocactgtatgt
agectgealtitgatccggaagcalgeagetitcgigaactgetgctggaagatgectataatgte
lalcagagcgaageacatggeetgecgetgealclgecigglaataaaleicegeategigatee
ggcaccgegtgptecggeacgtittetgecgetgectgptetgecteeggeactgectgaacey
cetggtattctggeaccgeagectceggatetiostageagegalccgetgtetatggttagice
182 184 FGE21v5 pagccagpptcgtagecegagcetatgcaagetoa

atgcatcaccaccatcatcatatmcgo atagcaotccgct crgcagtttggtg gtcag gttcgt

gcacc gttgg_tggtgcagcagatca_gagtccg_gaaagcctgctgcagctgaaagc actgdaa
cegpptgttaticagatictgggtettanaaccageegtitictgigteagegiceggatggtaca
ctgtatggtagectgeattitgatecggaageatgtagetitcgtgaactgetgetggaagatggit
ataatgtitatcagagogaagcacatggicteccgctgeatetpcctggtaataraagtocgeate
otpatceggcaccpcgteptecgpeacetitictoccactecctpgtetaceiceggeactgcct
gaacegeetpgtatictggeaccgeagecteeggatgttgotageagegatcegeigageaty
gltggtccgagecagggicglagecegagetatgeaagegetagegeticaggtagegptagt
getageggeageggtagegitagtoatgticegegtgatetggaagttattecagcaacccega
ccagectpctgattagetgpeatagetatiatgaacagaatagetattatcgeattacetatpotoa
aaceggtggtaatagiccggitcaggaalittaccgttecgtatagecagaceacegeaaceatia
geggtctgaaacctggtgttgattataccattacegtgtatgeagigtatggeageaaatatiatiat
ccgattagcatcaattatc gcaccg,aaattgzrtaaa(:cgagcggtgotagcggttctgg,ttcagg
age gctatctgta,c,acaga1gatgcccagcagacagaagcccatctggaaatcc gegaagatg
gtacagtggeteecoctecogatcagteaceggaateactgetgcagetgaaagecetgaaac
clggcgteatecagaloctggocatgaaaaceteacgetitigtoceagegtecteatggeget
clglalggclcactgeatiiigaicetgaagectgeicaliicgegaactgelgelggaagatgaot
ataacgtglatcagictgaageecatggettaceictgeatetgecaggeaacaaatcaccteaic
FGF21-SA. |-gtgatcetgeccctegeggtectgetogeftictgecactgecaggectgectecagecetgeca
BA1-FGF2 | gaacctecaggeatcetggeacctcagecaccigalgtggeitcaagigatecgetgicaatggt
183 489 1vl gogtccgtcacagggicgtagicegtettatgecageiga
atgggtotitctgatgticegeglgaleiggaagitptiocageaaccecgaccagecigoetgatt
agctggeatagetatiatgaacagaatagetatiategeattacctalggtgaaaecggtegtaatt
clceggtteaggaatitacegitcegtatagecagaccacegeaaccattageggtctgaaaccy
gelattgatiataceatiacegigtatgeagtglalggeageanatatiatialecgallageatiaal
tatcgeaccgaaattgaaaaaccgagecagggtageggtagegeticagptageggtictegtt
ctggt_agccc gatfccggatagetetecgetgctgeagtttggtooteaggticgteagegttate
tetatacepatgatgcacageagaccgaageacatetgpgaaaticgtgaagatgpcacegtiop
SABAI-F | tggtgcageagatcagtctceggaaagectgctgeagetgadageactgaagecaggtgttatt
184 293 GF21vl cagattctggptgttanaaccageegttitctgtetcagegtecggatgatgcactatatggatage
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[0404]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

clgealttigalcecggaagealgeagetitcgtgaacigelgetggaagalgociataalgiglale
agagcgaageacatggteigeegetgcatitacetggtaataaatctccgeategtgatecggea
ceégeglggtccggeacgtitcetgeetctgectggictgceteeggcactgecagaaccicegg
otattctggeaccgeagecteeggatatigetageagegatccgctgtetatgetioetccgage
caggelcptageccgagetatgeaagetga
atgpocgtiagioatoticcgcglgaletggaagiigitecageaaccecegaccagectgetgat
tagetggcatagetatiatgaacagaatagetatiatcgeatiacctatpptedaaccggtoptaat
agtecggttcaggaatttacegiteogtatagecagaccacegeaaccattageggtetgaaace
gagtattgattataccattaccgtitatgeggtatatggcageaaatattattateegattageatca
attatcgcaccgaaatcggigstapge gg’tagcggttéaggtagoecgattccggatagca gtee
pctpctgeagtttgetooteagpticetcagegttatetgtatacegatgatgeacageagaceg
aageacatctggaaaticgtgaagatggeacegltggtgatgcagoagaltcagagiceggaaa
gcclgcLgcagci‘gaaagcztctgaaaectggtgﬂ&ttcztgatt:c: lggglotiagaaccageegit
ttetgtoteagegtecgpatgetgcactgtatgptagectgeatittegatecggaageatptagett
tegtgaactgctectggaagatesttataatgtttatcagagegaageteatggtetgecgotgca
tctgcctggtaataaaagtccgcatcgt_gatccggcacr;gcgtggtccggcac gttttctgeetct
gcctggtitacctocggeactgcctgaacegeetggtaticiggcaccgeagectecggatgtie
SABAI-I | gtageagegdtecgetgageatggttgatecgagecaggptegtagecegagetatgaaget
185 283 GF21v9 ga
atgggegttagtgatgticegegtgateiggaagitgitgecageaacecegaccagoectgetgat
tagctggeatagetatiatgaacagaalagetallategeatiacelatlgglgaaaccgglgglaal
aglocggticaggaattiacegticegtatagecagaccacegeaaccatiagopgictoaance
gogtottgattataccattaccptttatocgetetatgecageaaatatiattatcegattageatea
altatcgcaccgaaatcggtggtagegotageecgaticcggatageagicegetgetgeagtit
ggtggtcaggttcgtcagcgttatct_gtamcegatgatgf:acagcagaccgaagcacatctgg
aaattcgteaagatgecacegitggtestocageagateagagtceggaaagectgetgeage

tecggategtacactgtatggtagectgeatitigatecggaageatgtageittcgtgaactget
getggaagatgptiataatgtitatcagagegaagetcatggtetgecgetgeatetgectggtaa
taaaagtecgeategtgateeggeaccgegtegtceggeacgtitfetgectetgeetggtitace
SABAI-F | tecggeactgectgaaccgertggtatictggeacegeagecteeggatgttgatageagegat
186 279 GF21v10 ccgctgagcatgg:ttggtécgagccag;‘ggtcg:tagcccgagc’rtatpcaa sctoa
algggcgtlaglgatgitccgegtgalclggaagiigitgecageaacceegaccageetgetgat
tagetggcatagotattatgaacagaatagcetattatcgeattacetatggigaaaceggtegtaat
agtocgaticaggaatttaccgticogtatagecagaccacegeaaccattagegetetigaaace
geotettpatiataccattaceptitatecegiotatggcageaaatattatiatccgattageatea
attatcgraccgaaateccgatteeggatageagtocgetgetgeagtitggteeteaggttcgte
agcgliatelglalacegalgatlgeacageagaccgaageacalclggaaaticgignagalgg
caccgitggtegtgcageagateagagiceggaaagectgetgeagetgaaageactgaaace
tgatettaticagatictggotetiagaaccagecgttttetgtgtcagegiceggatagtocactgt
atggtagectgcatitigatecggaageatgtagetttegigaactgetgctggaagatopetiataa
tgittatcagagegaagcicatggictgcegetgeatetgectggiaataaaagticegeategiga
tceggeacegeglgglecggeacgtitietgecielgeetggiitacelceggeacigectgaas
SABAI-F | cgectggtatictggeaccgeagectooggatatigsatageagegatccgetgageatggttzg
187 | 274 GF21vl1 | tcepagccagpstegtagecegagetatocaageton ‘
atggpcgttagtgatgticegegtaatetggaagttsttpgcagcaacecegaccagectgetgat
SABAI-F | tagctggeatagetatiatgaacagaatagetattatcgeattacetatgelgaaaceggtogtaat
188 288 GF21v12 agiceggttcaggaatitaccgticcgtatagecagaccaccgeaaccattageggtetgaaace
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[0405]
SEQ |aa FE LA | DNAKEZ]
1D ®KE
NO:

aftatcgcaccgaaatceatcaccaceateateatggtagegetageeptteagetagecegatt
cepgatageagtecgetgelgeagtitigeteotcagpticgtcagegtiatetgtataccgatgat
gcacageagaccgaageacaictggaaaticgigaagatggcacegttgaieatocapcagat
cagagtccggaaagectgetgeagetgaaageactgagacetggipttaticagatictgggtet
taaaaccagecgttttctgtpteagegtecggatgptacactatatggtagectgeattttoatecy
gaagcatgtagelitcgtgaactgctocigpaagatgpttataatgtitatcagagegaageteat
getetpeegetecatetgcetgptaataaaagtccpcategtpatcegpeaccgcgigstecgs
cacgititctegectetgectggittaccteeggractaectgaacegectggtatictggeacege
ageeteeggatgtiggtageagegatecgetgageatggttggtecgageeaggategtagec
cgagcetatgeaagetga
alggacgttagteatgticegegtgatctggaagiigitgcageaaceccgaccagectgetgat
Lagctg_’gcamgclattatgaacagaaiagct’at’latégt_:&ttacctatggtgaaaccggtggtaat
agtecgetteaggaatitaccgticogtatageeagaccacegeaaccattage ggictgaaace
gegtottoattataccattacegtitatgcggtotatgecageaaatattattatcegattageatea
attatcgcaccgaaatccatcaccaccatcateatggtagegatageccgaticcggatageagt
cogetgetgeagtitggtggateaggticgicagegtiatotgtataccgatgatgeacageagae
cgaageacatctggaaaticgtgaagatggeaccgtigetogtocageagatcagagicegga
aagceotgetgeagetgaaageactgaaacctggtgtiaticagatictgggtettaaaaccagee
gtttictgtetcagegtecggatggtecactglatggtagectgeatittgatecggaageatetag
citicgtgaactgetgctggaagatggttataalgtitatcagagegaagcteatggicigecgetg
catetgectiggtaataaaagtccgeategtgatccggeacegegtggiceggeacgtitictgee
tetgeriggtitaccteggeactgectgaacegeciggtaliciggeaccgeageclecggalyg
SABAI-F | ttggtageagcgatecgetgageatggtiggtecgagecaggetogtageecgagetatgeaa
189 284 GF21v13 gctpa
atgpgcgttagigatgttcegegtgatetggaagtigtigcagedacceegaceagectgetgat
tagetgpcatagetattatpaacagaatagetattategeattacetatpgtpaaaccggteptaat
agteeggticaggaatltaccgticegtatagecagaccaccgceaaccatiageggtetgaaace
gegtottgattataccattaccgtitfatgeggtotatggeageaaatatiattatccgattageatea
attategeaecganatecatcaceaccatcateatecgattccggatageagtecgetgetgeag
tttgotogtcagettcpteagegttatetgtatacegatgatgcacageagaccgaageacatetg
gaaattcgteaagatgocaccgitggiostocagcagatcagagtccggaaageetgetocag
ctgaaageactgaaacciggtgttaitcagatictggotattaaaaccagecgtitictetetcage
gleeggatggtocactgtategtagectgeatttigatccogaageatgtagetitegtgaactge
tgclggaagalggitataatgiitaticagagegaagelcatgglelgeegetgealetgeciggla
ataaaagtccgeatogtgatecggeaccgegtegteoggeacgttittctgectetgeetggtttac
SABAI-F | ctecggeactgectgaacegectggtatictgecacegeagectceggatgtioplageageea
190 280 GE21vl4d tccgetgageatppttoptccgagecaggptcptageecgagetatgcaagetsa
atgpocetiagteatettccgogtoatetggaagtiotiotagcaaceccgaccagectgetgat
tagetggeatagetattatgaacagaatagetattatcgeattacctatggteaaaceggtegtaat
agtecggticaggaatitaccgticegtatagecagaccacegeaaccattageggtetgaaace
gegtotigattataccattaccgtttatgeggtgtatggcageaaatatiattatccgattageatca

giccgetgetgcagtttzotagtcaggticgtcagegttatetgfatacegatgatgeacageaga
ccgaageacatciggaaaticatgaagategeaceetigatogtacagcagatcagagtcceg
aaagectgctocagctgaaagcactpaaaccrggtotiattcagattetppgtottaaaaccage
SABAI-F | cgttttetgtgteagegteeggatggtecactgtatggtagectgeatttigatecggaageatgta
191 284 GF21v15 gctitcgtgaactgctactpgaagatggtiataatgtitatcagagegaageteatggtotgccget
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[0406]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

gealelgecigglaalaaaaglecgealeglgalecggeacegegigglecggcacgtiiicige
ctetgeetggtitaceteeggeactgectgaaccgectpgtatictggcacegeageetecggat
gltggtageagogatcegetgageatgetigetccgagecaggetegtagecegagetatgea
agciga
atgggcgltagtpatgticegegigatetggaaglitgltgcageaacecegaccagectgetgat
tagetggeatagetatiatgaacagaatageialtatcgeattacctatgptgaaaccggtootaat
agtecgeticaggaattiacegticcgtatagecagaccacepeaaccattageggictgaaace
gggtetteattataccattacegtitatgcggtetatggcageasatattatiatcegattagedtea
attatcgcaccgaaatcgaagatgaagatgaggacgaagatgaggatggtageggtagegatt
caggtageccgaticeggatageagteegetgetgeagtitagtogicaggttogtcagegttat
ctgtatacegatoatpcacagcagacegaageacatetggaaaticgteaagategcaccgity
glggtecagcagatcagagiccggaaageetgetgeagetgaaageactgaaacetggtgttat
lcagaticiggglgltananccageegtitictgigicageglecggalgglgcaciglalgglag
cetgeattitgatceggaageatgtagetitcgtgaactgetgotggaagatggttataatgtttate
agagcgaageteatggictgccgetgcatetgectgptaataaaagtccgeategtgateegge
accgegtggtecggeacgttttctgectetgectggtitacetecggeactgectgaaccgecty
SABAI-F gtattctggcacc g_cag»cctccggaijgttggtagcagcgatccgé;tgagcatggttggtccgag
192 292 GF21vi6 ceagguptegtagecegagetatgeaagetea
atgggcptiagtgalgiicegegteatetggaagtigttgcageaacceegaceagectgetgat
ta gctggcatagctattatgaaca_gaatagctatitathcjattac;cftatg gtoaaaccggteptaat
agtecggllcaggaatilacegliceglalageeagaccacegeaaccailagegglelgaaace

aftatcgcaccgaaateggtagegeageageageageegetgeagcagecgatageccgatt
ceggatageagtecgetgctocagtttogtootcaggttcgtcageattatetgtatacegatgat
geacageagace gaagcacatctggaaaltcg_tgafigatggcacc;gttg gleptecageagat
cagagtcoggaaagectgetgeagetgaaageactgaaacctggigttattcagatictegetet
taaaaccagecgtttictptpteagcgtecggatgtocactetatggtapectgeattitoatece
gaagcaltgtagetticgteaactgelgetggaagatggtiataatgtitatcagagegaagetcat
gotelgecgetgeatetgeciggiaataaaagicegeategtgatceggeacecgeglgslecgg
cacgttttetgectctgectggittaceiccggractgectgaaccgectggtattetggeacege
SABAI-F |agectceggatgttaptagcagegatecgetgageatggttggtecgagreagggtegtagec
193 287 (GF21vl7 | cpagctatgeaagctga
algggcgtlaglgatgiiccgegtgalclggaagiigltgecageaaccecgaccageetgetgat
tagetggcatagotattatgaacagaatagcetattatcgeattacetatggigaaaceggtegtaat
agtocggttcaggaatitaccgticogtatagcecagaccacegeaaceattagegetetgaaace
geotetteatiataccattaceptitatpcegtotatggcageaaatattatiatccgattageatea
attatcgeaccgaaatecggtagtgaagotagcpaaggticagaaggtictgaaggcagegaac
cgattecggatageagtecgetactgcaglitggtegteaggticgicagegttatetgtatacey
dtgatgcacageagaccgaageacitetgganaticgtpaagatggeacegttggtstocag
cagatcagagtccggaaagectpctgcagetgaaageactgaaaceiggtgitaticagatictg
getgttaaaaccageegtitictgtotcagegtccggatgptecactgtatggtagectgeattiig
atcoggaageatgiagctticgtgaactgcteciggaagatggtiataatatitatcagagegaag
clealgglclgeegetgealelgecigglaalaaanglecgcaleglgatecggtacegegiget
ceggeacgttttctgectctgeetggtttaceiccggeactgectgaacegectggtatictggea
SABAI-F | ccgcagectecggatatigotageagceatecgetgageatagtiogtcegagccagegtogt
194 289 GF21v18 agceegagotatgcaagetga ’

SABAI-F | atgggegttagteatettcogeetgatetgpaagtioticcapoaaccocgaceagectgctgat
195 289 GF21v19 tagetgpcatagctaftatpaacagaatagetattatcgeattacetatggtgaaaceggtpptaat
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[0407]
SEQ |aa FE LA | DNAKEZ]
1D ®KE
NO:

agleegglicaggaalilaceglicegtalagceagaccacegeaacealiagegglcigaaace
geptottgattataccatiaccgtitatecggtetatzecageaaatattatiatocgattageatea
attatcgeaccgaaatcectgtaagtecpggeatcaccggcaagtecggetagtceggcaagee
cgattccggatageagiccgetgctgcagitigetegtcageticatcagegttatetgtataceg
atgatgeacageagaccgnageacatetgganaticgtgaagatgecaccgtiggtogtecag
cagatcagagtecggaaagectpctgcagetgaaageactgaaacctpatattaticagattcty
getpttanaaccageegtttictgtptecagegtecggatpetgcacigtatgptagectgeatiitg
atcoggaageatetagetttegtgaactectectegaagatogtiataatetitatcagagegaas
cteatgetetgeegetgcatetgectgataataaaagicegeategtgatccgpoacegepigat
ceggeacgttttctgeotetgeetggittacetecggeactgeetgaacegectggtatictggea
cegeagectceggatgtiggtageagegateegetgageatggtiggtecgagecagggtogt
ggccceagclatpcaageiga
atggpcgtlaglgatpglicogeglgalelggaagtigligeageaacceegaccagectgelgal
tagetgpcatagetattatgancagaatagetattatcgeattacctatggtoaaaccggtegtaat
agteeggticaggaatttacegticogtatagecagaccacegcaaccattageggtctaaaace
gpotottpattataccattacegtitatgeggtotatopcageaaatatiattatccgattageatca
attatcgeace gaaatc.gzgtagtccgggticaccgggtagmctggttctccgggtagtcctccg
attceggatageagtecgetgetgcagtitgetogteagaticgteagegtiafetgtatacegat
galgcacageagaccgaageacatetggaaaticgtgaagatgecacegtiggtgotgcagea
gatcagagtc.cggaaagcctgctgcagctgaaagbactga&acctggtgttaﬁcagattctgg
glgtiaagaccageegtitictgtetcagegtceggatgptacactgtatgptagectgcatitiga

tleatggtetgeegcelgeatelgecigglaataaaagicegeateglgatceggeacegeglggtce
cggeacgttitetacctctgcetggtttacctccgacactgectgancegectggtatictegcac
SABAI-F | cgeageetceggatattegtagcagogatocgctgageatppttostccgagecaggetceta
196 289 GIF21v20 | pecceapctatgcaagctea

atgpopcpttagtoatpticcgcgtpatetggaagtiptipcagcadeccegaccagectectyat
tagetggcatagetatiatgaacagaatagetattategeattacetatggteaaaccggtogtaat
agteeggttcaggaatitacegticegtatagecagaccacegeaaccattageggtctgaaace
gegtottgattataccattacegtitatgeggtetatggcageanatattatiatccgatiageatea
attatcgcaccgaaateggtageacegttgeageacegageacegttgecgctecgtcacegat
tecggatageagteegetgetgeagtttggtoptcagpticgtvagegttatotgtatacegatga
tgcacageagacegaageacatetogaaaticgtegaagatagcacegtiggateatocagcaga
tcagagtceggaaagectgetgeagetganageacigaaacetggtgttaticagatictaggte
Htaaaaccagecgliticiglgtcagegtceggalgglgeactglalgglagectgeatittgatce
goaageatgtagoetitcgigaactgetgetggaagatggttataatgtitatcagagegaageica

geacgititctgcetetgectggtttacetccggcactgectgaacegectgptatictageacey
SABAIL-F | cagecticeggatgitggtageage gatecgetgageratggttagtccgagecagggtegtage
197 288 GF21yv21 cegagelatgeaagetua
atggecgtiagtgatgticcgegigatctggaagtigtigecageaaccecgaccageetgotgat
tagetgecatagetattatgaacagaatagetattatcgcattacctatggtgaaaccggtagtaat
aglecgglicaggaatilaceglicegtatagecagaccaccgeaaccattagegglclgaaace
gggtgtteatiataccattaccgtitatpoggtstatggeageaaatatiattatccgattageatea
attatcgcaccganateggtegtagegaagoteatagtpaacceaticoggatageagteeget
getgcagtitpetpsteagpttcgtcagegtiatetotataccgatgatgeacageagaccgaag
SABAI-F | cacatctggaaattcgtgaagatggeacegtiggiggtecageagatcagagtecggaaagect
198 | 282 GF21v22 | getgeagetgaaageactgaaacctggtgtiaticagatictggatettaaaaccageegtittet
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[0408]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

glglcageglecggalgglgcactiglatgelageclgealitigalecggaagealglageliicg
tgaactectectgpaagatpgttataatgtitatcagagegaagctcaigatotgecgctacatet

geciggtaataaaagicegcategtgatceggeaccgegtggtecggeacgttitetgectorge
ctggtttacctccggeactgcctgaaccgectggtatictggeaccgeagectecggatgttopt

ageagegateegetgapeatgotiooiccgapceaggetegtagecegagetatgeaagetga
atgpocgtiagioatoticcgcglgaletggaagiigitecageaaccecegaccagectgetgat
tagetggcatagetatiatgaacagaatagetatiatcgeatiacctatpptedaaccggtoptaat
agtecggttcaggaatttacegiteogtatagecagaccacegeaaccattageggtetgaaace
gagtattgattataccattaccgtitatgeggtatatggcageaaatattattateegattageatca

