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1. —FFEHSEQ ID NO: 4R IR T FIAH B 2 ik, Hor

(a) TE180LL MR I A H AR 2R « 22 Z R FI A & IR 5 Al

(b) TEOSHL I 2 FE PR R IL A IR BLAE 1 7 L, 1) S A PR ik 3 & H &R

2. BRNZLR L Z K, gk — D a & i SEQ 1D NO: 314 a3k 741

3 RIEL R 18211 2 K, Hogk— DA & i SEQ 1D NO: 114 AP 4 i3k .

4 ACFNZER L -3HAE— I 2 1K, HA B 2 k5 —Fpak 2 FpE S 3 id 2 .
5. BRIZLSRAM) 2 Ik, o BT iR 5 6 0 /2 PEG .

6. — P G, AL B BURIEE SR - 3HP AT — T 22 JRRN 24 2% b mT 45252 ) TC il 7)o
T HURIEROI 252 G4, o i 24 5 b A 48252 1 E /1) 57 2 7K e IR

8. WRIEL R 6T 2520 A4 o F 3697 AR 3L v

9. BRI ZR I 252 AW, He b B iR A 25 LA 280 0% PR3 BRI JRESE

10 AR ZE R8I 25 WH &4 , Fovb Firalk AU 28 L2 PR 14 B 197 14 ¢ (NASH) o
11 . —Fhgm AR R B SR 1- 3P AR — TR 22 K IR A% R

12. —FhEAA, B 5 BCRZER LA IR 70 1

13. —FhiE F 400, S BRER LR 7 1o

14, —Fp 2 B4R, A0 B AN BOE 2N BOR 22K 1-3HR AR — T 2 Ik

15 BURIEE SR 141 2 B4R, o & 55 — 8RN 28 8%, iR 58 — 4 DL R 4Lk -
(a.1) SEQ ID NO:4f)Z ik, Hrdr.

(1) 98ALHY S 2 B K 2 B HUAX 5

(i1) 17107 B 2 R e H 2 R BUAR s BA &%

(iii) 1807 Nz BBk A A R HUAX ;

(b.1) HISEQ ID NO:31ZH k5 LL K

(c.1) FSEQ ID NO:11ZH %I Fcad fadm s LA K

Frid 85— i DL N 4Lk -

(a.2) SEQ ID NO:4f)Z ik, Hidr.

(1) 98ALHY S 2 B K 2 B HUAX 5

(i1) 17107 B 2 B e H 2 R BUAR s BA &%

(iii) 1807 Nz BBk A IR HAX ;

(b.2) HISEQ ID NO:31ZH k5 LL K

(c.2) HISEQ ID NO:11ZHRfHFc4: i .
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FGF2138 1A K H B

[0001]  ARHIE N S HG, I HIE I H1E H 820104E5 H4H , %5 4201080031036 .6
(PCT/US2010/033478) , KB 245 A “FGF21 FAZ K Je H FHI&”

[0002]  AHITEESR200945 H5H $258 1) 36 H Im i g 561/175, 736 412009412 HIH #2
A I 3 B IR I BB 561/285, 1I8HIRL &, A3 ATk B @t 51 S & BIA S .

% BB 4T

[0003] AR B R mfdFGF21 RAZ R 2 KL IR 7 ¥ \FCF21 RAZ R £ ik A FGF21 RAR
12 IR 2540 Vs X SRR 2 KB A A Y Tia 7 AR S ELE 7.
[0004] RHHEE &

[0005]  FGF21# J8 T HIEFGF19 . FGF21 FIFGF23 1 i 41 4t 41 it A4 K- Rl 1 (FGF) W7 5K 1= 1K) 43
W Bk (1toh%%,2004, Trend Genet.20:563-69) FGF21 & F #AY [IFGE , [K & AN H T BT
7, I ELAE A 200 I oA e s AU A T R R AR