attatcgcaccgaaatc‘agcaQQagjcascagftac’cggtccgattccgg&tagoagtc cgcetget

atctggaaaticgtgaagatggcaccgitgetgotocageagatcagagtccggaaageetgcet
gcagclgaaagcaclgaaaccnglgit-tatlcagattcI.gggli‘gttaa:aaccagccglt‘ttclgtgt
cagegteeggatggtocactgtatgptagectgeatttigatcoggaageatgtagetttegteaa
ctgcetgetgpaagatggttataatgtitatcagagegaagetcatgetetgeegetgeatetgect
getaataaaagteccgeategteatceggeacegegtggatecggcacgtitictgectetgectgg
SABAI-F | titacctccggeacigectgaaccgeetggtatictggeaccgeagectecggatattggtagea
199 281 GE21v23 gogatcegetgageatgatiggtecgagctaggpiegtageccgageiatgeaagetgn

atgggcptiagtgalgiicegegtgatetggaagtigtigcageaacceegaceagectgetgat
tagetggeatagetattatgaacagaatagetatiategeattacctatggtgaaaceggtegtaat
agtecggllcaggaalllacegliceglalageeagaccaccgeaaccailagegglelgaaace

aftatcgcaccgaaatcgaaaaaccgagecaagpteptagcgotagegsoticagpiagecega
ticcggatageagtccgetgetgeagtitgotootcaggticgtcagegttatetgtatacegatg
a’tgcac:ag,cagaccg.aagc‘acatc:tggazizittcgt‘g_aaga’;ggcacé:gttggtggtgcagcag
atcagagtecggaaagectgcigeagelganageactgaaacetggtattaticagattctgggt
sttaaanccageogttttetptotcageptecggatgstocactstatgptagcetgcatitteate
cggaagealglagetticglgaactgctgctggaagatgptiataatgittalcagagegaagete
atgpictgecgcetgeatetgeetggiaataaaagicegeategtgatceggeacegegtggtec
ggcacgtttictgectetgectggtitacciccggeacigectgaacegeetggtatictggcace
SABAI-F | geagectcoggatgttgetageagegatecgetgageatggttggtecgagecagggtegtag
200 | 288 (GF21v24 | cecpagetatgeaagetga
algggcgtlaglgatgitccgegtgalclggaagiigitgecageaacceegaccageetgetgat
tagetggcatagotattatgaacagaatagcetattatcgeattacetatggigaaaceggtegtaat
agtocgaticaggaatttaccgticogtatagecagaccacegeaaccattagegetetigaaace
geotettpatiataccattaceptitatecegiotatggcageaaatattatiatccgattageatea
attatcgcaccgaaatcgaaaaaccgageeaaggtoeticaggtagecegaticeggatagea
glecgetgetgeagitiggiggteageticgicagegitalctglatacegatgaigeacageagi
ccgaageacatetggaaattcgtgaagategcaccgttostostocageagatcagagtocgy
aaagectgetgeagetgaaageactgaaacctggtattaticagatictggatottaaaaccage
cgitttctgtoteagegteeggatogtacactptatgatageetpcatitigatceggaageatgta
setitcgigaactgctgctggaagatggttataatgtitatcagagegaagetcatggtetgecget
gealelgectgataatasaagleegeategtealecggeacegeglggiecggcacgtiilctge
ctetgectggtttacctecggeactgectgaaccgectggtatictogracegeagectcegpat
SABAI-F | gtipptagcagcgatccectgagcatggtipatecgagecagaptestageccgagetatpca
201 284 GF21v25 agetga

SABAI-F | atgpgegttagteatettcogeetgatotggaagtioticcapoaaceocgaceagectacteat
202 279 GF21v26 tagetgpcatagctaftatpaacagaatagetattategeattacetatggtgaaaceggtpotaat
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[0409]
SEQ |aa FF LA | DNAKEZ]
1D *E
NO:

agleegglicaggaalitaceglicogtalagcengaccacegeaaccaliagegglcigaaace
gegtotigattataccatiaccgtitatgcgpigtatggeagranatatiattatcogattageatea
attat¢geaccgaaatcgaaaaaccgageeaaccgattceggatageagtcegetgetgcagtt
tggtegicagaticgtcagegtiatetotatacegatgatecacageagaccgaageacatetgg
aaattcgtuaagatggcacegtigeteptgcagcagateagagtecggaaagectgetgeage
tganagcactgaaacctgptattaticagattctaggtettasaaccagecpttttctgtoteageg
ecggatggtgcactgtatgetagectgeatitigatccgpaageatgtagetttcglgaactget
getpgaagatgpitataatgittatcagagegaageteatggtetgcegetgcatetgectggtaa
taaaagiccgeategigatceggeaccgegtegiceggeacgtiticigectetgeetggtitace
tecggeactgectgaacegectggtatictggeacegeagectecggatgtigatageagegat
cogetgageatggtiggtecgagecagggtegtagecegagetatgcaagetga
atgggcgttagteatgticegegtgatctggaagiigitgcageaacecegactagectgetgal
‘Lagctggcatagclat-tatgaacagaal’agct’alialégc_:ztttaceta’tggtgaaaccggtggtaat
agtecgetteaggaatttaccgticogtatageeagaceacegcaaccattageggtotgaaace
gootottoatiataccattacegtttatgcggtotatgecageaaatattattatcegattageatea
attatcgcaccgaaatcgaaaaacc:gagccaacatcacéaccatcateatggtagcggtagcg
gttcageiageecgaticcggatageagiccgetactgcagtitagtegtcaggticgicagegt
tatctgtataccgatgatgcacageagaccgaageacatetgganaticgtgangatgecaceg
tiggtegetocagcagatcagagiceggaaagoctgotgcagetgaaageactgaaacctggty
ttaticagattctg ggtgtta‘aa;accag_éQgttitctgtgtcagggtccggatg glgcacigtatget
agcctgeatitigatecggaagcalatagetticgigaactpetgctegaagatggtiataatgtit
atcagagcgaagctcatggtetgecgetgeatctgectggtaataaaagicegeategigalecg
geacegeglgztecgecacgliiticlzeeleigeciggtilaceiceggeacigeetgaacegee
SABAIL-F | tggtatictggeaccgeageetccggalgtigatagcagegateogetgageatggtigatceg
203 293 GF21v27 | agccagggtegtageccgagetatpcaagetga
atgpgcgttagigatgitcegegtgatetggaagtigtigcagedacceegaccagectgetgat
tagetggcatagetattatgaacagaatagetattatcgeattacetatggtpaaaceggtagtaat
agteeggticaggaalttaccgticegtatagecagaccaccgeaaccatiagegetetgaaace
goototteatiataccattacegitfatgcggtotategcageaaalatiatiatccgattageateca
aftatcgeaccgaaategaaanaccgagecaacateaccaceatcatcatggticagatagece
gattccggatageagicegetgctgcagtitgetpetcagpticatecagegtiatetgtatacega
tgatpcacageagaccgaa géacatctggaaaxt:cgtgaagatggcac,c.. gitootootocage
agatcagagtecegaaagecteetgeagetpanageactgaaaceigatotiattcagaticty
getettaaaaccageegititetgtotcagegtecggatggtgcactgtatggatageetgeattite
alccggaageatglagelticgigaactgetgetggaagatggtiataatgitiatcagagegaag

ceggeacgtittetgeetetgectggtttacctceggeactgectgaaccgectggtattetggea
SABAI-F | cegeagectcoggateatigntageagegatecgetpagcatgettogtccgagecaggatest
204 | 289 GF21v28 | agcecgagetatgcaagetga '
atgggogttagteateticcgcgtgatotggaagtteitecageaaceccgaccageetgetgat
tagctggeatagetatiatgaacagaatagetattategeattacetatggtgaaaceggtagtaat
agtecggttcaggaatitaccgticcgtatagecagaccaccgeaaccattageggtetgaaace
gestotigatiataccattacegitiatgcegiotalggcageaaatatiatialcegatiagealea
attatcgeaccgaaatcgaaaaaccgagccaacatcaccaccateateatecgaticoggatag
cagtecgctgctecagtitoptepicagpttcotcagenttatetgtatacegatgatgcacagea
gaccgaageacatetggaaattcgtoaagatgpcacegtiggtogtgcageagatcagagtce
SABAI-F | ggaaagcctgetgeagetganageactganaccetgptgttaticagattctgggtettaaaacca
205 285 GF21v29 geegttttctgtateagegteeggatggtecactgtatggtagcetgcattttgatccggaageat
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[0410]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

glagetltegigaaclgelgolggaagalggliataatgtitatcagagegaagelcatggieigee
tgectctgectegtttacciceggeactgectgaaccgectggtattcigacaccgeagectecg
eatgttentagcagegatecgctgageatggtigatccgagecaggategtagecegagetat
geaagctoa
atgpocgtiagioatoticcgcglgaletggaagiigitecageaaccecegaccagectgetgat
tagetggcatagetatiatgaacagaatagetatiatcgeatiacctatpptedaaccggtoptaat
agtecggttcaggaatttacegitecgtatagecagaccaccgeaaccattageggtetgaaace
gagtattgattataccattaccgtitatgeggtatatggcageaaatattattateegattageatca
attatcgcacc;gaaatc.gaaaaacngagcgaagaaﬁgatga_ggae pagoacpaagatgageat
ccgattecgpatageagtecgctactecagtitopteptcaggticgtcagepttatétgtatace
gatgatgcacageagaccgaageacatciggaaaticgigaagatggeaccgttggtogtoca
geagalcagagiceggaaagecelgelgeagelganageacigaaacclgglglialicagatict
geotettasaaceageegtitictatateageptecgpatpgstgeactgtatggtageetyeatitt
gatcoggaagcatgtagctiicgteaactgetgciggaagatopttataatgtitatcagagegaa
gctecatggticteccgctgcatetgecigglaataaaagtecgeategtoateeggcaccgegte
giceggeacgtitictgectetgeetggtitacetccggeactgectgaacegectggtatictgg
SABAI-F | caccgeageetceggatgtiggtageagegatecgeigageatggttggtecgagecaggsate
206 289 GF21v30 | gtageccgagetatgeaageiga
atgggoegttagtgatgticegegtgatetggaagttgitgecageaacecegaccagoectgetgat
tagctggeatagetatiatgaacagaalagetallategeatiacelatlgglgaaaccgglgglaal
aglocggticaggaattlacegticegtatagecagaceacegcaaccatiageppictoaaace
gogtottgattataccattaccptttatocgetetatgecageaaatatiattatcegattageatea
altatcgcaccgaaatcgaaaaaccgagecaagaagatgaggacgagoacgaagatgaggat
ggtagegelage ggttcaggtagcck:'gattceggatégcagtccgctg.ctgca gtitggtoaic
aggttcateagegttatctptatacegatgatgcacageagaccgaageacatetggaaattegt
gaapatgpcacepttppteptecageagateagagtecggaaagectectgoagctganage
actgaaacctggtotiaticagatictggetottaaaaccageegtiitctigtgteagegtecggat
gglgeactgtatgetagectgealtitgatccggaageatgtagetifcgteaactgetgetegaa
gatgpttataatetitatcagagegaagetcatggtetgecgetgeatetgectgptaatadaagt
cegeategtgatceggeaccgegtegtecggeasgttttetgectotgoctggtttaceteeggt
SABAIL-F |actgectgaaccgectggtatictggcacogeagectecggatgttostageagegateogety
207 297 GF21v3] agcatggtigptcegagecagggtcatagcccgagetatocaagetoa
atggecgttagtgatgticcgegtgatetggaagtigttocageaacecegaccagectgctgat
tagetggcatagetatiatgaacagaatagetatiategcattacctatggteanaccggteataat
agteeggiteaggaatitacegticcgtatagecagaccaccgeaaccattagegetctgaaace
geetotteattataccattaccgtttatgeggtetatggeageaaatattattatccgattageateca
atlategeace gaaatqgaaa‘aacegagécﬁaggtagcgcagcagc’a:gcagcc gelgeage
agecgotagecegaticegpatageagtecgotectgcagtttoptogteagettcgteagestt
atetgtatacogatgatgcacageagacegaageacatetggaaattcgteaagategcacegt
tgotpetpcageagatcagagtecggaaagectgetgcagetgaaageactgaaacctggtot
tatteagatictgggigttanaaccagecgtitictgigtcagegiceggatggtocactgtatggt
ageclgeatitigatecggaageatglagetitcglgaactgetgetggaagatggitataatglit
atcagagegaageicatggictgeegetgealetgectggtaataaaagtcegeategteatecg
gcaccpegtgptecgacacgtitictaectctocetggtitacctecggoactgectgaaccgee
SABAI-F | tggtattetgpcaccgcagectocggatgtiggtageagegatecgetgagcatgatipgtceg
208 292 GF21v32 agecagggtegtageccgagetatgeaageiga

209 294 SABAI-E | atggpcgtiagtpatpticegeatgatctggaagtigtigeageaaccccgaccagectgetgat
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[0411]
SEQ |aa FE LA | DNAKEZ]
1D ®KE
NO:

GF21v33 | tageiggeatagelatiatgaacagaatagetatialcgealiacelatggigaaaceggliggiaal
agiccggticaggaatitacegitccgtatagecagaccacegeaacraltageggtctgaaace
geetattpattataccattaccgtitatgcggtatatgacagcaaatattattatccgattageatca
attatcgeaccgaaatcgaagaaccgagecaaggtagepaageiagipaaggiicagaaggtt
ctgaaggtagegaacogaticcggatageagicegetgctgeagtttggtostcaggticgica
gcgttatctgtataccgatgatgcacapgeagacegaageacatctggaaattcgtgaagatgge
accgltgglggtocageagatcagagiccggaaagectoctigeagetgaaageacigaaacct
getgttaticagattctggetettaaaaccageegtitictgtgteagegtecggatggtecactgt
atggtagccetgeatitigatceggaageatgtagetitcgtgaacigetgetggaagatggitataa
lgtitatcagagegaagetcatggictgecgetgeatetgeelggtaatanaagicegealeglga
tecggeacegegtegtecggeacgtitictgectctgoetggtttaceiccggoactgeetgaac
cgectggtattctggeacegeagecteeggatgttogtageagegatecgctgageatgattog
tccgagceapgptcgtageecgagetatgcaagetga
atgggeptiagteatettcepgegteatetggaagitettgcageaacecegaccagectactgat
tagetggeatagetattatgaacagaatagetattategeattacetatggtgaaaceggtogtaat
agtceggatic aggaatttaccg_ttécgtatagc—cagaccaccgcaaccattagcggtctgaaacc
ggetgtigatiataccatiacegtitatgeggtetatggcageaaatatiatiateegattageatea
gttatcgeaccgaaateganagaccgagecaaceggeaagiceggeateaceggeatetceg
getagtecggeaagoccgaticcggatageagteogetgctgeagtitggtggteaggticgte
agcgttatctgtataccgatgalgcacageagaccgaageacatetggaaaticgigaagatgn
caccgitggtoptocageagatcagagiccggaaagectgetigeagetgaaageacigaaace
tggletiaticagatictggetgtianaaccageegttticigtatcagegtocggatgatgeactat
alggtagcctgcattLtgatccggaagcaigtagc{ucsgtgaac;{».gc:tgclggaagatggualaa
tatttatcagageeangetcategtctaccgctecatotgectegtaataanagtccgcategtea
fecgoaccgeogiopiccgpeacaittictaceteigectggtitaceteecggeactpectgaac
SABAI-F | cgectggtattctggcaccgeagectecggatgtigptageagegateegetgageatggttog
210 294 GE21v34 tccgageragggicgtageecgagetatgcaageiga
atggecgtiagtoatgiicegegteatetgpaagtigttgcageaacecegaccageetectgat
tagetggcatagetattatgaacagaatagetattatcgeattacctatggtgaaaccggtegtaat

ppgtattpattataccattacegtitatgegptatatggeageaaatattattatecgattageatca
attatcgcaccgaaatcgaaaaaccgagecaaggtagecetggtaptecageticacegggtte
gttatctgtataccgatgatgeacageagacecgaageacatetggaaaticgtgaagatggcac
cgligglgslgeageagalcagaglecggaaageclgelgcagilgaaageactgaaaccigg
tettattcagattctgggteitanaaccagecgtitictgigicagegiceggatgatecactgtatg
gtagectgeatittgatccggaageatgtagetitcgigaactgetgetggaagatggtiataatgt
ttatcagagegaageteatggtetgecgetgcatetgectggtaataaaagtecgeategtgate
cggeaccgegtggteegecac gttttfitgcctctgcctggtttacctccggc aclgectgaaccg
SABAI-F | celggtattetggcaccgeageciceggatgtiggtageagegatecgetgageatggtigeic
211 294 GF21v35 cgagecagggtegtageccgagetatgeaagetga
atgggcgttagteatgticcgegtgatctggaagtigtigcageaaceccgaccageetgetgat
lagelggeatagelatialgaacagaalagelatialcgeatlacclatgglgaaaccgglgglaal
agteceggttcaggaatttacegticegtatagecagaccaccgeaaccattageggtetgaaace
eoptettgatiataceatiaccptitatpcgptotatogcageasatatiatiatccgattageatca
attatcgcaccgaaatcganaaacegagecaaggtageacegtigeageacegageacegts
SABAI-F | geagecectageeegaticeggatageagtecgetgctgcagttiggtggteaggticgteage
212 293 GF21v36 gttatctgtataccgatgatgeacageagaccgaageacatctggaaaticgtgaagatggrac
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[0412]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

cgligptoptocageaalcagaglecggasageelgelgeagelgaaageactgaaacclgg
gtagectgeattitgatecggaagoatgtagetitcgtoaactgctactagaagatgpttataatpf
ttatcagagcgaagctcatggtctacegetgeatctgcetggtaataaaagtecgeatcgteate
cggeacegegtggteeggeacglittetgecicigectggliitacciceggeactgecigaaccy
celggtaticlggeaccgeagecteeggalgtiggtageagegalecgelgageatgeligeic
cgagecagpalegtageccgapctatgcaapetoa
atggpegttagtgatgticegegtpatetggaagtigttgeageaacecegaccageetgetgat
tagctggeatagetattatgaacagaatagetattategeattacctatggtgaaaccggtgptaat
agtcoggticaggaatitacogticcgtatagceagaccaccgraacrattageggtctgaaacc
pootptteattataccattaccgtitatocggtotatggcageaaatattattatccpatiageatca
altalcgcacegaaatcgaangaccgagecaagglggtagegaaggtogiagtgaacegatic
cggalageaglecgetgelgeagtiigeiogicagglicglcageglialclgtalacegatgalg
cacageagaccgaagcacatctgganaticgteaagatggcacegttpptegtacageagate
agagtccggaaageotgetgeagetgaaageactgaaacciggtgttaticagattctgggtett
aaaaccagccegtittctgtgicagegtccggatggipgcactgtatggtagectgeatitigatceg
gaagcatgtagctttcgtgaactge:tgctggaagaiggttataatgttt’atc agagcgaagcteut
getetgcegetgcatetgectggtaatanaagicegeategtoatecggeacegestegteege
cacgitttetgectetgectggtttacetceggeactgectgaacegectggtatictggeacege
SABAIL-F | agcctecggatgttggtageagegatcegetgageatggtiggtccgagecagggtcgtagee
213 287 GE21v37 cgagctatgcagpciga
atgpocottagtgatpticcgeglgatetggaagtigtigcagraaccecgaccagectgetgat
tagetggeatagetattatgaacagaatagetattategeattacctatggtgaaaceggtgotaat
agtecgeticaggaatttaccgticcgtatagecagaccacegcaaceattageggicigaaace
g2g gtgttgatta:tac‘cattaccgtﬂatgcggtgtatggcagca’aata’ttattatcc:gattagcatca
attatcgeaccgaaatcgananacegageeaaageaceageaceagtaceggtecgaticegyg
atageagtecgetoctecagtitgotopteagpttcgteagepttatetotataccgatgatecae
ageagaccgaageacatctggaaaltcgtgaagatggcacegtiggtgetgcagcagatcaga
glccggaaagectgctigeageigaaageactigaaacciggtgtiaticagatictgggtotiaaa
accagecegititctgigtcagegtecggatggtocactgtatggtagectgeattitgatecsgaa
geatgtagetttegtgaactgetoctpgaagatgattataatgtttatcagagcgaagetcatggte
tgecgetecatetgectgotaatanaagicegcategigateegacaccgegtgatecgacacg
ttttctgectetgectggtitacctecggcactgeetgaacegectggtattctggcaccgeagect
SABAI-F | ccgpatgttggtagcagcgateegctgagcatgattogteccgagccagpgtegtagecegage
214 286 GF21v38 tatgcaagclga
atgcatcatcatcatcaccatcegaticeggatageageccgetgctgcagitiggcooccagot
gegteagegttatetgtatacegatgatgegeageagacegaagegeatetggaaaticgtoaa
gatggcaccglggoceolpcgacggalcagageecggaaageotocigeagelgaaagege
tgaaaccgggegteattcagattctggecgtgaanaccageeatittctgtgccagegtccagat
ggcgegetgtatggcagectgeatttigatccggaagegtgcagetticgteaactgotactgga
agatggctataacgtgtalcagagegaagegeatggectgecgetgeatetgeegggcaacaa
adgeccgeatcgigatecggcacegegtggtceggcacgtittctgccgetgecgggtetgce
gecageaclgceggaacegecgegtaticlggeacegeagecgecggatgtiggtageageg
437 187 EGE21vl atcogetglictatggigeeiccgagecaggeicgtagecogagetatgegagetaataa
atgcatccgatteeggatageageecgetgetgeagtitggeggecaggtgegtcagegttatet
gtatac cgatgat}gcgcagc‘agac‘cgaagcgcat’é’tggaaattogtgaagatggcacc giggg
cggtecggeggatcagagecoggaaagectgctgeagetganagegetganaccgggeaty
398 187 FGE21v2 | attcapatictgpgcgtgaaaaccagecptittcigteccagegtccggatggegcectgtatog
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[0413]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

cagcelgealliigalceggaagegiscageliicglgaacigetgelggaagalggetataacg
tgtatcagagegaagegeatzgectgeogetgealctgecgggcaacaanagecegealopty
atceggeaccgegtagtceggeacgtitictgecgetgeeggetetgecgecageactgeege
aacegeegggtatictggeaccgeagecgeeggatgtigafagcagegatccgetgtetatget
gggteegagecaggotegtapeccgagctatgcgcaicateatcatcaccattaataa
atgcatcegaticcggatageagecegetgelgeagiitggegpccagglgegteagegitatet
gtataccgatgatgcgcageagaccgaagegcaleigganaticgtgaagatggcaceaigge
cggigeggeggatcagageccgganagectgctgeageigaaagegeigadaceggpegly
altcagattctpggegtgaaaacrageogtittcigtgecagegtecggatggegcgetgtatgy
cagectgeattttoatccggaagegtecagetitegtoaactactpctegaagateoctataacy
tgtatcagagegaagegcatggecteccactgeatetgccgggocaacaaaageccgeatcgty
alceggeaccgegtggtecggeacgttitctgecgetgecgggtetgecgecageactgecgg
aacegeeggglaticiggeaccgeagecgeeggalgligglageagegatecgelgletalggt
399 188 FGF21v3 | gggtccpagccagggtegtagecegagetatgegagecatcateatcateaceatiaatan
atgratcateatcatcaccatcegaticeggatageageecgetgetpeagtitgecgpceagyt
gegleagegitaleiglatacegalgalgcgeageagaccgaagegealelgganallegloaa
gatpgcaccgigeaceatocgeceoatcagageecggaaagectodtgeagetgaaagesc
tgaaaccggecetgaticagatictegeceteaaaaccageegtitictoteccagegtccggat
gocgegelgtatgacagectgeatiitgatceggaagegtigeagetticgigaactgctgetgga
agatggctataacgtgtaticagagegaagegeatggeetgecgetgeatetgecgggcaacaa
aageecgealeglgatecggeaccgegtgglecggeacgliittelgecgetgeeggglctgee
gecageactpecgeaaccgecgggtatictopcaccgcagecgenggatgligotageageg
400 186 FGE21v4 | atcegetgicratggtooptccgagecaggptcgiageecgagetatgepiaataa
Atggetetticigatgitcegegtgatetggaagtigttgeageaaceecgaceagectgetgatt
agctopcatagetattatgaacagaatagitattatcgeattacctategteanaccpgtogtaatt
clegggticaggaatitaccgticegtatageecagaccacegeaaccattageggtetpaaacey
g gtgttgattataccattaccgtgtatgcagtgtatggcag.caaatattatxatcc galtagcatiaat
tategeaccgaaatigalaaacegageggigglagegglagegglicagglageggltctgglt
ctegtagecegatiecggatageictecgetoctgcagtitootapteageticstcagegtiate
tgtataccgatgatgcaca-g,c‘égacc_‘gﬁaa.gcacatctggaaaﬂ.cgtga agatggeaccgtigg
tgptecageagatcagictecggaaagectectocagetpasageactgaageeagptottatt
cagattctgpetgitaaaaccagecgttitetgtgtcagegtecggatggtigeactglatggtage
clgeatitlgatecggaageatgeagelllcglgaacicigelggaagatggclataatgiglalca
gagcgaagceacatg g.tctgccgctgpﬁtttacciggtaataaatctccgcatc gtgatcecggeac
cgegtepicegecacgiticetgectetgeetggletgcctccggeactgccagaacciceges
SABAIL-F | tattctggcaccgeagectceggatgttggtagcagegatecgetgtctatggtiggicepagee
401 293 GE21v6 agggleglageccgagetatgeaageiga
atgpetottictgatgitccgegtgatetggaagtigtiocageaaccecgaccagectgcteatt
agctgg_catagcta'ttaftgaacagaatagcjtattatcgcattacctatggtgaaaccg gtootaatt

gototigattataccattaccgtgtatgcagtgtatgpeageaaatattattatcogattageattaat
tatcgeaccgaaatigataaaccgageggtgstagegetageooticaggtagegplictggtt
clgetagecatcegaticoggatageictecgetgetgcagtiteetagteagaticatcagegti
atctgtataccgatgatgcacageagacegaageacatciggaaaticgtgaagatggcaceat
tgoteotocageagatcagtetecggaaageetgctgeagetgaaageactgaagecaggtyt
tattcagattctgggt;g;ttaaaaccagbcgt‘tttctgt’gtcagc’gt¢cggatggtgc~actgtatggt
SABAI-F | agcctgeatttteatcoggaageatgcagetttcptgaactectectggaagatggctataatgte
402 293 GF21v7 tatcagageeaagtacatpptctgcegetpcatitacetpgtaatanatcicegeatcgtgatccg
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[0414]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

geacegegtggtecgeeacgiiicelgeelctgeeiggtetgecteeggeactigeeagaacete
cgpgtatictopcacecgcagectceggataitgatageagegatecgctetetatgptiogtece
agccaggelcpiagecceagctatocatga
atgggtetitctgatgttcegegteatcetggaagtigtigcageaaccecgaccagectgetgatt
agelggeatagctattatgaacagaatagetattatcgeattacetatggtoaaaccggtggataatt
cicegglicaggaatifacegticegtatagceagaccacegeaaccattagegpicigaaaccg
gatgitgatialaceattaccgtglatgeagiptatggeageaaatatiatiatcegatiageattaat
tatcgeaccgaadttgaaaaaccgagecageateatcateaccateatggtageggtageggtt
caggtagce gg’[tctg gttctggtagecegattccggatagetetecgetgetgeagtitgatoote
aggticgteagegtialctgtataccgatgatgoacageagaccgaageacatetggaaatiogt
gaagatgpcaccgitggtegtecageagatcagictcegpaaagectectocagetgaaagea
clgaagccaggtgtiaticagatictgggtgltaaaaccagecgtiticigtgicagegtecggatg
glgeaclglalggtagectgcaltitgalccggaagealgeageicglgaactigetgciggaag
atggctataatgtgtatcagagegaageacatggtetgecgetgeatttacctggtaataaatcte
cgeategtgatcegecaccgegtoetecggeacetitectgectetgeetggtctecciccgee
SABAL-F | actgccagaacctcegggtatictggcaccgeagectecggatgtigotageagegateegcete
403|299 | GF21v8 tetatggtiggtcegageeagggiegtagecegagetatgeaagetga ‘
atgecgaticeggatagetetfecgetgctgeagittgetootcageticgtcagegttatctgtata
ccgatgalgeacageagaccgaageacatetggaaaticgtgaagatggcacegtiggtoate
cageagatcagtetecgganageetgetgcagetgaaageacigaaaccgggtatiaticagat
lctggglgllaaaaccagecglitictglgtcagegteeggatgglgeactglatgglagecigea
tittgatcoggaageatgcagetticgtgaactgetgetggaagategctataatgtgtatcagag
cgaageacatggtetgecgetgeatetgectggtaataaatctocgeategtgatecggeacey
cgtogtecggeacgtttcctgecgetgecigatctgecicecggeactgccagaacciccgggta
{tetggeace gcagcctcgggatg‘ttggtagcagcgatcc;gétgtctatg gitgglecgageea
ggoteelageccgagetalgeangegetggtageegtageggtictggtagegeticaggtict
geltctggtattictgalgticcgeglgateiggaagtigiigcageaacceegaccagectgetg
aftagctggcatagetatiatgaacagaatagelattatcgeattacctatggteaaaceggtepta
atictecggticaggaalitaccgticcgiatagccagaccaccgcaaccatiageggicigaag
FGF21-8A | cetiggigtggatiataccatiacegtglatgeagittatggrageaaatatiattatcegatiageatt
404 300 BAlv2 aattatcgeaccgaaatigaanaacegagecageateateatcaccateattga
atgecgattecggatagetetecgetgetgeagtitggigetcaggttcgtcagegttatetgtata
cegalgalgeacageagacegaageacalelggaaaticglgaagalgacacegligglegly
cageagateagtctceggaaageotgctgeagetgaaageactgaaaccgggtgtiaticagat
tetgaptattanaaccagecgttitctgtgteagegtocggatagtacactatatggtagectaca
tittgatecggaagcatgeagetitcgtgaactgctgetpgaagatpactataatptglatcagag
cgaageacatggtctgecgetgeatetgeetggtaataaateteegeategtpgatecggeaceg
cglgglceggeacgtitcetgeegetgectggtelgectiecggeactgecagaaceiecgggla
ftetpecacogeagoctecgpatattogtagcagcgatecgetgtetatgotigptocgageca
gegicgtageecgagetatgeaageggtaatageggtageggticigatageggticaggttet
getictggtpiitctgatgticegegtgatetggaagtitgitecageaacceegaccageeigety
altagetggcatagetattatgaacagaatagetattatcgeattacetatggtgaadecggtegta
atleiecggticaggaalllacegticcglalagecagaccaccgeaaccatlageggicigaag
FGF21-SA | cetggtatseattataccattacegtgtatgeagtitatggeageaaatatiattatecgattageatt
405 [ 294 BA1v3 aatiatcgcaccgaaatigasaaaccgagccagioa '
atgcatcatcatcaccatcataticcggatagetctecgetgetgeagtitggtagtcaggticgic
agegttatctgtataccgatgatgeacageagaccgaageacatetggaaattcgtgaagateg
406 186 FGF21v6 caccglipgigptigeageagatcagictecggaaggectoctgeagctgaaageactgaaace
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[0415]
SEQ |aa FF L4 | DNAE#]
1D ®E
NO:

gaglollaltcagalictgogtoitagaaccagecgtitictglgicagegiccgpalggigeacty
tatgatagectacatttteatecggangeatgtagetttcgtoaactgctgetgoaagatagctata
atgtetatcagagegaageacatggtctgccegeigeateigectggtaataaateteegeategt
eatecgacaccgegtgatecggcacgtitictgccactgectggtetecctceggeactgccag
aaccgeegggtatictggeacegeagecgeeggatgitggtageagegatccgetgageatag
Hgglccgagecagggleglagecegagelalgeaage
algealcatcalcaccalealcegetgetgeagtitigglopicaggitcgticagegtiaicigtata

ccgatgatgeacageagacegaageacatctggaaaticgtgaagatgpcacegitgglggts
cagcagatcagtctcc.ggaaagcctgct;gcagctgaaagcact gaaacc gegtottattcagat
tetgpgtettaaaaccageegtitictgtgicagogterggatgptgcactatatggtagectagca
ttitgatceggaageatgtagetitegteaactectoctgmaagatgpetataaigtotatcagage
gaageacatggtetgecgetgeatetgectggtaataaateicegeategigatecggeacege
glgglecggeacgliitclgeeactgectgglelgeciceggeactgecagaacegeegggtail
ciggcaccgeageegeeggatgtigatageagegatcegetgageatggtiggtecgageca
407 181 FGE21v7 gggicgtagcecgagetatgcaage

[0416]  A.IEA &AL A MEAdnectins™ (SABA)

[0417]  SZHERIAL A5 I 75 (A 82 A 45 & PEAdne e tin ™ i 1% B s £

[0418]  HE

[0419]  BFRNPROfusionfikFEF A (& WA WiRoberts &z Szostak ,Proc Natl Acad Sci
U 'S A.94(23) :12297-302,1997 KW0 2008/066752) M. FT B A4 %+ 5 Fn3 I BC . DE S FG
A AT A8 X (R DNASE FE o [ G ETH T SRR L 10 AN 93 F I BE AL SC 12 , ELATHSARI AE & AL 3
TINS5 8 15 F7 VA 43 8 L BT 45 6 PR R A 328 L 375 1 85 1 45 5 PEAdnec tin™ (SABA) .

[0420] i/~ &E A B4 HTTP) J7v2:

[0421] i FiI 7 7= & 82 A 7= AR 7 v (HTPP) 44k % FPHSALS A Adnectins ™o 45 Frik 4 &4
T b 2 E A HISOARZE I pETOd B A H A A6 2 K AT T BL21 (DE3) pLy sSAH L 1 » 4% 24 FL A%
TR AL A M 32 Bl T-5m1 5 A 50ug /mL-R 88 2= I LB¥E s b HAE37T C R A K& it H
T EG Y AR 20001 HRH 2 BE T 38 2L A ke il & B dEom ] LBES #74E (50ug/mL+ %
%) YL AT SR RIA A EEFEWIESTC R AEK BT Asco 0.6-0.9. A ImM5F: 77 2B
BRACEFLBE T (IPTG) 355 fa , R =M AE30°C T A K4/ Halid 7/£4 C F/E3220 X g H
B 1043 ol 8 R 4 B O e VR R T-80°C .

[0422] 3L FEETF T-4500 VA ARLE PPV (50mM NaH2P0s.0.5M NaCl.1 X Complete ™5 A
HIHIFNE S 9-FEDTA (Roche) 1mM PMSF.10mM CHAPS.40mMPK M | 1mg/m1 7% B8 i  30ng /m1
DNARE . 2ug/m1 JIAKES , pH 8.0) W RIEMRE O UTTE Q49U 20 HAE IR MRS L/ Af v
PG » FIE I B 2 A A A 96 FL650u LIS AR AL 96 fLWhatman GF/D Unifilter K EH
B8 FLAE I, FEAE200 X g T B 0573 Bl K8 TE BV W0 3% 7 22 O P87 22 v (50mM
NaH2P04.0.5M NaCl.10mM CHAPS.40mMPKME, pH 8.0) #7196 LN B & 55954k b HiE & 5%
b R RE SR LS Y M (50mM NaHoP04.0.5M NaCl.5mM CHAPS.40mMWBK e , pH
8.0) LAEEAL2 X 0. 3m1 B 15 o i 5, FIPBSEAEAL3 X 0. 3m 1 B JIG o 7EBE i 2 BT, 5011
Yo B G2 P (PBS+20mM EDTA) ¥E34 54U, 16,8 549 B FLF) F B 25 77 25 I e W o St 1 3% 1L
JiE 100w ] 8 Bt 28 o >k BE IR 2 A B AE = 3 NI B 305 B 5 , /£200 X g N O I FRIRS 4
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B H A S0 B A U T A 5010, 5M MgCle HLIA 5B FNi£5 F2 4R 10 i 0 96 FL i £ 4%
A8 FHBCAZE [ B 5E , FHSGE Ghf BB Adnectin™) {E M8 1 FARHEY) K 2 B e & A .
SGE Adnectiny#F 4 BIPn34E #)48 (SEQ ID NO:1) , Hih 8L 1 45 -4 18 (b7 B 78-801M &
FLESRGD) L4 B 4 N SGE

[0423]  HSA.RhSAKMuSAH 45 4 ELISA

[0424] 7 JU5E XSTHSAI B 345 54, /£4°C N & 10ug/mL. HSA (Sigma,St.Louis,MO) [
PBSHL#iMaxiSorp M2 3£k (Nunc International ,Rochester,NY) 4% , M 5 76 = 15 T 72
HEAH WM (Thermo Scientific,Rockford, L) Hrf I 1-3/NEF o 0 T B f i e I 52
FHER 25 19 35 P 28 P 321 - 20F B2 4lALAUHTPP Adnectins™ HAE =i P H4S & T &1L
[RTHSAFF 42 1/INIF o X0 T+ 57 & S B2 E , 458 PG ] 90 . InMZE TuMIF) K 2 o 75 FHPBST#E % LA FR
KL Adnectins™ 5, 78 S0 47 AR & A B A S 0h % 1 : 250085 B (9 Hitlis mAb—HRP
ZO R&D Systems ,MN) B INZE 4 & 1 Hi s8I Adnec tins " 1/ o Ji i FPBSTHE
PRI E AW HAR B i3 v 09 Ui B 15, /8 FHTMBAS IS 771 (BD Biosciences) i il i 45
& 1fAdnectins™,

[0425]  JEid o3BT ALK/ INEERR JE AT A BT R AR e

[0426] %} H HTPPERAF 1 SABAHEAT K /NHRRH JZ #r (SEC) o FSuperdex 2005/150E8%
Superdex 75 5/150%F (GE Healthcare) ,fEAgilent 11008%1200HPLC R % [ %45 [ HIPP[K)
Y U3EAT SEC, HE7EAo1anm Sz Aogonm s HE 4T UVAS I A2 3347 ¢ Y646 I (& = 280nm K5 =
350nm) {8 A 100mMER BR 4N . 100mMA BR 44 . 150mMEAL4H (pH 6. 8) [EIZE MR, 1k SECHE 138 24
VIR o AF R o v AR 1Y) Bio—Rad Laboratories,Hercules,CA) T FE&HE

[0427]  XFHTPPZEAL SABAFT R I SECH) 45 2R o 2 22 9 54k , HAEAHAT T BRI JE AR
#HEY) BioRad) A10kDaff) KEE A ¥ o

[0428] 5. %5 E ik LG M &5 1 45 & hAdnectinTM (SABA)

[0429]  fEN%tXTHSA/RhSA/MuSAZE & I AE VI R 22 AR AE R I e ) 45 3, 28 e Sl % 17 DU
FhAR I35 A 88 A 45 A i Adnectins™ (SABA) PAAE/INR FH Al L2 T2 30 BT AR 40 J2 Ak A
RAE , 6 VU PP SABASR: F Hh ZE ;A il 8 (midscale) - R 2424 HPROFusion % %€ [ 26 Fh iy
SABARZ L 77 51) ($8 78 NSABA 1-26) )7 31 . SABAAH AT — DS HERAR , 78 vh S5 FUSE il 2% Wil
B HAEE (Fixed) . SABAA I B8 52 171 X W SABAS . SABA4 K SABAS7EBC . DE J2 FGIA o HL A5 AH
ElEZ7IB

[0430]  SEHIA2 . {5 SABAIK) 7= A K e il

[0431]  SABAR H S flBE 85 1 Joa ™ A=

[0432]  H Lt AL H BTk 1K) e 52 SABA, J [T 7 A Hi s 25 , s B £ pET 9d#ifk HAE K
WA B BL21 (DE3) pLysSAHMEH I8 O T-fir 44 N SABAL. 1. SABA2. 1. SABA3. 1 2 SABA5 . 1) %
AN sHRZEFISABATE B, 2 ML 322) o f FH 20m 1 B b s 4 (B AR B V4 7= 4R B2 1 7+
A B0ug/mLR I R M LBR FR 3L AR =M AE3T C N A K E £ Asoo 0.6-1.0. 7 A ImMR A
F-B-TACE ANEE (IPTG) ¥ 3 fa , R 7= WAE30°C T A K4/ Hidid /E4C T =10,
000 X g0 307 AU £ o B A B8 Oy I VE SR T-80°C N o 7E UK FAEF UL tra—turrax3? i
1 (TKA works) 4 2 Mo 55 0oVl v 5 BV T 25mLyA R 22 vl (20mM NaH2P04.0.5M NaCl.1 X
Complete & [ Bl 718 & 4~ FEEDTA (Roche) ,pH 7.4) v o Jl T & FE 35 Fifk (=18,
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000psi) ,F FAM-110SH S [ RIR A AL Microfluidics) KSEIAN A fg . ik /E4°C T 4E
23,300 X g N B 0307 Bl R B Al VAL 4y o L2 FHO . ABumicl 8 B3 E 35 VR - K B TS IR VA AR
¥ ERET H20mM NaH2P04.0.5M NaCl (pH 7.4) Fi-P#iHisTrapk: (GE) b . B JE 47 H 254
FEAEF#20mM NaHoP04.0.5M NaCl (pH 7.4) 20N FEAEFR £ 20mM NaH2P04.0.5M NaCl. 25mM
BRI (pH 7.4) 235 MEARF K 20mM NaH2P04.0.5M NaCl.40mMPBKME (pH 7.4) Beigedt. 15
FEAAR20mM NaHoP04.0.5M NaCl.500mMIBKIE (pH 7.4) Yo 82 A 5T, 35 T-Asso N HIWROEE &
H2 4%, HAHNT1 X PBS.50mM Tris.150mM NaCl (pH 8.5) BZ50mM NaOAc.150mM NaCl (pH
4.5) BEAT BT W30 22umid JE SRS BRATATIIUE -

[0433] TR RIS RIA S A IS B LA W 4SS M Adnectins™, A AT RIS A
] 2 T 48 L S50 R VA B 4y vh i Ak ok . #F Superdex  2008¢Superdex 75 10/30GL F
100mM NaPOs.100mM NaSOs.150mM NaCl (pH6.8) (GE Healthcare) [ ZhAH BT /ERI SECA Bt
BoR TR i kAdnectins™,

[0434]  SABAL.2f Lt

[0435] Rl 2 SABA, RISABAL. 2 (SEQ 1D NO:80) H-T- #1515 . SABAL . 2405
YORN3[K) “U% 0 17 3 F 18] (ED) s ZEAH o 6 T-SABAL . 2% 58 1 — Fhka 5E il 77 , BRI LomMBE I1/5 . 8 %
L AUWEES 5% HZ R, pH 6.0, =403 5 5mg /mL o £E I 1157 P, 3t 22 7R F3 4 B 3 5 v
(DSC) , £ H 1. 25mg/mLI¥) & [ TR 5 Bl U 5 140 » £ 1 B AL R 75 °C o i il IR A A4 C
J225°C T4 N B ME kps et B REARK PN . 2% ke — M HE. B
HEIKTRAR (FE4°C R N1.6% HAE25°C N N3.8%) o #E H-80°C [ —20°C #4747 B IR BE IR 1K)
FANRBAE IR 5, B AR SR R 2 R I AN, FEBR I, SABAL . 2R 7E4°C K 3R
SR N VA A 2 /D 20mg /mL A A R B I T UL E BT B R B .