[0006] AT CDNASE 2 43 B8 HH A N B 20 W IRl F- (I FGR21 ‘e 7E FF AT AR s R0k, o HL2
T AR o 3RAK B FGF SR [ M — F 0 o ik B SRAKFGF2 1) % L R /N BB A AR KT AR 42 1
1127 6 265 B8 AR H I = B 7KK R AR R Y, I HANAFAE AR08 A OGP 2 808 JR 95 i I 3K
RE FERE o 75 W5 U5 S 40 AN R K AR v 24 31 25 F S A PGF21 25 [ 5 B0 3% 3 ) B /K F 1E
i A R = R I T 7 S R AR DA % o e T e R g I 2R R 14 15 B 2 . 534, FGF21
TE e B N BE T FE K T3 Bl AR 6 T g A B AR 7 o SEES A ST N 25 45 T FGF21
PLIGIT AR 2268 PR IA B REE LRG3 %5 (dys1ipidemia) AN AR L BAR Y 25 HLAR At
T 3CHE

[0007]  AFGF21HA R HIARN 733 o ££ /N H , AFGF211 73 9 1 - 27N, 76 B A
(cynomolgus monkey) 1,73 182 5-3/Nif o 7EFF R AE 28K PRI B VAT H AR IR 9T 7708
FGF218 I, il B 7 e K77 B B 1 75 WIIE K I FGR21 88 1 W] e Vi IR AR Hh 45 7
FReh T2 O U B AR SO iR T x 2R H .

[0008]  x HAMEIA

[0009]  AKBIATF—Mr BRI 2K, f5SEQ ID NO: 4B FA, 3 i 5. (a) &
b —ANFE180AL I 2 SRR EUAR ;s A1 (b) 3 H LA R B 2/ — DN IERR R : (D) AE1T LA A EUAR s
A1 (11) FEISHLHTHUAR s BA K () 'EATTIIAH 5

[0010]  FE—ANSitE 7 R, 7 B 1) 22 AL 55 AE 98 i) EAR A 75 18047 (1) AR, FF H I 1
(a) FTIRAEISAL A BARIE F AR IR - 2F &R - A &R B & B % = R A 05 &R 5 A1 (b) AT
RAE 180N Y A B H &R IR « 2 IR B A 2K s DL & (o) 'BEATIIZH & o AE— > SL i
J7 ZH, 9847 () Ak HE A K 2 IR HL 18067 Ak 2 A =R i 2t T — MR & 2, B8 5
SRR IR T ARG B 7 B 2 K AE— DT B, IR SRR Y S & F e 45 # e el H
JrB HH AT SEQ 1D NO: LI R IR T A A8 o — St 7 B, 2 Kl it Bk HFc 45
R4, LR AE X — St 7 i, 3 A1 5 GGGGSGGGGSGGGGS (SEQ ID NO:31) o fE—MFE
e EH, Z KA SEQ ID NO:ATGE AT T —Fh 2 Bk, B & PN ECE 24N A 2 1K
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WATF—FAMEE Y, A5 55 BB 2 KR WK Bk I 55 24 2% b nT 452 52 1 T 1 7
(formulation agent) o fE 73— J7 1 , $& 4t 1 — MG T AR Z AL 7 VA LA S AE— AN St 7
H T ARG A T BN B T AR A S W) AL — St T B, AR R
LA A PRI AITE 53— A, AR 2L R R PEE AR 405 T 9miD 43 B85 1 22 BRIAZ IR , LA S 7E—
AN 77 R AL AL A SEQ 1D NO: 46, B R v A T 8tk Frid 8 ikl B S A7 T 18
e rp AR —SEiE T R, ZIEE : () A SN R IR A N & AR v, £
JUR B3 0 B I LN M0 + (b) AN 122 5 TR ke o ) 0 5 oK i BB, JH v 22 IR e 8 %
IR FL BN IR 5 BR () AN 8N S R IR TR S 1 = 58 AR i B AN M I 1 24 S 2R R ke A
(100 22 22 R g B L, G HP 22 K 0 B AR 2L B0 0 IR o IR 7 L B S it 7 S, 2 IR 3N %
Fe—Fhel 2 FhIR-E W), B UNPEG.