[0436]  SEIIAS . {56 SABARK) A My F8 2 R AE

[0437]  K/INEEREJZHT

[0438] i} [ rp 25 A 1] 4% 3ok TR A9 B £ % 358 SABAFEAT b v K /NEERR 2 M (SEC) o f8
Superdex 200 10/308%Superdex 75 10/304F (GE Healthcare) ,fEAgilent11008¥
1200HPLCF Gt I 4 v S MUASE ] £ 1 A LR AT SEC, FEAE Avranm A Avsonm T 34T UVAS I S 34T
R M (B % = 280nm . K 5T =350nm) . 7E SECKE b 438 24 %35 18 A 100mMAR BR8N « 100mMAz
FR AN 150mME AN (pH 6.8) IR o 1 F B JEAR #EY) (Bio—Rad Laboratories,
Hercules,CA) AT FERHE

[0439] S rh A ] 4% K 20 Ak K SABAFT 1 Y SECHI &5 S B 7R 1 B A HifA Adnectin™, HL7E
AN T 1] BT 7 (R 3OIR BB B 1L DEARHEA (BioRad) A1 0kDa i) K 35 e Py e i«

[0440] ARl

[0441] 4T Hp S5 UASE ] £ SABAIT) Z2 78 FH &= A 527 (DSCO) 43 #fr BLIISE S A1 H (1 Tao
X T Img/ml W, T Ik A8 3AN KSR N EE S LR 0B LR ZE 5 5°C A2 95°C, HIN-
DSC T1#v= it (Calorimetry Sciences Corp) BEATF4H o AHXTT3d 2448 PR K X BRGE AT, fif
MRS A HOrgin®B {4k (OrginLab Corp) 43 #r 5 . SEC K DSCAHT 1) 45 J i 45 T-K 4
H,

[0442] R4 . IESABARTAER SEC K DSCAHr ) S 4 o
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A SEC | DSC(Tm)
PA(%) ZRAE %)
SABAL.1 92.3 7.7 63.9C
10443] SABAS.1 88 12 70.1°C
SABA2.1 91 9 58.5°C/78.2C
SABA3.1 99 BLD 65.2°C

[0444]  SEHIA4. &5 5 LTS A 8 1 (A5 I SABAL I R AIE

[0445] 345 & P 5 1 85 19 (HSA/RhSA/MuSA) [ 52 T-Biasensor CM54% 3R F, FEAH
— RV LRI SABAYLLE S i 30 % 5 [l 2 (W B SR P, SR e B S AL B s A2
JITIA IRTHTPP K / B A S5 RIS 1] % 4 Ak Sl 4k HE 1 3% 52 SABASE BE (K1 3)) F32% . 5 4b , 7E 51 ypH
5.5%pH T.4K % FpE 4 FHITAE A4S & JHSALS & PEAdnectins™ SABA2. 1.
SABA3.1.SABA4.1 (SABA5. 1) K SABAL.15RhSASE X W, HAS MuSAAZ X M o SABA2 K
SABAAZE A AT pHEUBE , SR T L& SABATEAR Z2pH 6. 0% 78 B A pHIE S PEIHSAL &
SABAL . LYEAIR 2 pH 5. 65 RF & pHE LI A 36 H1 7 /30 775 B A WAk 2 b

[0446]  JHiLBiacoreffi e &5 I E 7 o I WG HSAT AN FH HSA—45 #1380 T % 1 1 BHSA- 45 1) 4
TTTZH R R R AA T 72 T-Biasensor CM5:Es Rl I, HAE— RFUK B SABAYR 1L &% i3]
F 5 ZAEA P, RN E HHTPP K /B S5 RIS 6] 258 B 24k (1) 1% 2 SABA ST % .« vi f2
SABA2 J2 SABA 1454 T HSA S HSA-25 R 3 T - T TR B2 A , (B A 25 A HSA- S5 M IR T T TR 244 - v f&
SABA3 J2 SABAAZE AT HSA , (H A 25 A HSA- 45 W 3k I - T T BRHSA-Z5 M I T T T e A . 25 R G 45 T
Tk,

[0447] K5 {EIESABA (SABAL.1.2.1.3.1%4.1) (N&5-A 55 51 K Eh 1.

[0448]

Adnectin™ | 2 | Kp(nM) Ko(s") | #FpH 7.4—5.5 | HSA bt 54
Fotk?

SABA2 HSA [33.8+-205(n=6) | 1.71E-04 |- £ MR-
RhSA | 63.6 4.42E-04

SABA3 HSA | 863 6.82E-02 | +++( & £ pH | BL 3k 45 M 3R -1

[0449]

RhSA | 431 337E-02 | 6.0) TRAEIICR #?)

SABA4 HSA | 412 +/- 8(n=4) 7.82E-04 | - BE 4E 4 M 3R 11T
RhSA | >1000 3.83E-03 TR AEICR-%2)

SABAI HSA | 472 +-182(n=9) |4.57E-04 | +++ 2 MR-
RhSA | 778 +/-313(n=4) | 5.45E-03

[0450]  SEHIAS A5 I SABAR A4 Y to of ) 6 25

[0451] 5 /N B AT HS AR 2= %2 HE DA S VR A2/ R AR YA HSAZE & MEAdnec tins™, (R AHSA
Zh A MeAdnectins™AS 5MuSASE YR B o 45 HSALA 20mg / kg (B 1A) K 50mg/ kg7 = (I 1B) VEA
216 JE S BN #EME /NG R #E bk T , FLE ST ELTSAI 52 7 56 Jo 45 b5 — B 7] 35 B A I
FE b HSAT R B o A% FHWinNon 1 in 8 K2 BB 2= 2245, 4 1 45 4 20mg / kg J2 50mg / kg i 5
NG FTHSATR t/o R 2 247N B 2920788

[0452] /N BT SABAL -4 = S HH I 2

[0453] il e —FF KW B A K S I HSAZS & b & SABAL . 1. SABA2. 1 \SABA3. 1 JZSABA4. 1,
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INCAZEAL I RE BRI B 3R o A2 A7 BUICHSATE D0 T #5 &- SABAZRARTE N /IR BBk b, BASE I —Fif
FE R TR 00 2% R P B Adnec tin ™ 3 T 52 EELTSAR I 5 725k I 52 1 56 o b — B
P ) 3% B 140 AL YRUARE s o (0 3k 5 o 43 PR S A, FHIW i nNon 1 n B 11 Sk B 52 B FfiAdnectin™
255N 11525

[0454] £ 2496 J % FINc r BRIE T /I R H FEARFEBUAS A7 Ehas ) 2544 T EL B2 SABAI 2541 5))
F1EE RIS o 0 T2V BFHSAK) ZNBR, , HSA %% SABATHIR & (HSA N 3—-4FE /Rit &) , K N4 &

R XTHSA L RhSA B A i AL & /R LI A 8 o /NI I SABAL. LI HR N
0.56/INB], TS HSASLF ST SABAL . L3 i85 6 /N, 22 JHIE N 291045 (El24) /MR
MR HF T SABAZ . T3 M0 . 247N, Ty S HSAZLVE 5 SABA2 . 1 32 B N 2. 8/,
T INZ1126% (B 2B) o /N LR A R SABAS3 . LI 22 JH80 . 287N, 17 5 HS AL v 5+ 1)
SABA3. LIFE 22 FA N0 . 537NN, P32 JHIG I 2y 265 (E120) o /NR 2R H (I SABAA L 1 F- 22 K
0. 66/Nbf, 175 HSAFE A 5 (I SABAA I -3 N4 . 6 /NI) , 32 JRIE N2 7465 (F12D) o 4 5L it 41
MR T B3 %6 45 SABAL. 1.SABA2. 1.SABA3. 1 .SABA4 . 1 JZSABAS . 1 Y250 85 ; 24
Al I, 5 s (1) = AT HL

123/145 1L

[0455] 6. /N AR SABAL . 1 .SABA2. 1 .SABA3. 1 .SABA4. 1 J2SABA5. 111 %54 .
[0456]
. PK(T1/2)
% T i
L LA AR -
[SABA1.1 5.6 0 06-137 8 T1/2=96-137/~8f
, T RhSA 89 4 &3 Fa ) ME.
1< A N e - A
SABA4.1 4.6 B ND 5 pH<6,00L 5 B K i s>24
_ T RhSA 89 4 &5 Fn ) TAE,

RAK R 258K s Tt B 3 AAS
SABAS.1 4.67]~ B 12058 4 pH<6.09L B 5| K i 25
SABAZ.1 0.8 B NA EpH<6.5% 6 K
ISABA3.1 3244F NA s ROPILER B R4 T2

[0457] i@l b (¥ SABAL . 1 JZ SABAS . L[F) ) 52 AN 2
[0458] 75 fr g sk v BEATSABAL . 1 (FEI4A) B SABAS. 1 (FEI4B) ) = J& i 77 5 1) SFEBAAE A 72 LA

PEAE2 R B Img/ke (mpk) BTk N 78 S B 258030 F15 AT P TR 00 1 24 5 o
[f)Adnectin™) T & BELISAR I E I R - AE 25 W05 F72% . SABAL . 119 HI7E96-137 /)N
I} Y Y (I4A B2 38 7) o SABAS . LIF) - ZE M N 2912/ ), HAEELTSAH A AE AN 120 /)8 i

IRl (BB S 3R8) o R TEAESABAL . 1 %dh : K8

i e

A= |

SABA5 . 11 %45 .

[0459]  £7.:SABAL.1[{ %R,
[0460]
¥ | t1/2(hr) Cmax AUCall Cl obs Vz obs
(ug/mL) (hr*ug/mL) (mL/hr/kg) (mL/kg)
#1958 9.03 673.7 1.45 200.8
# 11366 7.24 625.1 1.60 315.2
[0461]  268:SABA5. 11 %R,
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[0462]
HL A z(hr) Cmax AUCall Cl obs Vz obs
(ng/mL) (hr*ug/mLy | (mL/hr/kg) | (mL/kg)
N 2 2 2 2 2
P3548 | 12.186 17.358 246.882 4.089 72.507
SD 1.451 3.08 36.245 0.596 19.045
ZvE | 11.16 15.18 221.25 3.67 59.04
%x4E | 1321 19.54 272.51 4.51 85.97
CV% 11.9 17.7 14,7 14.6 26.3
(04631 SLItafAIIAG . 265 £ ML 1 25 [ FRY SABA L) AR
[0464]  SABAL.1F011.24% 4 HSA JZRhSA
[0465]  SABAL.2,—FP40 2 (ED) s ZE{H “BZ 0017 °Fn3 (SEQ 1D NO:90) , 7FH EpH{E 2 25°C

TEA N A& HSA) [P R46 58 R F L (ka) A8 21E+03M s ™, AP Iff Bl R
Hr (ka) 4. 43E-04s™", HAZM T 2IKo M55 . 3nM (R 9) o T Bidz L35 A & (A (RhSA) 1 & , T
TR T2 45 A T BUN6 . 6E+03M s, ELAA B IS H BONS . T8E-03s T, M T SAS ST 4
Ko A1580nM . B 21 =71k 1uMAy 1k, SABAL . 25 /N BR BOK B ILTE 11 85 1 . () MR 82 AN 1) m] 0 & 119 A
FAAEH RIKEDS) AE3TC N, ka S kai IN22 545 , M T AFAF X HSAR) 252 F0 7334 N2y 2455 B
RhSAFIZE A A3 1 /2 (K9) .

[0466] 9. 7EHBS-PLEE Mk HSABAL . 24 5 A E A B 152550,
a%a | BAC ka(1/Ms) ka(1/s) Kp(nM)
A 821 £ 1.LI9B+03 | 443 +0.65E-04 | 553137
WAE 25 6.60 + 1,.:1",-8 E+03 378 £0.45 E-03 | 580+62.6
[0467] | &, RTALE G 255
A 3.38E+04 8.15E-04 24.1
FraE 37 1.89E+04 1.85E-02 9774
SR T LSRG A
[0468]  H &b, 34T &= HOH & UL E SABAL 5 HSAZ (B Ak 241 & o fE L TRBE 2 o, 8

SABAL.1,— P04 HisO6ZEAHE “4Z% 0017 1%Fn3 (SEQ ID NO:89) JFHSA (FRRIEET100n]1 115uM
B A AR FENG BB NS . TuUMEISABAL . 1 & NE b 7237 °C R AEPBSZE il (pH
7.4) Wh AT R0 6 R ZRSABAL . 1 RA L : LA 221 & 45 A HSA

[0469]1  SABAL.27EAKpH{H T 545 A-HSA
[0470] 8 A B K 5 HH (B AnHSA /2 A 19K) FEAR KR A -T-BA R S8 Hod it

TEW AR T AZAE AR pMEL S A T 45 A B A2 Fe 2 AKF eRnil H W A B8 A2 B - iR L0 BT
SABAL . 27E5. 5 W AKpHIE T A7 R 45 A HSA , IX R B — HLZ5 & T-HSA, SABALI t1/2 /MR 45 7
TFEcRnEIHEIAHLH o

[0471]  ZR10. FEMESZE MR AEPH 7.4 55, 51 B A1 45 8l 7724 I LE B
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[0472]
aEH pH1A ka(1/Ms) ka(1/s) | Kp(nM)
i 7.4 9 26E+03 3.88E-04 41.9
‘ 55 9.44F+03 2.70E-04 | 28.6
Wi 7.4 6.16E+03 2.95E-03 479
55 7.57E4+03 2.72E-03 359
[0473]  SABAL.245 S HSARI S5 M LT ABALE S IR 1T
[0474] [ EE FILS S 67 SSABAL . 218 F B ZHHSA FT Bewl iE A7 TNum &5 M 18R 1T, H 545

R T T T T K DU 454 (7)o KA 45 3T T T2 HSA T 32 B 5P e Rn A BAE F I 45 )58, B
PLSABAL. 24 K e 2> HFcRnSE G+ HSAL, A, IX M AR 57 1 78 43 1) B 006 PR AL i of 22 e - 5 1
()R] BE P

[0475]  SEafAT . SABAL . 211 3E 1A Py 25 2

[0476]  7F £y B v 3E AT SABAL . 201 DY J& B 57 & il 55 28 220t 78 A VEAS PR AN A & TR
W) 715 A AFEF KN 5 B N B = B R E TR E A A P YR A ) 715 M
AR FH S o AE IR e 5 K A — T e, A I R T N SR A i R KT SABAL . 2 B T 8 &
ELTSAR I8 V245648 FHWinNon 1 in B AF I AE RS = LAk VPl SABAL . 219 2548 712
[0477] )55 MK P i A 1mpk A2 10mpk ¥ SABAL . 2% W inNon 1 in 3k A4F 34T AR RS = 4 #r
VAPHAE 2515 7122 280 i1 20 BT SCHTR I S 3007 , SABAL . 248 IV TG 72 v e L7 & 4K
SR 2SN B T35, Qi A BE I TR) i 22 R (AUC) PP Bir 52 1) - 10mpk ) SABAL . 275 %
Z (CL) 0. 15ml/hr/kg, BAH-ZEHA (t1/2) N143/N), A3 A AR (Vz) A30mL/kg, H G212
7 (AUCall) ~5,609,457hr*nmol/L (F11) . Impk¥SABAL . 2{F & 2 (CL) N0.4ml /hr/kg, ¥
FI (t2) NL24/NEE, A3 A AR R (V2) 972mL/kg, H S 2555 (AUCall) y214,636hr*
nmol/L (G&11)

[0478]  7£ Bz I Bk P it FISABAL . 2 )5 , BAHZ ¥ 8 7 5 e AH B, (FE19) o & ik Y Lmpk )
SABA1.2{E kR 2 (CL) ~0.22m1 /hr/kg, BAHF-3E BH (t1/2) 125/, A AR FL (Vz) J940mL/
kg, H B 2525 (AUCall) N357,993hr*nmol/L (F&11) o FZ F Impk I SABAL . 2755 2 (CL) N
0.32ml/hr/kg, BAHY-ZEHE (t1/2) N134/NEE, AR (V) H62ml/ kg, H /S 2 W) # 2=
(AUCall) }251,33%hr*nmol /L (F&11) . 5K N AHLL , &2 T AR AR A E (F) R0.7,

[0479] 11 M= HISABAL . 20 25 8h 1177 B4 .

[0480]
iR 1 2
1 (mg/kg) 1 10 1 |
A B4R ek A ik ik A KT
IN 3 3 1 2
CL(mL/hr/kg) 0.4 0.15 022 0.32
VZ(ml k) 72 30 40 62
AUCall(hr*nmol/L) [214,636 5,609,457 357,993 251,339
B Tia(h) 124 143 125 134
& 46 A E(F) n/a n/a n/a 0.7

[0481]  sCTfABIAS. AIMLIE I & H 5 SABAL . 20 B S 45 14
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[0482] jliidProteros Biostructures GmbH, H100mMZ EZ%H (pH 4.75) . 100mM NaCl %
28%PEG2001 AMILTE I &5 H S5 SABAL. 200 2 AW 455 - A HI B H %3 R4t (Free Mounting
System, FMS) ff g A& AT St B Ak ELAE I T SUE Y8 4D

[0483] EidProteros Biostructures GmbH, 7E¥G+6¥ (Swiss Light Source) PXI/
X06 SATR ZESCHE BUE , FLIR)HE o 1A 45 K5 T 100K . 3 K 41,0015 A HL R W45 HPilatus 6M
(Dectris) - HHXDS A XSCALEALFEE #& (W.Kabsch (2010) ,XDS.Acta Crystallogr.Sect.D
66,125-132;W.Kabsch (2010) , Integration,scaling,space—group assignment and
post—refinement,Acta Crystallogr.Sect.D 66,133-144) 53| LA SeitHds 250 .
P212:215 LA R : a=61.6 A; b=124.1A; ¢=100.0 A,

[0484]  F12.5MBHRR BLS,

[0485]

DIHE WEAE | WEHE | TURIZ | 5El% | RIE 1/o1
ik 50.00-1.96 | 330257 | 55260 | 6.0 99.0 0.039 |23.1
F—50)2 [ 50.00-4.30 | 30746 | 5523 5.6 99.2 0.024 |56.1
BJar)z | 2.03-1.96 | 32596 | 5527 5.9 98.6 0.681 | 2.7

[0486] fdi FH 4> F B #FE JFPMOLREP (Vagin,A. K Teplyakov,A. (1997) ,MOLREP:an
Automated Program for Molecular Replacement.].App.Crystallogr.,30,1022-1025)
AT FIPDBAT N 1BMO g 46 2R AL SR A 72 A LT 3 8 19 R 45 440 o B3 40 22 T-PDB A A\ L FNF A 5
1423-150 294 AR , fi A 7+ B e 4% FPPHASERSK A %€ Adnectin #7345 44 (A. J . McCoy
R.W.Grosse—Kunstleve,P.D.Adams,M.D.Winn,L.C.Storoni&R.J.Read (2007) ,Phaser
Crystallographic Software,].Appl.Crystallogr.40,658-674) .

[0487] {4 FHBUSTER/TNT (Blanc,E. ,Roversi,P.,Vonrhein,C. ,Flensburg,C.,Lea,S.M.
JMBricogne,G. (2004) ,Refinement of severely incomplete structures with maximum
likelihood in BUSTER/TNT,Acta Crystallogr.Sect.D 60,2210-2221) HATHERILAL , IF
H AHCOOTH AT AL 2 7. (Emsley,P. &zCowtan,K. (2004) ,Coot:model-building tools for
molecular graphics,Acta Crystallogr Sect.D 60:2126-2132;Emsley,P.,Lokhamp,B.,
Scott,W.G.&Cowtan,K. (2010) ,Features and Development of Coot,Acta Crystallogr
Sect.D 66:486-501) . H{PyMol (DeLano,W.L. (2002) ,The PyMol Molecular graphics
System,Delano Scientific,San Carlos,CA,US; A #E JJ4EM F7Epymol.org F153)) Hi 4%
AN <S8

[0488]  fx /o —FeARALIF BIR 139 B n i et 24

[0489]  F13.okH &SGR Gt HdE .

PEER R-f & R-L rms4E rms A
[0490] , (B-free) | (R-work) |
45 1 0.264 0.233 0.011 1.1
ok 5 0.248 0211 0.010 1.1

[0491] S5 R HIAR
[0492]  SABAL. 2[4 A7 ™ k& M A7 T ALY 3 85 1 (HuSA) 45 #9481 - (B 17TAK17B) o
HuSARI A T ¥%3E SAdnectind%fih (9 ‘5 2L T A HuSA T 51, I 2215 5 S HTAEIX) :Pro 35,
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Phe 36.Glu 37.Pro 113.Arg 114.Leu 115.Arg 117.Pro 118.Glu 119.Val 122.Met
123.Phe 134.Lys 137.Tyr 140.Glu 141.Arg 144.Arg 145 KTyr 161, (Sheriff,S.,
Hendrickson,W.A. & Smith,J.L. (1987),Structure of Myohemerythrin in the
Azidomet State at].7/1.3 AResolution,]J.Mol.Biol.197,273-296;Sheriff,S. (1993) ,

Some methods for examining the interactions between two molecules,
Immunomethods 3,191-196) o A EAE FIFREE ) B 5832 158 SCAT LA « 22 /0308 70 46 o S5 1 TR
Se b L B B SO RO AL T4 filep i S R A, B DL S kL : Asp 38.Thr 125.Ala
126 Asp 129.Thr 133.Tyr 138fLeu 182,

[0493]  AdnectinZt FHBC.DE XFGIFAH A AE F H B A SHuSARL Al LA T 5% % :His 25.Ser
26.Tyr 27.Glu 29.Gln 30.Asn 31.Pro 53.Tyr 54.Ser 55.Thr 57.Tyr 78.Tyr 83 KTyr
84 (J& T-SABAL. 2, IfISEQ ID NO:90) o[ 46 Hil It Z1 B S L Ak, LA B3 2= /b 3 0 PR AH LA
FITM A : Trp 24.Ser 32.Tyr 33.Gln 56.Gly 79K&Lys 81 (J&TSABAL.2,BI#ISEQ 1D
NO:90) .

[0494]  SZJE{5IA9 . SABAZZ A PR RIF 78 ) THA L

[0495] & 76 3 e 53 M R5 SR vho AT i DK oA T B SABAL . 209 1 L 3B 70 AN St 22 Jjd ot
HEIZ5 M2 125 i 9L - SR N 185 260 5 (8 B Rl AR 53 32l &, A AT 2 B R 52 &b
Ty AR AR TT GG IT T AT G R A R S s B D RE HLE I PR il o SABAL . 2 9 A LG H &
1 HSA) B &40 M A0 AERIT MAdnec tin H AR 24 5 JRACKE Bl s bk 1 HoAth va o7
PeAdnectinBU N EEA R—EEG 28— Z RPN 2 4AEA S S E ML =
#H (T-HALF) .44 0. Img/kg 0. 3mg/kgH 1. 0mg/kg SABAL. 282 & | ab ¥E & FF2H 52 50 F
W JE AL TR — IR, S FHZ IR

[0496]  HFFT LT o AR 32 Bl A5 SABAL . 2822 B, HAG ARG 14 R F 32 P
FIE ) HFEA IR ST, B O LN S, B 5 9 2 R i USCER B S 3 7238 — M2 )
K tont 22 4 PEFRB BRS04 8 R AE 5 1 S 5R T VR YT (SABAL. 280 22 /I .

[0497] R AEMTIE A EISABAL. 2 N FHEF =R LA 5 A R E AL 540 B3
A, P ARG G2l KRN GO e e YO 5 A AN End < i 25 59000 51 JE A Jn i)
77 M7 22 52 T-SABAL . 28 2 7] (3 DLIEI18) o S FF LI S — WAL A5 A L &V PR W)
Sab PR %) 52 DAATE RS Dk 22 A /)

[0498]  FESEIRFARI A Z A E WO R FE29R 2, H O PRI WL (FUH A T 55
4J) J5 , 2R UG I AR A AL B SR LR AN AT 5 R 8 I e B AR S B A R FAF I K
(no observed adverse event level ,NOAEL) FIAR#E (Z 0L 30) o [A1 KL, SB3FHH H £ 5B 28,
21 56 B S PKITAR J5 4 146 5 AR BCR B BANOAEL

[0499]  NOAELH3#% 5 SO T S ARFIE 1N AR &, Hoa) 2 B2 BL & Rk
R 132 252 1 AT 24 18 SR SE R 7L )T (National Cancer Institute,NCI;
US) AR FHHF FHARERRME (Common Terminology Criteria for Adverse Events) (CTCAE
v4.03) SABAL. 2HH R T 1 s Bib) ARG R 2 FH 452 1 AT =394 SABAL . 240K
B o NOAELAE AT B A — 3X LU bR AR I i A i) ot i 711 5 o £E 55 280 3T 20 e RNOAE LA
5L S T — BRI ALK 4 5 A 128 BINOAEL , HLFT A ol 42 52 i # #5 LANOAEL AR 22 , DA{H 7E 5
Fo AR S AL3TAN 2K (28N SZ SABAL . 2 9N B2 2 ) IX SN T UEREN T SRR
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MEN 7325 (PK) B e B P vEAG 0 1T TR G b RS 0%, DA AR A VE WS T SCRFIE M40 B
(K52 3 o 8 RIS VBRI 77) & BB I NOAEL, MR A% Hodth A2 38 3 HEAT 4R 25 F 45 R 2
[0500]  Aff 50 VPAif e 3 4 A AR AT I 2 B K N PK B4 B A R = 1) 7 2 T-HALF
BN AR TS (Cmax) A S5 FRZE (CL) [ 25 24 0 2 45 24 1) B9 485 SR i R ek () it 28 T T AR
(AUCt1ast) MR T I ATARTR (Vss) o FFAEM 70 55 1 S L5 RIF IR BRI A AT A1) f50.5 G
TEHE) 1 GV SE ) 0 1.5.2.3.5.7.24.48. 72,9685 120 % 168/ 8 FH-T-PK 43 bt 1) 3% 482
FEfh o A0 B AESE 29 (BE15 R4 2 A 1336 /N iaURE) 36,4350 257 RULEE A T-SABAL . 21fiL
R W58 1) B — B ATIAE o

[0501]  ZZ A PP Al AR A AR R B R 2 | O B Il R SR 58 2 VRAG AN R - )
A, BRI SR ZG TR (ADA) « A S PR L35 F8 7 (FURZ A4 TANAT L C3 J2C4) Kol
PRALEE (6150 B2 2 e O LRV BROOR 7 7 T 56) SR VPAT % S5 VE o 2EATHLA 7328 S T4 A
SN s DA B T AR ATART O 52 B 1) e SR L

[0502]  GrihJ7i: AE25 52 E BT L8221 133 159/INm B BE A 1) T-HALF 1 52.411]95 %
ERUX ] (CD) B TR A AL E 120/ ARG 25 N AR AL B 1) SERE , BN A 2T
HBEAFEGIMAZ R E , B8R R 15203

[0503] ¥ 1fiL ¢ PK S0 Ak 4l 711) B S 7 7 v oY 78 A RV A S v B B R v o A Al
K& 2 712, FL SABAL . 2 ML MR JE AH A TN [A) 43 HE PKS 3 4 A7 0 22, IR =2 7 V] T —
T AR N AT (disposition) o HH95 % CIi B F I T-HALF . 53R S Cmax . AUC¢1as¢ R A2 CL
(1) JLAR] P 3548 S CV s Tmax [ B (B B K) s R H e S50 F3E S hr iR 2 1 VP oG
SABAL . 201 7715 L 451 o 47458 FH 402 1 VS - R A Y A g o 0 2 3 RS AUC % Cmax 8L B s 0] B30
[ 706 I AR 2 8 AR ZR AN R W IITAE 95 %6 CT o 4595 %6 CLALRE L. ORI AR, WIIAE HH 7 & 3T 1) 45
W o A s b, 795 % CIASE R . ORAEL, WK1 tH HE A 0 45 18

[0504] N A H 77 A e A HE AR PR RO RG22 A TR 45 R

[0505] R 4f7HI & e A SR B o 85 Jil 45 5 P IRE RIS S E I, B EE MR INOEL COR WL %< 2111k
FIRI7KF) ik i 30mg /kg o 2 T A R AR AR 7 & 5 I A A& I RS H (¥ SABAL . 21
UG FIE (0. Img/kg) AR A RECHIERINOELII /100 5 1y LA 528 H (1 B i v R = (Img/
kg) AR LA RECN1/ 108 AR  J T T 9 A Cmax S AUC, BRIl PRI 95 Hh 1) S 4 71 S AR
AEXT T HENOEL T 1 58 15 R A#E Cmax S AUCTH 5 43 1 R 2160045 S 20065 1) 4 4 R i 2k T
F 52 A ) s 1 RIGRE, A Cmax S AUCER 78 HHAE T 55 1 5 R MRS 5001 5 40 9 N 2495065
S 20522 4 FRE R, COAT A 7 R 25 25 7K1 5 R B2 8 1 22 4 R 3L

[0506]  B.FGF21-SABARH &4+

[0507]  SEZjafBL . |4 FGF 21 -SABAGH & 43+

[0508] Az

[0509] &AL AF BT A FGF21-SABA DNAJF 5 B T 11 & R ILEAKpET29b (EMD
Biosciences,San Diego,CA,USA) ' 4% 7 513 1 B T Bk 2 AR G LA TAZ MR AR 45 &
7 55 NI RINDE T -5 XHO TRR il P4 A% 1 P9 DI A7 i 2 1) (B 10) o

[0510] Wik #ikss b 2 15 T TEAKBL21 (DE3) (EMD Biosciences) ', H LA MAE R %
IEEARF KT B, AR A 2 K AT E R A E B AR B 15 0 “Origami ™ (EMD
Biosciences) o Jad 16 T ML & A AL & L JE B (trxB) 54 H KIS R (gor) JEA
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(1) 9EAF , 3 R R385 K B AT T 400 S5 o ) R B TR o 7038 217 3 N R IA %5 FIFGF21-SABA
BG4, v a2 Bk B Le b 540 o

[0511]  E I AATIRE AR NGB H B AR AR AL J770 B S AR BRI DNAZR IA B A4
NBECEEAR” 2L E TR R AT B 1E = RS 2 FEVK B AR sk & T L A A A i
(EMD biosciences) JfF 55 1R G LA TR AN MUY S) A2 TF - X Le 41 i 11 200 1 55 i AR F2
ZARK EAVKHVA ERI L. 5ml B E B0 E T 29 10l L2401 FURIDNA (1-10ng/pl
D B INE 40 R R R MR A B R R T UK BS54 b, B S 4842 C kB R
IIELF308D R IV L ED B T UK [ IFdR B 25 b . 1) - R A n8ow ] = i SOCEL LB,
R G IRIR T & H RIRE R R R Lok S AR B LA R4S pET 29b Tk 4
TN EARsy

[0512] W YAFGF21-SABARE & % IK7EOrigami 240 Mkt 1) 2 18 188 1o 4 26 A 4001 L ) o 72 2
W7 (starter culture) K RATLH fF AN P55 A L A LB #4 (Luria
Broth) (I2FF 420, HAE37C FAE250-300RPMEIZIHRT% FAEKEHEXD0.6%0. 81
0.D.600nm. ], # 0. ImM IPTG CR 7 2EB-D—1-TRACHR g - L KE ) DL 51 K TTRNASE & 1
S, ARG R AR ERE R E 18°C . FF 8 A 1216/, 3l A 55 CoUsc4E 41 o 51 DA S
AN B RPIR T AR T-80°C .

[0513]  FGF21-SABARt& 2 Ik LA (IB) JEzUAEBL21 (DE3) 4 i ik Hh (1) ik 7R i i {
AR B RS U 1S SR A KR AT U o 3 FH AN B %5 1 FFOvernight Bxpress ' #55F
H (EMD BiosciencesNature Methods 2,233-235,2005) (2750 o H T 7 B A0 ikAA 1)
H 1, A5 AR R T B, T A (B 4 AE 37 °C T AE K 12-16 /N0, B i o e 5 O U8 i BT
WA B ) 4 L DA R AR R A IR TE R38R T-80°C T

[0514]  FTIRFGF21-SABAZR A ¥y S 4k WL FT 16 B T 3 B0 A8 Ak B 8 1 A 75 DA 4 i V& o
A YATE ZAEOr i gami 41 i ik Hh 23K B DAL kA4 FE 207 BL2 1 40 i ik o 3R 3K T AB AL o T V2 TR AR
P BT & A A BT 240 6 X HE B AR 2 1M 8 o SR 1M, — XM 5, 2640 7 12 3L AR e B,
RN RPN WEAR  CL T NS T VR A .

[0515] 4 oV fift J% il £ B4 (IB) B /Loyl

[0516] 4K 8- 104 2% i bk 147 AR 1) 40 B BIRIR 420 1 0 8 N 40 i B TV SR e i
ffiFHAvestin C-5XJHAML (Avestin Inc.Ottawa,Ontario,Canada) , L £E2000PST it
PR K LA 7 2C0A R AN - VA AR S B 0 VA ) (4,000RPM, 20-3043BH) JF £ FF A 147
FH0.5% Triton X—100%% 300 A B O UTTE DARE FR AR Fr , R S O BT - bt
T GER 2830%) H 23 OPiie SN 5] A . B8 J5 FIPBSZE MR e 5 FT 43 1) & B2 10 1B
FUE DY R BRI & 2157

[0517] VMR eIk

[0518] i 5l £ ki H 22 B 95 I IBES Lo ULiE VA iR T-4250mM Tris-HC1 (pH8.0) A&
500mM NaC12% g 6MII-HC1 H o KR 43 BA Bk 77 = il & 90 o ) Rk NV S S8 i 2D =4
Mum A 5% B8 Bk /£16, 000RPM T FISS-34%% B9 .00 L /NI R BB B AR EE FIEW LAEAT E 47
B AN IR B AR IR BenI i 4 R 2 5 2 D R (IMAC) 42 51 6 X Hishr 2 [ 2
RV AR AR I — D RS AU 24k PTG B PR M R S A T AR B B T5 e, B S
TE AN 78 WK WA ) 20 P 2 i VRATAE R B
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[0519] S & Ak

[0520] ¥ W-HC L i i A4 K1 B, 22 20 Img/mL &R [ 5T (FH 280nM T WO FEAf1H) HE T
3.BMWCOE BT & H o B S 4 B 2 B AL S BV TALE I 222 i (50mM Tris.150mM
NaCl.1mM EDTA,pH 9.0) F/E4ACRLHMFE T IR 55 KRR, AU E T S5 Pl
B FE AT TS P Atk R R R] , il A 2R 1 I PGF21 45 /380 1Y) IR B 25 2 4 2 U
Ao X PR TR B (R IE AT T 5 T AR, HLFR ZEm ] — R A B TR B, T H PR 3R B AN
HCLfe AT 8 1 AR P o B, AT S A S AT AR 43 B e B VR oA P RO A B R UK
R REORBEAT o B A R A 138 SR A A5 I H IR 5 A A A e H IR B UL JFR A
(GSH/GSSG) H AT LM RN RGBT S

[0521] B3, R AT IR L 1 /eSS & T Z A IR EUA R B4 S, LB & s B SO
T [ 3F Hr BRC PR AR R (X 28 B 1 BUAE H ERA R BT S o St VR A L A R GE
PR BN EAT S A 2 R EORERE M7 2R E B FUH AR M.

[0522]  BRRITIEN

[0523]  MAEIR UL AF NI BT & LA D RE WA, IR A & A IR R . —
U REIRSAAA HE Z AT IE 28 B VE R T U 18 /£ 16, 000RPM T AISS-34%%
F BGOSR FE R YT UE Y , B8 fo i £ HH O . 2umEt Rk yE 28108, B /5 JZ AT

[0524]  Zifr4r &8

[0525] W[ LLf# FHResource QERANE T #4) i 24 (GE Healthcare,Piscataway
NJ) 24k 22 5 47 B [ FGF 21 -SABAR & M) LARE B DNA J Ho e i5 4 « #4722 phl (50mM
Tris (pH 9.0) /N = 150mM NaCl.1mM EDTA) “F-#740mL Resource Qff, HfF&EEMER S
P %A AR B2 R, KBB4 FGE21-SABAZAS A4 i 15t A g PR T A4 & o o [ & Wi
AR I DNA K H e gl M i A AR B T A I b o B0 bt v i [ 52 & 08 58 15 A2 BT
(IMAC) 2 BB 42 7 6 X Hi sHR 2SR T 2 1) £ 11 B il A8 A H A Ik e B3 40 220 R 1D A6 2 35k
i

[0526] ¥k

[0527] B 518 Pellicon® XL & M Labscale ) i i € (TFF) %4 Millipore
Inc.,Billerica ,MA) ¥ 58— =M 0 SR B 4R 1M & A BURE ik 4 22 40 4mg /mL

[0528]  K/NAFFEJEHT

[0529] P J /i FH&PBSZE MR (pH 7. 2) FHEE47 11 26,/60Sephacryl S1008(26/60Superdex
75 K/NMEBE A (GE Healthcare,Piscataway NJ,USA) i#— 5 4li{LFGF21-SABARL & 1K) £
Amg/mLAF it o A I 0 BT AR B ) IR S PR, H B S AR R 2 1 -2mg/m1, B S
BET-80°C N AT L T7 V4, B 100mLH #T46 H 3175 3 35 5 28 7 AL A g mT 2l fe 2 18
20mg[{IFGF21-SABARH &) »

[0530]  sLjafiB2. 454 T L3 F & A FIFGF21-SABARH & W) AR

[0531] ffi FHEEE T E BN, fEMicrocal VP-ITCAY 2% Microcal Inc.Amherst MA,USA)
[ REATFGF21 -SABAR & W) A8 4k 5 N LT 1 2R 11 ) 45 & e 1 S 3R 352 3Rk - 734k, fEBiacore
T1004X 2§ (GE Healthcare Inc,Piscataway,NJ) F#E4TFGF21-SABA1FL & Y1254k 5 A LG
H [ (HSA,Sigma#A3782,St.Louis MO,USA) MR ILTE A& A (CySA,Bquitech-Bio#
CMSA,Kerrville, TX,USA) iR ML A & 1 MuSA, Sigma#A3559) [ 454 B8 11 K5l 1124 RAE
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[0532]  fE & #HJEH, 3 HIFGF21-SABAZS {ASABA1-FGF21v1 (SEQ ID N0O:132) .37 C R
RF MR &L R n TR R HKeZ v 543 . 8nMo 7ESPRIFF AT, 46 25 SABAT-FGF21v1 J¢
SABA1-FGF21v3 (SEQ ID NO:134) .1000.500.250.125/%62.5nMEH & 415 K E A (HSA) | 1%

131/145 1L

T (CySA) AR (MuSA) B ML A 85 1 H 455 H SPRA% IS B B Jg /s T 12h o R AR R X L6

Rl G ) S HSA L Cy SA K MuSA 45 15 (180 7727 B0 diE

[0533]  14.SABA1-FGF21v1 2 SABA1-FGF21v35HSA. CySA K MuSAM 454 1 SPREN 1758
P
[0534]
2 Bk [A #|BA | k(Ms) |lls) | Kp@M)
(W/min) | (C)
SABAI-FGF21v3 | HSA |30 37 6.16E+03 LO3E-03 | 170
60 37 | 5.87E+03 1.07E-03 | 180
CySA |30 37 5.31E+03 L17E-02 | 2200
60 37 4.38E+03 1.36E-02 | 3100
MuSA | 30 37 AEFHE My TR E[ S
60 37 B SHE uMSH T AR B 254
SABAI-FGF21vl | HSA |30 25 3.38E+03 3.33B-04 |98
30 37 | 5.96E+03 L11E-03 [ 190
CySA |30 25 3.93E+03 4.70B-03 | 1200
30 37 | 4.44E+03 1.23E-02 | 2800
MuSA | 30 25 L GHEL WM T ARRE| &6
30 37 | ESAL pMOMH T AR B| LA
[0535]  JEAH T E
[0536] 233 e Bl & e vk
[0537] X34 2L K SABAL-FGF21 Rl & 81 1 M i b il & 9 A ML B 82 3 (HSA, Sigma#

A3782,St.Louis MO,USA) 7E43 3, 5OOMWIZE #1485 o AH X6 T PBSZE #h R (10mME BREH « 130mM
SALE, pH 7. 1) BHATIENT AR OR -5 SEI0 VR ALK& 275 771 45 SABA-FGF 21 Bl & 88 11 in - 22 pf
RS N0 . Amg/mLZ 1. Omg/mL 2R [ B 1K1K S B T B S/ E b B ILERZE MR E T 5
F/hE AT 2l g A I B 5T BT ST G R B e W R AR 3T C P AT A R L
INES o VRS EEIA  RE /N BE R VRS, R 0w, LW 4 R SRHSA B 3 K BT A5 S
B2 25 L 2R HLEE X NN E P HS AR B B AT IR GE o FHOr i g in "M A B 1R A
Microcal Inc.)2.0.2fRP0E BT 13 # b B 0 UL 5782 1 -85 1 &5 & I B Ak 250
I SO R R K)o

[0538] &S5 T ILR
[0539] K& IfLi (R 1 VA AT PBSLZE il (10mMIBE B 5 1 30mMEL AL %, pH 7. 1) ik 42 10mg/

ml ¥ 5, HLRE 5 F 10mMZLER 8 (pH 5. 0) # B 228—101g/m1 LA AT 3] 5 o M3 40 18 FH il i e 46
FA > 7E25°C M T AR HE S 38 (R R L TN E) ik — ik (EDC) /N—#2 2T Bk I ik (NHS)
A2 T HBS—EP+HAE 2% p Bk LS 1 ER A [ 58 TS M5 &R B RS v | o FHEDC/NHSTE AL i
=1 H B 4 B EDC/NHSYE IR 3 % 2. 3 f2 4 , B S [ 52 8—101g /m 1 I3 [ &
A, H A B e LLIS ECT00RU HSA (il % 2) W 1100RU CySA (il ZE3) 2 1050RU MuSA
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(MLBNZE4) BRI % JE . AE25 CEBT C T ER H0.05% tween—20 FRAEZE M) HIPBSZE MK
HEAT B 1757 5286 . FHPBSHEMESE MV &7 SABAL-FGF21v3 (15. 3uM) BY.SABA1-FGF21v1 (40.6
UM) [FIPBS (pH 7. 2) (1)1l %V VUM B 22 L uM, B S I A B (2: 1) DA AE - B2 1 1 1. O,
0.5uM.0. 250M.0. 125uM. 0. 063UMFKI ¥ 5 2R 51 o 451X BB KL 5 BA30RT /minEK 6011 /min K] 37 3 I
SHE R B 2 1 -4 3R 3007 , Horb it B () 94200, LUK £ Jit &A% 3 R il o BT R 17 BA 30w
1/min FH10mMH 22 (pH 2.0) Bkih2iR FF 423080 K HA it B i 8 = 2. SEABUR IR 25 7 3
U AR 5 B A5 B e 2 — A U 22 PRI A SR 0] iR BN N B “HE L AT
Biacore TI00VFAGEMF2. 0. 25505 4 F 2 bh 1 B B 2 005 R 1 LB AR 2 HE A Y
(Langmuir model) VAIE 4 & 225 B0 (ka) M B IR 2850 20 (ka) AP AR 9 21 Ko) »
[0540]  SEAIB3. HEK-B-k1othoZH i H ¥ SABAL-FGF 21 Gl A W A4 71 T

[0541]  FGF217EB-klothofF-7E 175 FERKIAER L o Rl I , B T AKHEK-B-k Lo tholll 58 R4t
PLAE Y FGF21-SABAR G- IR A4 71 Dy G vt 14 B4R 5 , /EHEKB-K 1o tho R Ik #2 E 4 fipERK
1/ 20529, A AR AL A B Hi sFRZERIFGE21 (“FGFv1” s SEQ 1D NO:125) fE N E AT
P&, I 5E 7 SABA1I-FGF21v1 (SEQ ID NO:132) ml &85 [ MM 1 2k /7 (ECs0) e Thak (LA
FHEE T A5 SABARI A [ FGF21 73 F M2 B B KTE M B L ERR)

[0542] i 13 i , SABA1-FGF21 v 1 771 & St 14 b 3882 8 2618 A B—k Lo tho T HEK4H i
HIPERK 1/27KF o 20 77 (ECs0) AT T Hi shRZEHIFCGF21 45 8 291565 , H DU H HI shR 28
[IFGF211162% (W R #15) - K Ik, SABA1-FGF21v1{F B FCF2 1% 14 , B 24 45 4 T AL i
9 25 A I IRSR

[0543] 3K 15.SABA-FGF21 B A5 % BEFGF21 A EL B 28 77

[0544]
Ed=li ECso (nM) hak (%)
His 6FRZFMIFGF21 7+4 100
SABA1-FGF21v1 102+53 62+9

[0545]  *fEHEKB-KlothoZR ik 2 4HMIpERK 1/ 230 5% H Bir U & 4L BRI &L 77 (ECs0) S T
X GHEL T HHis 6FRZEHIFGR21 S KIHTER %) o S AN= 407 30 52 1Y 2k B 22 7R S2E6 A
EHHR VLTS e m =4

[0546]  {F P YEASFIAB—k1othof¥ysE AR HEK AN ML 155 S PRI B vk b, T H sHRZEIIPGE21 5
SABA1-FGF21v18 ANHIBpERK 1/27KF, T FH {4 X B MIFGF LIl pERK 1/27K~F (E[144) o 7E
15 AR ] ) 25 3 A BB P FR A I 52 V2:HEK B—k Lo tho & 52 ZH A i) FAT Se 36, iy =
FhEE 1 B3 S S E (B 14B) o R, SABAL-FGF21v L{ BEFGF2 1 [ 45 Stk , BIF 145 4 T
BAM IR,

[0547]  fF AT T4 Ma (¥ I s v vh , A 06 2 2 WU o 5 A pERKR BR A4 18 12 i 00 75 R 25 ik
& ORI B ), E40 M 538 v AEAFAE A AFAEHSA N B Rl 82 11 V99 0 B 4H e P o 7R NHSA
(R T 5 FE DAL 3 H iy LA AR RV (30mg/mL % 40mg /mL£Y500uM HSA) 8N o ey 5 i T
i T A FGF21-SABARR A 85 1 VL AT BT 0 75 ROV B 20T i - FGR 21 -SABA-HSAVE IR 45 & H B 2
AnM (B LD o iZ M EIE P, T8 TCHSATAE , 85 1 TRl & PR35 PEAS i AR AR, itk B
Y mh 45 1 S HSAKE A I FGF21 25 W 5 (K AN DT

[0548]  DLN RSEIGT VAR VEANFEIA .
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[0549]  HEK-B-klothoka 5& 4 Mo bkl

[0550]  Fy#fa e Kk A B-klothoJHEKAH MK . AB-klothod i 447E R A CmFLAGHRZE [
CMV & B4 T gahd 2 K B B MR AR il 7 77 &2 A0 AR EE AR flLipofectamine
2000 (Invitrogen H3%'511668027) , FHZ ML cDNA%L JLHEK 29341 g . /£ % 6001g/ml
(Invitrogen H 35 10131) B EH X &S # &I 5 A L-ZWE% JHepes (Invi trogen H
3%'512430054) 2 10%FBS (Hyclone B 3% 5 SH30071) I At/ DIBHK ot R A& /R 35 R e v i
FELAR G4 BT . 3 — Wi Wes tern B 325 43 B S8 4F BH PE A2 5 7o F& H W i
AlphaScreen (Perkin Elmer H 35 TGRES50K) 43 #1& fiEp—ERKIG 1L«

[0551]  HEK B-klotho pERK 1/2il|5E¥:

[0552]  #Aa € ik A B-klothoTHEKAH Y LA BE£1.20 , 0004~ 4 i T- 96 FLAH 23K5 F- 4R 1)
E110% (v/v) FBS (Hyclone) }600ug/ml G418 (Gibco) [ DMEME; A5 & M s F7 5 (Gibco) 41,
R, BB R H B o I8 LTS 1 DMEM R A & Bl RS 3R 24 F IR B At % . E =R E R,
B LIMiER e, BG5S & A3% w/v) gl A MLE A & A RPBSTE &l &
MR — R B ST o8 — X AR R, = SRR — P & — 1oL
TET 43 B B 45 R, Bl 0 B R H AR LA N 100l 1 X AlphaScreen& fif 2% il
(Perkin-Elmer) FF7EHRT ML & 2110-154 %1 1G5 F A A E I B =R F T-80°C T
2 /03043 PhER B 2 #E A& AT W o AR & B Y $8 78, {8 HSurefire AlphaScreen pERK
1/23355) & (Perkin Elmer) ,fH FH384FLH fiProxiplates (Perkin Elmer) 4413k B &FLAY4
w1 AER B 20 VA S pERK 1/26 AF 2 35 N 78 Ja G il B 35 7R /M), B 5 /EEnvision
2103 2 R L HLAR (Perkin Elmer) L3t L. {8 HGraph Pad Prism#x{f, {8 AHAEZE =N H 5 Hr
A .