[0011]  7E 7 —SLitiFy S+, 70 B ) 22 KL & 7E LT LAL I BUA R AE 18OAL Y HUAR , H HLIL A
(a) FTiR AE 18007 A BUAR 1B 1 H 2R 2 R - 2 R AN & % ;. (b) iR AE 1T LA A B 16
PR R Z IR R AW R AR IR R A 2R A & B 2R H R
R 2B IR I 2R LB IR A IR s LA (o) eI G A —ALhE T R, 7R LTI
BRAE H AR AL 1804 TR R R AR - Bt —FhEl & 2 ik, 5 5 F IR ERT 5@t
GBI Z IR AE— AL B, IR R TR Fe g M s L 7 B I BT B
SEQ ID NO: 11FJ IR T4 . 1 1 —SLiti 7 &, 2 odid 43k 5 BT iR Fe S5 M3t &, LA &
18— Szt 7 =, #3441 5 G66GSGGGGSGOGGS (SEQ ID NO:31) o £E— AN & S it 7 =
Z KA SEQ 1D NO: AT JE AT —F 2 AR, B E A BE Z AN G 2 K AT —F2i)
HEY), B E 7 B0 2 ORITE Q7K 8 s 55 24 % b n] 8232 e il 7)o 78 S — D7 T, SR i — g
S AR AL 77, DR — N2 T Rerh , OB RS TR BN B S T AR SR
25 75— S 5 S b, AR 25 EL A2 M PR 78 FITE 53— v, AR B L A2 R PR o
WL T Jh o3 B 1) 2 KA RR , LA J A — NSt 7 R AR B SEQ 1D NO:46. B4 2 nf
AT HAMAA, Frid sk B AT EEHRY AN LT R, ZHESE: 0 A
Tk 8 L R R S 1) B8 R R oy L, FL b 2 KRR M B AR LA B Lk s (b) AN 1245
B TR TR JEE (1) 2 R oy L, L 22 UK R A A LR L 3 P ) IR 5 B () AN i 8N S R R ik
SRR U AR it A AN I 124N R R TR AR R S R v R, Forh 2 IR RE W B I L3l
P IR o S A L () St 7 R 5 22 IR IR i 4 — Pl 2 BB S 4, 51 WnPEG .

[0012]  #F W —SEhiJ7 b, Z IKELASEQ ID NO: 4/ £E9SAL [y BUAR L 26 17 147 [ B AR Fi 8
18047 I HUAR, I HLH A+ (2) fELT LA HUARIE B AR S 2R - R AT R AR 1t
AR AR AEAW N AR VHAR AR L AR AR AR IR B = ; (b) 1
987 [ HUARIE A KSR AR « B 2R 5 A I BR B IR &R 5 BA I () 721804 1
B B HERR R 2 F R ER AR s I A A N — A7 H , TE98AL [ ik &
FEAGRIR , LTI TR I 2 H 2R FI7E 1800 I FR 3L R A AR - e ik —Fhal & Z BK, 5
5 R R ER T HI R 14y B 2 K AR — AN SEi T Berb , IR R T 5 & F o 45 K18k
A B I AT SEQ 1D NO: 1R EERR 7 41 o 78 1 — St 7 R, 2 IKisd B2k fil & 2
PR Fe g flak , UL AE 53— St 7 89, 3323k A9 2 GGGGSGGGGSGGGGS (SEQ 1D NO:31) o fE—
AR SE ST 2, Z kAL A SEQ ID NO: 47 A AT —Fh 2 BAK, S A B E Z Ml & %
JU o N T — Fh 25 AL A o L5 43 B8 ) 22 JUR RN G 7K g I 5 2 2 L T 432 32 R e #1179 o 72 5