[0553] 41 |- Fip a4 FAS R 95 1 26 38 B—k L o tho [0 25 ASHEK 41 Mo bk HE4T e B PR ) 2 0 o A
F ke s Iy o o FHFGR L S B Mo BEAD

[0554]  SjafsiB4 . 3T3-L1JIg s 41 B H () SABAL-FGF 21 v 1 i 44 71y 4

[0555]  3T3-L14HMd (ATCCH#CL-173) NI 734k /)N BT oy 40 L) /) Bl 2 4 401 o K1 M B
klothof) 7E4r LI 3T3-L1 40 i Hp 3K , BT LA A 0 BEAE HEAT WIS it 51B3 H BT ik i B—k 1o tho
pERK 1/ 2905 V510 & S H 4k LT HAEHEK R4 A (1935 7% , SABA1-FGF21 v 1 {7 B8 T iR
A3T3-L1JE i A e I ERK IV BE 77, HLLTE T 5 #HI sHRZFIFGR21 M Y 45 R /R TR 16
o

[0556]  #16.4E3T3-L1JIg I 4H M 1 SABAL-FGF21 v1iE Mk 5 Hi shRZEIFCF21 A2 .

[0557]

wEY) ECs0 (nM) TEA RS
T Hi s FIFGEF21 442 2.1+0.2
SABA1-FGF21v1 11+4 1.84+0.2

[0558] AN SRSk M PR HA o

[0559]  3T3-L1JIE /i 4HARY 51k

[0560]  fHAHfnA K T4 72 H 10 %A K iG2 ML7E (characterized fetal bovine serum,
Hyclone#SH30071.03) 21 X HLAE R -HTH B (Gibco#15240-096) ) DMEME; 77 &
(Invitrogen#12430-054) H1 o 7E475 % CO2¥ 37 C I B 48 15 32 40 M o B J EAT AIATCCT™
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& B ek (AR 7282 7, R 2 F TrypLE Express (Gibco#12605) & AR -
EDTAVE W o

[0561]  YE AL AT 2968/NA , K B FL5500 41 i (150ul B 3= ) B b T 96 FLEF 77 R
(Falcon#353072) H 5 A] R4 422 Foh Aoy ) S A% ST () VR B AN L B ABAE 4R A FR 7 f 4
MLR100 % ICA o AR -0, /N o H 40 i E 753 ELB 2000 8T B A iR 7 25 T (G500
uM IBMX. 100nMH 2£ K F2 (dexamethasone)  240nME & 2 4 K355 5L, 824K [ Sigma)
IS INZ A5 AL o BE SR E 441 2 48/INE , Bl Ji /)N o HH A |35 v 2 20001 43+ 1E
FrFR 211 G5 A 240n MR ) 2 10 A K3 77280 I 2 S 4l i fL - 73R & 4L 58 — AN 48/t
Bf B 5 /1N Co MR HE A0 E 375 L ) 25 L R S N 200 178 FILAR Ko 77 22 o B 5 B 7 41 e 48
FT2/N], B BATIHE 7R 4 A A T T 40

[0562]  3T3-L1Jig s 4H M F1 pERK I 8 VA I EE AT

[0563]  FEALEEILEE TR, H AN H I A K 3R Ak H 20001 72 % Jif 4 1L B DMEM
(Invitrogen#12320-032) 40 futL kit 7%« 85 K, A& A A2 577 (FGF21 B H —Fh AR 1£)
B AE A DRI PBSHI1000] DMEMAN 0. 1% FE /il BRBSA (Sigma#A6003) YLK 40 , 1
HHAE F Tomtec Quadra A #f{R [l B8 0 42 85 32 AR 0 BT & 96 FL o B 5 45 5795 % = 3./5 % CO2
(137 CHELE F IR & R FRRT 280 7B 5 B 40 ARk AL 3 55 7 2 HL il Sl R n 100
W VB RB LS R - VAR5 1PV )R W NPerkinE ImerfJAlphaScreen SureFire p—ERK1/2I5%E i
F & (B S TGRESL0K) , ¥ 75450 5mM DTT (Sigma,D9779) 5mMEEREEE4N (Sigma,S6422) |
ImMJEPLEREN (Sigma S6508) Az Roche [ 8 [ B il 551 A 771 (#04693159001) o il 77 58 R &
T A& AR AR IR G A E ) SR RS IR I B R IR A 1593 B SR 514 R T-80°C
T304 Bh o AE F I N RESFRAR (L4080 H i shia iy GExt AR RE L IR AZ201%) L
WaIR 58 VA - BE S5 4ok B & ALET A LVE R 72 22 3844155 F2 Ak b HL 1l &AL s el ¢
REVRA Y R SRR A VS A i 5 T o Gsr I A4 S 3252 AR BR+ [PerkinE lmer#
6760617M]) o % B R FRAR HAW 3 1-24 8, B J5 £ 22°C M A X R & 2/ o i 5 7F
PerkinElmer Envision 21032 Fric 2B Es b, 1F A brifEalfiik (Alpha Screening) 1% B 151
UG TR

[0564]  SZJiEf5B5 . ¥ K ob/ob/IN R H Y SABAT-FGE21 v 1 144 P Th Ak

[0565] S /RFGF21 3 N3 T3-L1JIg iy 40 i A2 JEL AN T o 448 e 335 = 400 v 140 ] 260 W e L
I, B WA FR I ob/ ob/INER, R I L A 260 A 7K T & — Pl YRR FGF2 1-SABARR &85 1 /Y Dh e
TG VR IE 1R  AES WS I H 46, B IR Jiob/ob/N RS2 R N A 2T R (Bdn=28) . fif
AT HBMS ACUCT: bt 587K, A B8 s HF IR , 7E45 2 Jia 24/NB) Jo 37N A £ 48
JE & AT (fed glucose level) o FHPBSTARCHrHI sARZEIFGF21 JZ SABAT-FGF21v1, J£ 4>
FILLO. 3mg/kg Sz 1. Omg/ kgt FH -

[0566]  HIPAELE AT A& A FISABAL-FGR21v 1 [ ThAL, 78 B Ab— A aa 4% 1 (Img/
kg) 5 /RIS SR A MLIE A 8 (6mg/kg) — il & HESHR G (R BT ESFREETR) .
R AILIE A E A 6mg/ke) 1E R 55— xR,

[0567] & 15 BTN (M 45 SR PR /R FE 45 2 i 3/t , S PBSERE 71} REZH AHLE , SABAL-FGF21v 1§
H B EEAR29% , HIVEAL 5 HI sHRZEIPCR2 LIE 557 R FEARAE Y (B 154) AL Z T, 5
HSAXFREZHAHLL , SABAT-FGF21v1 5 A 1 85 1 () 445 108 I 25 i 4 1 7K P A1 46 %6
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[0568]  7E4524 G 24/NbE, SABAL-FGF21 v 145 %] i A B4 AR PR R B2 M7 % 5 T SABAL-FGF21v1 5
HSARIAH A AL %, HIIGAESET R fa — R4 2 5 #7422 247Nk (& 15B) o A, SABAL -
FGF21v1EME Y254 T A LG H 8 1 I IR EE A 2P AKob/ob/I BRI I 45 ] %) 4 7K1 o 78
N A ARAE SKALFEAE I SABAL-FCF21v1 ) 2 5 /s TR 17 X189 A2 A LG A & A7 AE
N SABAL-FGF21v1 [ & & LU AE HEAAFAE R K

[0569]  F&17.452 Ja 3/Ni iy Hi shRAEHIFGF21 A SABAL-FGF21v LI I J R E o

[0570]

% His6 ¥ % 45 | SABAI-FGF21vl | HSA+SABA1-FGF21vl
FGE21 (1 mg/kg) (1 mg/kg)
(0.3 mg/kg)

A (ng/ml) 99 1370 8757

SD. 39 326 895

[0571]  SD:Ar#fEfmZE
[0572]  R18. 4525 )5 24/ N Hi shREEIFGR21 K SABAT-FGF21 v 1K) I 3¢ M i .
[0573]

% His6 # % ¢4 | SABAI-FGF21vl | HSA+SABAI-FGF21vl
FGF21 (1 mg/kg) (1 mg/kg)
(0.3 mg/kg)
[0574]
R (ng/ml) <LLOQ <LLOQ 5095
S.D. 2166

[0575]  <LLOQ/MFZEE TR

[0576] S HIB6 . P& /N S SABAL-FGF21 v ML 3 t1/2

[0577]  Xf/INER S MEEAT 25 PR P B 92 DA RAE T HI sARZEIFGF21 J2 SABA1-FGF21v1 [ 254
Bl 1325 AT FH AL T ELTSAR B A& 25 A 0 52 v DU & T A /0N BRSO I 20 5 R 1) P H s BRZE 1)
FGF21 2 SABA1-FGF21v1.

[0578]  #ibk PN A B 1 it A i /N B P 1 A Hi sk 22 PGP 21 K SABAL-FGF21v L [ 2545 732

[0579]  #HishrZERIFGE21

[0580]  7ECD-1/)NER H & ik P i A (Img/kg) & » T Hi shRZE FIFGF21 [ RS AT AR FE (Vss)
0. 27L/ kg o i B AR LI 35 R 2 (CLTp) {54 12mL/min/ kg K 55/ (T1/9) MO .5/ o 7
N S T sARZE I FGR2 L% 78 0 WAL » 46 56 J2 N AW R F B 29100 % o« RMLE N &R
2 (T1/2) 0.6/,

[0581]  SABA1-FGF21vl

[0582]  fECD-1/INBR H Ak N #524 (1. 6mg/kg) Ji5 » SABAT-FGF21v1 AR A AR AR (Vss) A
0.12L/kg. i BRI 2% 75 R 2 (CLTp) {92, 9mL/min/kg &R FHE /A (T1/2) 1. 9/NEF, B
Hi s#RZEIFGE21 (0. 57N Ko 52 il A » SABAL-FGF21v 1 78 WU« M N AR5
HH (T1/2) 1.9/,

[0583]  IA7E 5 AIMLTE A& A (6mg/ke) TRIE A S5 Rlob/ob/INR B N it F 1mg /kg ¥ SABAT -
FGR21v1 o M % N & A2 TE ] (Ty/2) BE— B IE £ 9/,

[0584] bk P B T ite FH S M I T Hi s 22 I FGR21 S SABAL-FGF21 v1 [ ¥ 5)) 135
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[0585]  TiHiskrZEHIFGE21

[0586]  FEifH Ik A it ] (0.5mg/kg) f, HiHi sFRZEIFGF21 AR &S A AT AR R (Vss) A1L/kg.
SRR IERRZ (CLTp) {H N6 . 4mL/min/kg . & AR F-ZEH (Tr/2) N1 9N 2 FHEH S, 5
HisHRAEIFCR2 L4 78 43 R WS o 48006 B2 T AW FH 2 65 % o M Z T 4R (Tiy2)
4.3/NB}

[0587]  SABAL-FGF21v1

[0588] 7 bk N it FH (0. 08mg/ke) J&i » SABAI-FGF21v1 a8 A (Vss) 40.08L/kg.
WS ERMLK ERRZE (CLTp) (0. 012ml/min/kg « & K52 BH (T1/2) AT/ o 52 R i F G
SABA1-FGF21v 14 78 43 WK Wi o 4 0F 5 T AR FE SM68 %6 o MR N K32 1 (T1/2) 67
NI

[0589] W& 16 - HTrHi shRZEIFGE21AHEE , A H (4917~ PR Bl A 40 SABAT-FGF21v3 (SEQ 1D
NO:134) JFGF21-SABA1v1 (A SABAFK 437 TFGF21 1) Cg) (SEQ 1D NO:171) [ tr/2. 45 KiR
TN BAMFGR2 1 AR L , Bl A WAH t1 2 3G NI 27 5 B0 IS 45 T R R 19h

[0590]  #19.SABA-FGF218t &Y Z545h J124 8048

[0591]
CL Vdss T12
mL/min/Kg L/kg h
HHisHR A 09 FGF21 6.4 1.0 1.9
SABA1-FGF21v3 0.04 0.11 | 527
FGF21-SABAlyl 0.02 0.06 50.3

[0592]  sEZjififFIB7 . SABAL-FGF21v1[%{iKob/ob /N H I HbALc
[0593] b4 B Ao/ b/ BUKE #ESABAT-FGF2 Ly 1y 12 48 1 S K I8 2 L 723 JAL 4 K 37
JE I 0285 SRS, 0L 55 281 0 240 380 R ity 3R R O T el 2> o 10 2 7R S P e el 2> LB -
FOIE T BRI T e o 5 11 A A 0 W B2 P T, 22 SABAL-FGR2 1 v 1 AL HR 1 B 1) W /s A 2
BT R RE FT 390

(05941 4% = FAR AV (0.01me/kgBR0. Img/keB Img/ke) 2 —HISABAL-FGF21v15
NMLFEAE A HSA,6mg/ke) FIFTHREYIF S (R BT 152 LARKIHE K Fob/ob /MR (B
Yn=8) BHAT Y —SL % o XF HE AL (A2 HSA (6mg/ ke, T-PBSHY) o £E B Jm 4525 Ji 24/ N &6 1f1L
FAE S HbALe (B WEI19) o b R ((AESZHSA) TR 5 LR AHLEHDAL /K P R A FEAIC.
BRI (0.01mg/kg) TR ARA AL, th IS 0. Img/ke) EIRFEIK0.39% , HAEG T LA
52 o Img/ kg (Bimplk) [ 85% 77 & 2 os A T 22 R0 . 9% , TTHDA 1 e Ik 25 B 7 A%
0.94%, IbrEgrit bt B K Kk, 5 A A 8 A S A SABAL-FGF21 v 1 Al A & B AR JK
73/ DAL ¢ 7K o

(05951 FER 45 24 24/ ,0.01mg /kg 0. Img/kg K Img/keg /i & T I SABAL-FGF21v 1 1fL
W IKE43 59 93 . 85ng/ml . 2. 28ng/m1 228.73ng/ml

[0596]  SEjfifsIBS . T i@ N K SABAL-FGF21 v 1 I 255 /3%

05971 7E#ERKPY (IV) i FJ , SABAL-FGF21v1 A& A 4 A A B (Vss) 0. 0T6L/ kg LA K
T3 AR A AH/N T 40 B AN AR AR, 1X 3R B SABAL-FGF21v L K £ 4775 T 40 Ha 4 [ B o
SABAT-FGF21v 1 [ i B 44 1 3 75 54 A (0. TImL/h/kg) , 31X 5 6 L3751 25 11 0 55 0
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GEA T B AR IR (Tr2) N9T/INE (2 DI 20 e 3.20) o BE 41, SABAL-FGF21v1 7R 7E
P AT R AFRI B R (SC) AR L (S W 20 f23220) o 48505 BN AR 68 %

[0598] 20 . J5& P (I SABAL-FGF21v1 1 B 5i & 25 ¥ 50 /152 240 CPEME £ SD) .

[0599]

ME | Cmas | Tmax | AUCwt | T12 | CLTp Vss | F
v
WA =R | 2R (mg/kg) | (aM) (h) (nM.h) (h) | (mLAvkg | (Lkg) | (%)
ke | A o - .
F‘%;;JK Ezf-’} 0.08 ] ; 3621 97 0.71 0.076
* X 24 |
BT “ 0.08 T0.8* 13 £9% | 2454 £779 - - - 68

[0600]  * =N — 42 fa 24/ Nm) () I SR ARE A AR A s M s N=2 (B Ik ) 23 2 ) &

[0601]  C.SABA-& kAL &7 F

[0602]  SZJGHICT . ATk 2507 A 1 18] B 4 26 2 K0 SABA-5 Bl iR il 25 43 1) SABA 22 K 1) 161
#

[0603]  {ii FHI N LA ) )72 72 A SABAL . 7— (ED) 5G—Cy s 2 ik 54 A AT AL 1K R 25 & LA JE B
SABAB A 2R 1 o L7 V7R i) F T AR 48 v 2 RSk AN TE 210 SABA- IR Bl &5 o

[0604] ¥ 4ASSABAL.7 (SEQ ID NO:225) 5 (ED)sG CimJB#E (SEQ 1D NO:397) M CimtHishk
JE (SABA1.7-(ED) sG—Cys) HIDNAF B B T i B R 1L AL pET29b (EMD Biosciences,San
Diego,CA,USA) H o5 7 FUE 2l B T FURL B4 4G LA T A% AR 45 A 47 23 R UERINDE T
5 XHOTRR il 4% R N T A7 i 2 18] (B110) o iz Rl 8R4k 2 78 S B MBL21 (DE3) (EMD
Biosciences) 1 H. UL EHE L REIL.

[0605] I AATIRE AR LB F O AR AR AL 770 B S AR BURIDNAZR 1A 344 4
NEE AL ZPL BRI KA E G b -5 2, B il b H A 0 82 A5 40 i (EMD
biosciences) FEUK i1 HLFR 4518 A UL B R4 i 25 STl BV o 1 X BE 41 g ) 20m 1 25 43 TR %
FEAEVK ERAUKTRA Z0) 1. 5ml 5 7 0 e B O v B 2 Ll 44k 1) FURIDNA (1-10ng/ul
R BB N A IR R R R G SRR T UK 55 81, B J5 7242 C K H A
IEUF30FD G2 N FA 2 S R B T UK B IR 240 B o 1) 258 8 N8 0w = 3 SOCER LB 7
B IRIR T 54 R E R R R FORERUE AR IR, AIRIFpET 29b BURL 4 i
ESEUEnRE

[0606] W] 1 SABAL . 7— (ED) 5G—Cy s 7E KW AT B P ) 24 18 e {5 % 1 40 i it A R 2 35
FEM A KR IR A 40 R R 2 A BRI, AN R & 1 FFOvernight Express™h; 34k
(EMD Biosciences&Nature Methods 2:233-235(2005)) . 453510 & F5 10 AT FRALE 18
C LA E A VAN P 2 FR B2 R 1 2 16 /NI, JE A 25 Co S B 40 i, 5 DA S 1) 38 400 A4 2
T=80°C . R IE R A FUEIRAA (IB) S A A, KON HA B TR 7 R4 A i v
# 5 ME

[0607] 4 ¥ fift % il & Bk A (1B) BS Lo P

[0608]  fif i 41 B A 8— 104 G B bl 14y Fie FRPHT 240 AR A0 10 A 8 58 AV TV AL ik
1 f# FAvestin C-53)JFHL (Avestin Inc.Ottawa,Ontario,Canada) , 1L ZE2000PST | il
T PRV R AU 5 VA 4 i o VA A I 35 o VR (4, 000RPM, 203043 F) F£2E 37 7 VA 1
2o JH0.5% Triton X—100%c A MAA B O UTIE AR IR 40 i, RS OB IF W 55
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B RE CEH 2837R) » 2 Ja B DUl ie IR 51 A € . B8 J5 FHPBSZE MRS 5 T A3 1) & FE 1
B £ A4 B O Ui LR B & a5 71

[0609] & fiffuiiik

[0610] i Ji5 ¥ 22 B i H 22 B a5 I IBES L UTiE VA R T-4250mM Tris—HC1 (pH8.0) A&
500mM NaC1Zz iy 6MI-HC1 H o K38 43 LA stk 77 =0 26 9 M0 o B BH N VBAH S SR T 2 & 48
W B R It £ 16, 000RPM I FHSS—34%% 5.0 L/INN SR A8 B 2 AR B BB LA REAT HE 4T
S SR IR BB IR B 4 BB S R P IR (IMAC) il & A6 X HishrZE &
i3t i — ARG AR A4k o T 2 B VRO AR PRI A LS B T IR 2505 e, B S A b R A IR
A P A PR 22 P AT AE T e

[0611] & & (SI=HlF )

[0612] ¥4 W-HCLVA i i A4 K14 B 22 20 Img/mL &R [ 5T (FH 280nM T WO FEAfvh) HE T
3. BMWCOFEHTE o B J5 7E4°C T AE RN I B2 B R B TALE T S 22 P
(50mM Tris.150mM NaCl.1mM EDTA,pH9.0) it . 5 R 52, FUBr 8 47 S 22 oyl o e
FETETBS I

[0613] 7 bk F2 HATR] , AT R 75 258 B BRAL A0 1R 7 2 /B A 8 1 ISR T B o
T 75 BAE L 2 K7 5 (T e R iR 2 1) T Rl — B B DA S THOE Y 1 B & )
I, W iR vE 2, [ RBIEE T IR HA ) 4 AL 4T SABAL. 7- (ED) sG—Cys , & —
AN WA 238 IR A DA R i A0 H 5 B QR I IROR AR 5 SR B i 8 A1 1 e S B e 4 , T e o
FE TR T B i PR 45 TR VR I 57 (I N TCEP = [2—R 20 3] W% (TCEP) BR AR 75l (DTT) ) i
A R D TR P AEpH 4.5 BT Bk L N EAL I AT &, £ 1% pH T Cy sZ L IR
IR 55 91 S AR 5 R B 3 M S B i

[0614] XL fa] B IR FE AT T2 T B 1), HLR EE A] — IR B A TR B, AT IR &R
AM-HCL R B A AR PE B, ST & AL TR nl A8 AP 73+ 1 o S v ok J RO %
Z AR ER MR R AT o B AT AT A AR 108 SR T A e IR S A AL B S I R (GSH/GSSG) 11
AN IR A BT AN R R EN S 80, IR R G T AT IR BRI X
SeHE A BT S, AR B B B4 B b SCRTIA I 2 AT B R R R (X L R )
AT AT B U, AR ER S IHN 2 FECRERE L KN
A B EAE A EsME.

[0615]  FERRUTIE)

[0616] 7 H 47 B 20 IR (S AE 75 B R B A 0 380 25 R, R & 8 S IR A]
T o — a8 A DA RS AEAE AR 5 AT e X3 Y Ul 1 /516, 000RPM
FHSS=34%6 5200 L/INET SRS Bk L4 5, B J i i 2 EH O . 2um R i 98 28 08, Bl J5 =T o
[0617]  JZHr 48

[0618]  AJiHLLf# FHResource QERALNE A #4) i 24 (GE Healthcare,Piscataway
NJ) 24k 47 B I SABAL. 7— (ED) sG—Cy s LA BZ FRDNA e Ho e i5 4 « B 47 S 22 phl (50mM
Tris (pH 9.0) N 150mM NaCl.1mM EDTA) *F#740mL Resource Qi H AT EK)HEATSH K
T ZAE ALK LA T, RE 3 2 Il W T PR T AN &5 B o o 1 28 WAk 1 0 I A4 (1) DNA %
Hregnpame B AR S T ARG I o B0 SR ] 8 FH i 5 4 )8 B R AUZ BT (IMAC) 2D B4l 42
6 X HishnZs (T B0 2 K, I PRI i 28 220 IR (1086 5 e 1
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[06191  K/INERRR JZE A

[0620] i Ji 7] fiff I 4 PBSZE ph i (pH 7.2) T V45 1126/60Sephacryl S1003%26/
60Superdex 75 K/NEEFE AT (GE Healthcare,Piscataway NJ,USA) #— > 45{LSABAL. 7—
(ED) sG—Cy's o & FF 07 BT AR 2 1 BRI A o, FF HL 0 SE R AL S AR 22 1-2mg/m 1, i J5 V8 7R
T-80°C N . BT R18 A 44k 1 8 (A BRI 30k S 24 7= 2R A AR SO A AR Ak o f8F X B85 7, B
FHHWI46 B 35 S IR 5 A AR T AR 24k 7 22080 . bmg 2 10mg B LA R 424k i

EiN
[0621]  SZHEHIC2. Ak 25 A Al H T B AL 24 5T AR 1 18] B3 403 B2 SABA- 25 B Bl & 43— 1) At
21k

[0622]  SEEAIC2-1 : & J 3~ Fy A BE W i T4 Bt J: —PEG20— K bR I UE % :Mal— (PEG) 20—
KCNTATCATQRLANFLVRSSNNLGPVLPPTNVGSNTY-NH>

[0623]  j@# ik [E AH & Bk, i L iberty M ¥ KA Bi#s (CEM Corp.,Matthews,
NorthCarolina) & 1% ik . 7E75 “C 8 F 42 20WK L Y5 STk 3ot 2 B 4 AL PO AR i i3k AT 10t
Fmoc R4 S AR D IR o FIR A R RNLZS #5 HR IR G AR Sk I 0 s B2 B2 - B T-50mL IR TN 44 75
250 25mmo 1 52 Fmo c R $7 IPAL-PEGH JIig (0. 34mmo1/g) FF4H 1% A 1o 15 FH HH il i 4 1k
(110 . 2528 FE SR MU 1K) T 15 AL S B 1R o 76 TR B E P BRI 4RI, il 50 1M HOB I
5 %6 Wk M= ¥ DMF VA VR AL B P IR (BFIR 593 %1) SR R Fmoc 4] - 757K 20mL. DMF 5t f5 , il it F
0.5M HCTU (445) WIDMFYE R L2 2M DIEA (824 &) FINMPIA VRIS L5 73 B R AR IR AR BT 75 11
Fmoc—Z 318 « FERFIARE S RN , FI5IR 20mL DMFYES K BE M T o 7E B Fmoc—PEG20 2 B »
FEBE— PR E-M g (0. 125mmol) , H 40 B ST ffiFmoc—PEGaoff 7 T4 ids b o 44 fiiFmoc ik
PR IR S HE e B 2 R 45 TR TR M S B 25 vh HLli i FHHOA/DIC (524 &) 151k 16/Nef Sk F3)
A83% 3~ 15 SR W V% TR R - FHDMF (4 X 5mL) JzDCM (4 X 5mL) 2 P YK DMF (4 X 5mL) e 4% ik 2
JE N INT2 (20249°8) FI10mL DMFYAVRFEHEFEVR A0 /N o FHDMF (5 X 5mL) JZDCM (3 X 5mL) ¥
B g 43 2R A IRR AL M 50 P 75 KRR UE B KT AR WIMal- (PEG) 20—
KCNTATCATQRLANFLVRSSNNLGPVLPPTNVGSNTY-NH: (B %) o

[0624] @IS A5 T FHTFA/ZK /2Ky (90:5:5;vev:w) (15mL) &b FRO04 S s Jik i A7 4 I
P R T o B R A g ELF FUD VAT (2 X 2.5mL) PPith. 28 K & I MBI 2 L 4mL , i
PN JNE t20 (35mL) A 7= My o it B OU S DTIE R =4, F5 FHE t208e i T, B B K A &
[l 4 GRS {E150%) .

[0625] #1734 AU RP-HPLC, ZEShimadzu LC-8ATY Sk AHZ M X b2l ALK « 5% ik
VAR T 7K /AcCN/TFA (60:40:0.1) W, £ HO0. 45umid JEAF 1L JE , H BB 30me v 5 &
Phenomenex Luna C18FE (21.2X 100mm;5u) F . AE454 5 P 18 F &5 25-45 % B AVE TR T 1% 15
PA15mL/minde B =4, 7£.220nm B FEATUVEZ I o ¥ 77IA : 0. 1% TRAZK AR ;s ¥ 7B : 0. 1% TFAR
AcONVE R . & FF A T4 M 4 43 Gl 23 S ZMHPLCHA 8) FFH 45 T, R B 2 A kR T
T 222095 %6 2L 77 1) o I L LC/MS A3 At A8 FEUE S5 A5 20 T BRI B o DA SR 36 T7 sUML ¢
B fIm/ 28 F (M+3H) *'/3=1464.0 % (M+4H) **/4=1097 .95 it B 104> F24389.9D— 3.
[0626] S f5]C2-2 : & At 3~ R Ik W i TR I9E AL — (GS) s— K B R TE 2 :Ma1-GSGSGSGSGS—
KCNTATCATQRLANFLVRSSNNLGPVLPPTNVGSNTY-NH>

[0627]  ff F S it 491 C2—1 w0 BT 3k IO AH ] [ AH AR Je IR Rk J7 ikl 4z ik, 13 2IE N
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TR ERNRRERKRTEDINal -6GSGSESGSGS -
KCNTATCATQRLANFLVRSSNNLGPVLPPTNVGSNTY-NHs (BERZ) o 7E A5 37 31 B A IS B T80 5 1S it
#C2-1 0 BTkt e ek il £ B RP-HPLCAEAL ALK , AN [F) 2 A AE T 40 53-8 Py A8 FH 77 10-55 % BIFJA
VA TR A P B WK, 45 31 32 /98 %6 Al (1) 7= o J AL LC/MS 43 B 75 HE 8 Z5 AT A IR 1)
H o SIS B Hm/ 2 8 (M+3H) ¥ /3=1598. 3 % (M+4H) *'/4=1199. 34\ 5 F =
4792 2DAE SRR 3 E=A4T91 . 2D LIE JRT 2 N

[0628]  SCifi B C2-3 « & A3 — 5 R IBE W % A Bt - Ahx—/NERPYY (3-36) :Mal-Ahx-
AKPEAPGEDASPEELSRYYASLRH YLNLVTRQRY-NH>

[0629] {3 A S it 451 C2— 1 Hp Bk 1 AHTR] [ AR J7 il & LK, #53 BI Fr /5 /B PYY (3-36) IR AiT
A PMal-Ahx—AKPEAPGEDASPEELSRYYASLRHYLNLVTRQRY-NHo. ffiAla'*~Ser™ JzAla**~Ser™* 5%
WM % B Fmoc—Ala—Ser (0" ¥ pro) —OH{R A 18 - JIkTE = (EBMD Chemicals, Inc.,San
Diego,CA) o fEMRARY I+ M IR RIS » WISL it 1 C2— 1+ BT ik e 1ok il & ZURP-HPLCAE AL AR K ,
ANIE) 2 A AE T 7545580 P9 A5 FH 5 550 %6 B A VA VBT 6 P e I 2 ik , 79 31 %2 /97 % 2l iy 7=
Yo L LC/MS a3 By 78 FEL T S 85 X T B VO IR B 47 o BASEEG T7 O 2 2 (/2 25 - (M+3H
) /3=1415.8 ¢ M+4H) *'/4=1062. 25853115 F&4244. 7D—F

[0630]  SE it 5] C2—4 « A 13— F R B MV Jig T Ik 2 —PEG20—/NER PYY (3-36) :Mal-PEG2o-
AKPEAPGEDASPEELSRYYASL RHYLNLVTRQRY-NH>

[0631] {3 FH S it 461 C2—3 Bk 1 A [ [ AH 9 32 A2 7 il 2% SR IR, AN F) 2 &b 7E T 483% Fmoc—
PEG20-0HEL # fXiFmoc—6-Ahx—OH, HH 43 B BT 75 (1 /N B PYY (3-36) kAT 4 ¥IMal-PEG20—
AKPEAPGEDASPEELSRYYASLRHYLNLVTRQRY-NHz o 7E [l - 47 I 2 #4 HEBE I i , 4 S Jiti 5] C2—-3 v
JT 3R 3 1 1] 4 U RP-HPLCAE AL LK , 75 31 2 /86 %6 4L (11 7 1) o 3B 1 LC/MS 73 Bt 6 Ha 15 5 A =X
NHZ IR G4 o LASEE6 )5 SO S B fim /2 85 F (M+3H) °7/3=1484.8 J (M+4H) ** /4=
1113. 558814 F84449.9D—FL.

[0632] S f]C2-5 : A 3~ >R B W Ji T Bt 2 — (GS) 5—/NERPYY (3-36) :Mal-GSGSGSGSGS—
AKPEAPGEDASPEELSRYYASLRHYLNLVTRQRY-NH>

[0633]  j#idGenScript USA,Inc.,Piscataway,NJ,{# LTS24 C2—3 v Fir ik ) A 4%
TP B0 ) AR RE PP 5 1] i b K 5 45 31195 % 21 52 19 B 75 1 /N B PYY (3-36) K74 #iMal -
GSGSGSGSGS—AKPEAPGEDASPEELSRYYASLRHYLNLVTRQRY-NHs . i 3t LC/MS 43 7 7E LB A 0 T
FAZ IR B 7 o LASEBG 5 RS2 B fim/ 2 55 F (M+3H) °*/3=1618.5 K& (M+4H) */4=1214.1
5B F54852. 2D—E,

[0634]  SEii 51 C2—6 : 5 e 3~ AL MV fidg A Bt s —Ahx—/)N SR PP«

[0635]  Mal-Ahx—APLEPMYPGDYATPEQMAQYETQLRRYINTL TRPRY-NH:

[0636] {3 FH =i 51 C2—3 1 Fiv I8 1) A [ ] AHFE F3 ] 4% b Bk, 49 31 B 75 19/ BR PP R AT 2B 4
Mal-Ahx—APLEPMYPGDYATPEQMAQYETQLRRY INTLTRPRY-NHe (BE%) o A 1a">~Thr 25k 3L 5 8 4
B Fmoc—Ala—Thr (0" pro) —OH{E il % 8 — ik (EMD Chemicals,Inc.,San Diego,CA) o £l
SR OR3P S BB I RIS , S 461 C2—-3 1 i ik Ji ik 1] £ U RP-HPLC2EAL AL K , 15 21 &2 /D
99 % AL 7= 4 o JE I LC/MS 73 A 75 Ha 58 B3 155 3 B B A iK1 B 4 o AN SEZEG W 52 21 I m/ 2 B+
(M+3H) **/3=1533.5 % (M+4H) */4=1150. 4HE (99> F 84597 . 5DFE ALK 1 E4598. 2D
1) 138 SR
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[0637]  SZJfEBIC2-7 : & 3 55 K BE W & A Bt & -PEG20—/NER PP :Mal-PEG20-
APLEPMYPGDYATPEQMAQYETQLRR YINTLTRPRY-NH:

[0638]  {i I St 51 C2—6 0 Fir ks F 4 [0 [8] AR PP il 4 LUK AN TR 2 4b7E T 48 7% Pmoc ~PEGao—
OHUL # X Fmoc-6-Ahx-0H, HILA B rFHF /DR PPIKAT A MMal -PEG20-
APLEPMYPGDYATPEQMAQYETQLRRY INTLTRPRY-NH: (B %) o 75 B A 47 3 1 W IS B , an sz i
151 C2-3 0 ik Je ek ] 4% AU RP-HPLCZE AL AR I , 15 21 28 /91 %6 4L (1) 74 o 1l L LC/MS A BT 75 1
55 S5 A BZ IR0 3 13 NSRBI B fm/ 2 B (M+3H) *°/3=1601.9 K& (+4H) */4=
1201. THEH I 9754803 . OD/E ST AR 73+ &=4803 . ADI 13E /R

[0639]  Sjia {51 C2-8 : A hi 3— 15 S Bt I Jie TAT I8 A — (GS) s—/NBR PP :Mal-GSGSGSGSGS—
APLEPMYPGDYATPEQMAQYETQLRRY INTLTRPRY-NHs

[0640]  j#idGenScript USA,Inc.,Piscataway,NJ, # AL TS24 C2—6 P Fir ik i A &5
T2 10 ] AH AR 7 5 i) A L K, 75 21190 %6 46 B 1 BT 75 /N BR PP IR AT 2B #Ma 1 ~GSGSGSGSGS—
APLEPMYPGDYATPEQMAQYETQLRRY INTLTRPRY-NH2 (B i) o i3 LC/MS 43 B 7 L 85 A5 X T
WK B 1) o SR B fIm/ 2 B (M+4H) ©*/4=1302.5 J& (+5H) > /5=1042. | 5FTit 5
(114> F 85205 7D—FK o

06411 =z 4w # ¢ 2 - 9 . A ® A B B & @4
YLYQWLGAPVPYPDPLEPRREVCELNPDCDELADHIGFQEAYRRFYGPV, 2 FH Cys™—Cy s™ — BiAb ¥R ik,
[0642]  j#EidGenScript USA,Inc.,Piscataway,NJ,{# FAL TS24 C2—6 P Fir ik i A &5
FE P 1 [ AHRE P s 1) B 2R PR K, 15 31187 %6 401 FE 1) N OCNFR It 75 £k MR BT o il i 76 = I8 T oFF
A MK (0. 5mg/mLs 20mL) T-50mM TRISZZE MK (pHS. 1) - 5mMik JF 2 45 it H ik A2 0 . SmMAE {4 2
A5 e IR A 7 R 3P4 R SR SEILZ R B AL IR AL AL o B I e i 2R R IR A VR IR R
10mL , 3 205 HE A C2— 1 o BT 3 S ik 1 4% T HPLC 2 AL 12 ik , AN [R) 2 &b 78T 7540580 N 18 B &5
20-50 % BIFJ AVE TR 1) 456 FEBEAT Y o AT B 21 15599 %6 1 B 75 FRIR N OCNMK o 3 b LC/MS 43 #r
77 L I A R B OZ IR 3 4 o SRS M B fm/ 2 85 (M+3H) °*/3=1933. 3 & (M+4H) **/4
=1449.85 BB 14 F&5797.4D—FL.

[0643] sz jE@ #H ¢ 2 - 1 0 : & B /N K OB 8 & A
YLGASVPSPDPLEPTREQCELNPACDELSDQYGLKTAYKRIYGITI , £ HH Cys'*~Cys™ Ak ¥4k,

[0644] @it GenScript USA,Inc.,Piscataway,NJ,{d FZALL TS24 C2—9 vh Fir ik ) A 45
T P 14D T FHFE e 5 )5 B 2 PR K 5 5 21190 %6 21 1 /I BRLOCNFF) B 15 e M i 4 o A 122 kIR 1k H.
WIS it 51 C2-9 4 B i e 1 ] £ AU HPLCAEAL, , 15 21198 %6 41 & [ B R /N BRLOCNJIK o 1 ik LC/MS 43
BT A FL I8 Z A N B AZ AR K By o SR B0 R B m/ 2 B F (M+3H) °/3=1705. 3 J¢ (M+4H
VY /4=1279. 5 58154 FE5114. 7D,

[0645] sz jE # Cc 2 - 1 1 : & K K R OB & & A
YLNNGLGAPAPYPDPLEPHREVCELNPNCDELADHIGFQDAYKRIYGTTV, £8 fH Cy s ~Cy s™ itk Wik
[0646] i@t GenScript USA,Inc.,Piscataway,NJ,{d FSAL TS24 C2—9 v Fir ik i) A 44
T3 B 1] A B SE AL PR TR 7 5 il A B BRAL DR IR , 43 31196 %6 44 B2 (1) e 75 FRIR KB OCN . i
RELC/MS 3B 76 L s 25 B xRN B A Z R 1K B ) o SR IS L 22 31 ffim/ 255 F (M+3H) **/3=1862.5
o (M+4H) *'/4=1397 .5 58 2114 F&5586. ID—FL.

[0647]  SEJFC3 . AH FH E >R S e 2% 65 I ST i EH A 22 19T A= 160 ) B 4 7% 2 (%) SABA- i i

143



CN 107698682 A iﬁ, EH :I:S 142/145 71

2 SABA-PYY J2 SABA-PPEl 443 F

[0648]  FHO.5mM TCEPIR )& b iR #EQ Sepharoseft (GE Healthcare,Piscataway
NJ) E&ifhiISABAL. 7— (ED) sG—Cys & [ - B TCEP 33— 4 (1 A /NEEFR EHT , 78 FI50mM 2,
BRAH L 150mME AL AN (pH 5. 2) “FH#T Superdex 754 (GE Healthcare) F4lifhiZiE A .k
JBL ¥ SABAL . 7— (ED) 5G—Cy st A FE AL ZZ T AL : 1R IR LE 5 B SR B I i -PEG 20— fiR Ui 35—
CONHa, £ >f 8t V. 'i-—PEG 20—PY Y-CONH2 8%, E >R I WV fiZ —PEG20-PP-CONH2 5 il IR 20 & HAEAC T
RS TEEER ARG G B AE S0 . 2umid 3€ , HAF i Superdex75SECH: ,
PBS (pH 7.4) H Vi 2 I B 43 B LB I 1) 22 11 JFTSABAL . 7 (ED) 5G—Cy s—PEG20— /i€ 2 —CONH:
(SEQ ID NO:328) .SABAL.7- (ED) 56—Cys—PEG20-PYY—CONH2 (SEQ 1D NO:344) B{SABAL.7-
(ED) 56-Cy s—PEG20-PP-CONH2 (SEQ ID NO:364) .

[0649]  SEZjifif5C4 . SABA—FHEZE ik (V€ & \PYY J¢PP) Bl &4 5 A LT A & (A 1K 45 & Thak
[0650] M| %5 25 1 3L40% (SPR) J&— Fh ] SEIN W42 21 43 ) A B /E R0 LR S & Bk 7
X s aGh  ff FHProteOn XPR364X 2% (BioRad Laboratories) 74T SPRZ:E ST - AELE i
VR, BN IR Eh 22 ph A= 2 357K 0. 05% Tween 20 (pH 7.4) Wy H Teknova (H £ 5P1192) , HArf
SEIGIILE25 C R A AR R 1 FE 5 A W E BioRad Laboratoriesf A%l &
FH A8 A LV A 5 A B[ 2 FBioRad GLCH A bo NG A& AW HNovozymes
(RecombuminTM) « ¥4 £J5000/™ H4i H 47 (RU) B A LT A & (A [l 58 T-GLCAS Fr 3R [ 1944 75 51
VKIE b TR, ST 15 . 6nMZE 250nMI) TLA LA 30u] /mindE S EH M F#F
L2400 o IR MIAE 60080 . FI100mM HC1 A2 R [ o fff FProteOnE B {4 (ProteOn Manager
Sof tware) J BT 1 4R I & I BARE 2 10 1 45 AL AN [A) 94 P Y ] T R S 08 /R BB 3R
SEIG R, K YRR 500nM 2R 32nM K 5 PR FE v ST 3R 100 b, B BBk 2 A S o 0 ix 2 sk 5
(1) &5 SRR IME B R TR 214 Ko W& 8 8 BN F IR SE A A AR E %
ih M EE T SABAR S A LTS A A 2 F 2K AR N 2593 152 11, vk
B0 T-SABA-FGF-21 Bl & M i ik

[0651]  K21.SABA-FPEZ kRl 545 N LG 8 1 45 A 1 KonKore S KofH -

[0652]

EaQRA Rt Kon(1/Ms) Kon(1/5) Kn(M)
SABA- & & & -CONH2 4 & 4 93410° 24110° 25.8 107
(SABA1-AMYv25; SEQ ID NO: 328) | |
SABA-PYY;3.CONH2 % & 4 92910° 2.08 10™ 22,5107
(SABA1-PYYv7; SEQ ID NO: 344)

SABA-PP-CONH2 4 & 4 7.8810° 1.42 107 18.8 10
(SABA1-APPv7; SEQ ID NO: 364)

[0653] St f5C5 . SABA—A Bk Rl & R AR A M Tk

[0654] S5 C5—1 : SABA-FEVE 2 Bl & W A A 1k

[0655] [t v 25 o G AL R IE R AR (— FhGABEGPCR) K175 5 I i FRIR 7 1R R A
(cAMP) 7= A2 o DRI I, A5 FH 200 i c AMP 7= A= SRAE M e 22 I8l AR R A 40 ) R s PR ) S 7 o LA
& » 5ESABAL-AMYv25 (SEQ 1D NO:328) & [ R 4MEME , BHE2L 77 (ECs0) e hak (BLAHLE T
M IFRE 2 IR 252 21 1) e K0S PRI B 4 B EROR) o
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[0656] G N 229 B 7 , SABAT-AMY v25 Fill i8R 2 1A e 22 52 AR T HEK 40 i H 7 AE c AMP
SABAL-AMY v25[#] &% 77 (EC50) Jy12. 2nM H DU 9 IR TE 2 IR 29119 % o PRt , SABA1-AMY v 25 ]
2 % BT SABARS) IR £ A 41 5 V2 Hh AR B 58 4 I JRE 2= DO RETE 14 o 72 B Sk 3e v, KR
FRE 2 55 SABAT-AMY v 25 2 X HEK 52 A 21 i 7 1) cAMP 7K P I I 25 52 1), b TE B o T feie &
ZAREIRE FPES

[0657] iRy 2 A2 MAFe Al R R 2

[0658]  fige 2 A2 A4 ARG 5 R 524k (CT) SRS A M B 11 (RAMP) 2 — 1) 7 R 4k Jl il
FEHEK 293201 Jif v £ 5 5 Gk B AR FECT (a) 5 N SZ ARG PEAZ M 22 113 (RAMP3) o™= A 20 e
TR R o 1 PR e H 2 S AR AN e F BT AT TR R IR (LR KRR e 2%
B4 2 L N P45 2 J2 A CGRP) RAIF o 7537 C J25 % CO2 T 1574 58 40 i 23535 T47 10 % FBS. 3001
g/mUBTEE &R M 250ug/m1 ] 2 2 11 5€ ADMEMH

[0659]  FI-T-3FAfi SABAL-AMY v 2535 {4 1] 44 S FRIRAMP (cAMP) L e Il 5E %

[0660]  EILfEF AR A Cisbio Bedford , MA) FITHTRF® cAMPIE 355 G2k AT cAMPII 52
3 E37TC 5% Co R R Z B EMMAEKTBD Falcon"75em® B (BD
Biosciences,Bendford,MA) H1HEEFRIE (510 % FBS.300ng/m1 i & 2 A2 2500g/m & 2 1Y
DMEM) 5 . f# FH=k E Invitrogen i 20 it i &5 22 Py (Cell Dissociation Buffer) (A5
H B EE 40 o 75 FIPBSZR M BE I — IR i, AT 4 B P8 % T I 58 2 il (HBSSZ2 ik,
2.5mM HEPES (pH7.5) ~100uM IBMX) 1, 3F InkE BI96 FLIN B2 354k (FFFLZI2, 000421 ) .
B JGAE37 C R 40 i 5 FE e 2= IR BSABA-FRE R — iR & 3040 B o AR 40 il 3 w1 7 &
(Cisbio) M40 ) cAMP = .

[0661]  SZjifif5C5—2: SABA-PYYs 36 5 SABA-PPRl-& WA A M ik 1t

[0662]  JIKYY (PYY) S ik 2 ik (PP) Ay 433l [5] B2 T~ B W48 B ity 9 Wil S B Uk 3 A 1) R SR v i
KN, R R PYY S5PPE AT L L &K IE R 5, K KB E A 36 MR
R - PYY 7R P 3k — 25 H B DPP TV U B A B A AR W0id PE I 2RPYY (3-36) o 7E S p S AE
N H L PYY (3-36) BUPP R A1 a5 22 51 S £ M sk 2D J A T PR ARG o s 7 e A8 35 1) kil
PYY (3-36) J&/BRPP/K V-5 B & IBIPYY (3-36) J2/BPPAK - ERBE AR  AHLL 2 F , IR B iE A
HOH TR G EREN EE LA ST EE N IKPYY (3-36) J&/BKPP.PYY (3-36) JPP
(RIBENE F7EI6R 7 BRI R AR o v B A AR BT T AN B NPY Y2 2 YA 94 BIRTPYY (3-36)
Je PP AT B i 55 A AT ) B2 AR JNPY 32 AR J& TG B A A8 7% 32 44 S iR o 76 B S 70 U S NPY 32 44
AR JEGE (1 , MR EL 45 A I GDP B NGTP . {8 F 35 4+ &5 4 I 5 V22 ) B SABA 1 -PYYv 7
(SEQ ID NO:344) K SABAL-PPv7 (SEQ ID NO:364) %f H & %5244 45455 M Fy, AT HGTP
Y SEE AT ok N EAE 5 F R 2 AR T E A 2 — I 32 AR SRR DhRe JE R

[0663] 22 il 7~ , 78 B 3 I 52 v vh B US4 2% 77 (EC50) S0 . 6nM O FPYY3-36) %
52nM GiF T SABAL-PYYvTREEA4) o AE BT I 52 v2< Hh B A5 1 2% 77 (EC50) A1 . TaM G5 FPP)
KT 1um Go-F-SABAL-PPvTELE ) - SABA1-PPvTELE 1) % AR A% 7T VAR T A 25 4 SABA
5PPZ BKIMPEG2082 3k o 1ZPEG204523k 7] B8 7E A4 ZE A v AS 2 St AR 1, 1 0 A 2L A Ho e 3k
(1% 46 422 A e D 32 SABA-PPE & 1K1 2 77

[0664] 57 {AJEL il % -

[0665]  fi—NT150KEHR L 2615 ANPY Y288 Y452 44 ) 55 40 CHOZH e A= K T 570 . 5mg /m1
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GAL1SIHIF—1 287 F2 5 (HAM, & L- 8 Bt ) H E BI04  FEYEE 2 BT, A FIPBS (FoCa” Mg
) Ve R B S AR A R S AR S o O A B O T TR T Im L YA A 2
VR 20mM Tris—Cl (pH7.5) - 1mM EDTA K & 1 Bl A1) o B HPoly tron3s BiALIY Bifk
(B EH, 10FP X 2) 7E1,000g B L3 A AL 105 Bh o B LB HAF B Oyl T T
Im DB ARG B S 38 AR I FRIRAE L, 000g T 1540 1073 BT VR & PRI 0 Y _EIFVR HL7E 100,
000g B 0060 43 B o 8 BT 15 I B O DT U8 FF 277 T-2500 1 9 58 22 v (TBS (pH 7.4) < 1mM
MgCl2.2.5mM CaCls) H . & A TR EHH S AT T80 C TERfEH.

[0666] 354 & A e 1

[0667]  7E96FLIGFRAR HH AL AR TR 2500 (9 I 52 22 ph v (TBS (pH 7.4)  ImMMgCl2+2. 5mM
CaClz) P AT 1Z I E 5 o« SOSLTER A W) HE 7 B A i (SABAL-PYYv7/SABAL-PPv7 . Xf BEPP/PYY
(3-36) T BESEF 5 S20.025nM * T-hPYYEX'* T-hPP (2200Ci /mmo1 ,PerkinE Imer) 41 A% - ik
FUA NPT = 1500 I ERE . 50u1 2 T-PYYE * 1-hPP. B 5 Jy50u 1 5 (4L I 52 Z2
W 1-30g) AF RIE TR S &A1 AW 1204 . 5Bk 48 FPackard 20 i 45 304 f i M
T EGE/CEi 3R (B80.5% B 24 W e 120 1 %BSATIIE ) |k 4s 454 e b B J5 UK
150mM TrisZEmM il (pH 7.4) (4X200m1) Peigid dEMR . BEi o, 1 &L iR indonl
MicroScint20 H7EPackard TopCountA 4k it H8e x5 bkt %k

[0668]  GTP vy S&5 & IE

[0669]  FEI6FLETFEM LA 1000 L ARF AT 1Z I B 5 . 15 S 130 25 FL P s I Low 1 3 FH 22 o
¥ (20mM HEPES (pH 7.4) . 100mM NaCl.1mM MgCla.10uM GDP.0.1%BSA) o[ J5 i /¥ in 10w
LIS AL S FH40n1 5 (LTI 2y b 1-3ug) 3 A8 VR4 - 7525 °C R 7ERY FIE &
Y3043 5h o i JE R IN40n 1 LA *S-GTP (0. 25uCi/ml) (¥ SPAEK (£F4L0.5mg) H.AE25°C N IR
N E 604 Bl I 7E1000rpm T 055k 45 W R B .

[0670] %22 . SABA-JFEE 25 . SABA-PYY3-36 2 SABA-PPRt & M1 DhEE 1E 1k .

[0671]

ATmBGH | HK F ik T HSA & % F= 1 [ 4R
A #SPR|(nM)

M £ K (SEQ | 5.1+1.08 100%* | fmlcAMPH] | --

ID NO: 300) (ECsq» nM) ik

SABA1-AMYv25 (SEQ | 12.2+ 1.07 119% + | fmicAMPR] | 25.8

ID NO: 328) (ECSUa ,HM) 3.‘.1.* Z\/%

PYYiu6 % B Ak (SEQ | 0.6 100 GTPyS # & | -

ID NO: 334) (ECs5» nM) HEEME Sk

SABAI-PYYv7 (SEQ |52 - GTPyS % 4 | 22.5

ID NO: 344) (ECsg, nM) M Tk

PP &} B& Bk (SEQ ID | 1.7 100 GTPyS % & | -

NO: 353) (ECsg» nM) sl R sk

SABA-PP >1 pM - GTPyS %4 4| 18.8

MAL# &4 (SEQ ID LA sk

NO: 364)

[0672] s ld 7 AL A PO R AR IRBC AR B K36 PRI %6 230 . 45 REAKR B — TsE 3 — 3
= AR T AME £ SEMRIR
[0673]  D.H'ESABARL G 7+
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[0674]  SZiEHID1 : SABA—E 85 8 A Rl & 0 A4 A 1

[0675] 45 25 [ (OCN) Hill 5 e BAH o o 11 gt Iy 2= 43l » DRV IEGATE FH ok ) Wik 15 B A0 ik &2 1) Mo iy
AR VG EES S A (OCN) RSN M DhRe i 2w « FHR SR AOCN (hOCN) f¢ HAdnectin
SABARH 7 HJ A OCN (SABA-hOCN) &b F2 15 13 ik & » 1 DN 5E 5 25 M AR FH DS I Jige & 3R 0 WA )
R FERL .

[0676]  SEJ#ifID2: SABA-Ape 1 infl &4

[0677]  SABA-APLNv2/&SABAL .68 HH6 X Hi shrZs J (GS) 74%3k SAPLNvARL & IR &) o 1
28 R KB P , APLNVAEFR K N 45 0486 0ng / kg 1) 25 18 T f TS 11 o I 1k S0 SR - SABA-
APLNv2JEHL15,0000 73 F& , H A APLNv4 5 Bl & 25 1 FTE 10 % o 1 SABA-APLNv 24 6001g /
kg 1) 771 B A ik PN 58 8 2 20 JRR I K BRL 5 10 R 52 M UL s  SABA-APLNv 244 B2 A4 i = v 14 11 7] BE i
AT ALHE  HER S5 A YRR (productive collision) FZE UK R F39800s A7 FHL L BUIK-
PKEIR K o AR A SABA-APLNv 2 Il 58 H A2 75 45 A THSA.
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5
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[0001]

<110

<120
£1303

<1405
<1415

<1503
151>

£160>
170>
<210>
<211
212>
<2135

400>

Rk

GOSSELIN, ‘MICHAEL L.
FABRIZIO, DAVID
SWATN, JOANNA F
MITCHELL, TRACY S.
CAMPIJAUSEN, RAY
CLOAD, SHARON.T.
HURFINE, BERIC
MORIN, PAUL E.
WMUKHBERJEE, RANJAN
TAYLOR, SIMEON 1.

Ltk a ettt
COTH-529-101

PCT/US1T/ 034998
2011-05=03

61/330;672
2010-05-03

444

Patentln version 3.5
1

94

PRT

A

1

Val Ser Asp Val Pro Arg Asp Leu Glu Val
1

Ser Leu Leu [le Sgr Trp Asp Ala Pro dla

Arg Tle Thr Tyr Gly Glu Thr Gly Gly Asn

20 25

35 49

Thr ¥4l Pro Gly - Ser Lys Ser Thr Ala Thr

65

<2105
L2711y
£212%
<213>

£220>
<2233

€270%
<221y
222>
<223>

Gly Val Agp Tyr Thr Ile Thr Val Tyr Ala
; 70
Ser Prio Ala. Ser Ser Lys Pro lle Ser Ile A
85 50
2
157
PRT
AT 5
A TR )
i
MOD_RES
(1. 02D

AEFRAM L REOTA 84 1-15,
210, 1-8, 2-8, 1-5, 2-5, 1-4, 2

Val
Val
Ser

Iie

2-1%
1, 1

148

e

Ala Ala

Thr Val.

Pro Val
45

Ser Gly
60

1 Thr Gly

Tyr Arg

1-140,

Thr

Pro Thr
15

¥ Tyr Tyt

Gln: Glu Phe

Leu

Tar

Lys Pro

g Gly Asp

3, 2-3, R1-2 EA
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[0002]

7
Rl
o
Ly

t

B}

2:7’7 ¥

Xaa

15

Xaa

Tyr

Xad

Xaa

Xaa

95

Xaa

Val

<2203
€9%1> MOD_RES
<2225 (26)..(45) -
223> 4§‘adajkﬁleu?L_ AR A 220, 2-15, 2-10,
2-8, 5-20, 5-15, 5-10, 5-8, 6-20, 6-15, 6-10, 6-§,
x 6 7 5&?2
220>
221> MOD-RES
<2225 (54) .. (1%
<22% AR B ALER AT RET R Bd 2220, 2-15, 2-10,
2-8, 5-20, 5-15, 5=10, 5-8, 6-20, 6-15, 6-10, 6-8,
& 61 R
<1205
<221> MOD.RES
€222> (79).. 198) _ _ o
Qn>ﬁm’@wxlzri7%@@v%m,24;24& o
2 8, 520, 5-15 5-10, 5-8, 620, 6-15 6-10; 68,
/K 6-7 [%3%
<2207
<221> MOD_RES
212y (102). .. (2D
€223 4§e?§a}Eﬁ@i1¢?[_ii'Tﬁ A 220, 2-15, 2-10,
2=8, £-20,. 5-15, 5-10, 5-§, 6-20, 6-15, 6-10, 6-8
& 6-1 %xik
€220>
<221> MOD_RES
€222> (131).. (150) o
2235 EELALR AT RATHESS 220, 2-15, 2-10,
2-8; 520, 5-15, 5-10; 5-8, ¢~ 20 b 15, 6-10, 6-8,
% 6-T A
€220
<223 BRI ds A Rth ) T BRI L B
<400> 2
Glu Val Val Ala Ala Thr Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5
Xaa Xaa Xaa Xaa Xaa Ser Leu Leu Ile Xaa Xaa Xaa Xaa Xag
20 25 30
Xaa Xaa Xaa Xda Yaa Xda Xas Xad Xas Yaa Xaa Xaa Xaa Tyr
35 40 45
Lle The Tyr 61y Glu Xag Xaa Xaa ¥ad Xsa Xaa Xaa Xdz Xad
50 35 60
Xaa Xaa Xaa Xaz Xaa Xaa Xaa Xaa Xaz Gln Glu Phe Thr Val
65 10: 73
Xan Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xag Xaa Xaa Xaa Xaa Xaa
&5 94
Xaa Xaa Ala Thr Ile Xaa Xaa Xaa Xag Xaa Xaa Xaa Xaa Xag
100 1058 110
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Asp Tyr Thr‘IIQ Thr
115 120 125

149

ey
|
3

i
i
=3

Xaa

Xaa

Arg

Xaa

Xaa

80

Xda

Xaa

Tyr
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[0003]

Ala Yal Xaa Xaa Xan Xeg Xaa

Kaa Xaa Xaa Xaa Xaa Xaa Yoo Xpa Xaa

130 135 149
Xaz Xag Xaa Xaa Xaa Xza lle Ser lle Asn Tyr Arg Tht
145 150 155
<210> 3
<211> 118
212> PQT N
<2135 ALFD
<220>
323> AL TR HMEED S
% Bk
220>
<221> MOD.RES
<322y (13),. (32) )
223> 1Ivm;&}tﬁxji1%{:ii?’ﬁ @t 220, 215, 2-10;
2=8, 320, 5=15, 510, 53-8, 6-20, 6=15, 6-10, 6=8, 2=7,
. 6-7 HA
<220
<221> MOD_RES
227> (53) .. (12)
SONE> 41‘,@:@;;5\@%&21: R RE S 2220, z 15, 2-10,
2-8, 5-20, 5-15, 5-10; 5% 6~ 20 15 6~ 10 68, 2-1,
2 6—7 1
<2205
<221> MOD.RES
<2225 (92).. (111) ]
<273> tﬁm,ii;kﬂijll7lﬂik" BB A 2-20, 2-15, 2-10,
2-8, 5-20, 5-15, 5-10, 53-8, 6—20,,‘, 6-15, 610, 6-8, 2-7,
% 67 BE
<220> X N = 5 o ik - - . o e
<2235 A ik ot TS ZANBERWHE B
<400> 3 ) ; _
Glu Val val Ala Ala Thr Pro Thr Ser Leu Leu 1le Xas Xaa Xaa Xaa
1 5 15
Xaa Xag Xaa Xag Xaa Xea Xaa Xaa Xaa Xaa Xea Xaa Xaa Xaz Xaa Xaa
20 25 30
Tyt Tyr Arg Ile Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gln
33 40 45
Glu Phe Thr Val Xaa Xas Xaa Xaa Xaa Xan Xaa Xaa Xaa Xaa Xas Xaa
50 55 60
Xaa Xaa Xaa Xaa Xaa Xag Xaa Xaa Ala Thr lie Ser Gly Leu Lys Pro
65 70 75 80
Gly ¥Yal Asp Tyr Thr Ile Tar Val Tyr Ala Val Xaa Xsa Xas Xaz Xaa
85 90 95
Xaz ¥aa Xad Xaa Xad Xae Xaa Xaa Xaa Xas Xaa Xad Xsa Xea Xeu [le
100 105 110
Ser llg Asn Tyr Arg Thr

150
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FF

5

=
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[0004]

115

210> 4

<211 82
<2123 PRT
213> ALF7)

220>

€223 ALY gk

% Rk
<400> 4

-l

Glu Val Val Ala Ala Thr Pro Thr Ser Lew

1 5

Tyz Tyr Glu Gln 4sm Ser Tvr Tyr Arg lle

20

Gly Asn Ser Prg Val
35

Ale Thr Tle Ser Gly
50

Tyr Ala Val Tyr Gly

Arg Thr

<210 5

211> 8

<212» PRT
213> AL57)

220>

<293y AL IFR| bR
i

400> 5
His Ser Tyr Tyr Glu.-
1 ]

<210> 6

211> 4

£212> PRT
<2135 AL

<220>

<2135 /$J1f?§ﬂé§$§ﬁi

Hk

<400> 8
Tyr Sgr Gln Thr
1

210> 7

<211> 7

£2133 PRT
I3y A LFT

220>

223> AR I Hdhis:

10

25

Gln Glu Phe Thr Val
40

Lew Lyvs Pro Gly Val
55

Ser Lys Twi Tyr Tyr |

70

LAY

Gla Asn Ser

aAH

S

Len

Thr

Pre

Asp

151

Ile Ser Trp
Tyr Gly 6lu
30

Tyr Ser Gln
45

Tyr Thr Ile
60

o Lie Ser lle

His Ser
15
- Thr Gly
. Thr Thr

- Thr Val

Asta Tyr

80
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[0005]

7S

400> 7
Tyr Gly Ser Lys Tyr Tyr Tyr
1 5

<210> 8

211> 86
<212> PRT
Q13> AL

220> . ; v
923 ALFF MM AR
2k

<4005 8

Glu Val Val Ala Ala Thr Pro Thr Ser Leu Lev Ile Ser Trp Pro Lys

1 5 10

Tyt Asp Lys Thr Gly {lis Tyvr Tyr Arg Ite Thr Tyr Gly Glu Thr Gly
] 25 30

20

Gly Asn Ser Pro Val Glo Glu Phe Thr Val Pro Thr Arg Gln Thr Thr
45

#5 40

Ala Thr 1le Ser Gly Leu Lys Pro Gly Val Asp Tyr Thr 1le Thr Val

50 55

Tyr Ala Val Ser Lys Asp Asp Tyt Tyr Pro His Glu His Arg Pro lle

65 70 148

Ser Ile Asn Tyr Arg Thr
RS

210> 9

211> 8

<212» PRT
Q13 ALFEZ)

<200> ‘ ; |
Q23> AL AT AL AR

7

400> 9
Pro Lys Tyr Asp Lys Thr Gly Hig
1 5

<2105 10
<211 4

€212> PRT
<2133 ALFF)]

<2205 ‘
223> AR 9MEr S

Ak

<400> 10
Thr Arg Glo Thr
1

210> 11
<211y 11
€212> PRT

152

60

15

30