4
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—J7 0, PR — AR T AR R ELI 7, DA RAE — DS B T E RS R EN
BE G T AR G SV AE— St 77 Z2rh , AU R BL 2 R i AAE 7 — A, AR
U 2R LA AR E o AR AL T gmbD 23 B9 1) 2 BEHIAZIR , LA S AE — A S0t 77 28 AL R A1 75 SEQ
ID NO:46 . & ] fEAE T8k, Frik #AAmT B S A7 4E T 18 F MM AE X — St r £,
ZRREE () AHEIS 8N FERR ik Ak 1) 2 B R i A, o v 22 JIR e 8 P2 ALK AL 3l W ) Ik
(b) AN e 1 2™ 2 T ke 2 1 R R v Bl JFG by 22 I 08 [ ALK 3L Sh 01 IfL i 5 3 () AN
R o 8 G I ke s 1) A AR i A AN AN R e 1 24 S B TR ke i 1) R R R v AL, L 21K
RE A% B ICHT FLSh P I B o JC 72 L e i St 77 S, 2 IR I e — Mk Z &), il in
PEG.

[0013]  ARHE T~ [ 5= LU S it 77 58 B T 40 140 1 WA RIABSUR 22 3K 45, AR i BH I LA SIe it 77 8 72
M0 & DL

[0014] &I fajidk

[0015]  [&1A-1BEIRXTFGF21 8050 SRATAT- 181 F18- 181 (K 1A) K FGF21 846 RAF AR 1-172.
1-171.1-169F11-164 (] 1B) AT B ELK - 32 't 2 I 14 I i 25 5 5 % B Ros A3 20T A
FGF2 1% R 1) 45

[0016] |2 ~XT AFGF21%} Hi JZ FGF21 #i%E RAZ4£3-181.4-181.5-181.7-181.8-181.1-
180.1-178.1-177.1-176.1-175.1-174.1-173.1-172.9- 181 F11- 149347 I ELK - & . R g
T PR E 5 R

[0017] 3B I/RAEVESPBS (S0 26 TEAE)  AFGR21 X HE (550 45 FEAE) BUPGF21 8848 28 A2 A&
8-181 (K2 TEAT) F19-181 (RUIRACTEAE) B /N BR Al 5E 1) AR 7K P

[0018] &4 N AEVESIPBS (SZ0R]) Fe-FGF21% F (WT) (230 [8]) B 3404 S S B ik 5 -
181 (S0 = 4f1) BL7-181 (5200 =) (ARSI Fe-FGF2 1 |l & 8 13 (19 /N B Hp I 52 () 7K 7 3%
e st

[0019] (&5 /R AEVE S PBS (SZ0[R) JFGF21-Fe Xt (WT) (45 Lo [d) AL vk 1 - 17500
FGF21-Fefi & d A (820 = M) Bl & & BRI kAL 1 - 1T #EFc-FCR21 8 1 (0 =) I
ZIN B A I S () IR KA AR B L

[0020]  [&|6A-6DE s~ AFc- (G5) -FGF21 (SEQ ID NO:107) X FEAE i (BI6A) FI3E 5 567N
(F£ D6 5 K1 6B) 24 /Nb) (B 5 D24 5 E16C) 148/ (FF D48 5 Bl 6D) M /NER H FhEX I Fe -
(G5) -FGF2 1A% it VR AH B - i (LC-MS) 43 #ir 4 3

[0021] &I 7A- 7D FLENMIAT A () AFGF21 - (G3) -Fe (SEQ ID NO:105) %f AL (B 74)
HAVESS JE 6/ (BEGEG s B TB) <24/NiF (BE i E24 5 I 7C) FN48/INIF (Ff FE4S ; B TD) /N H
FHEUPFIFGF21 - (G3) -Fef M ILC-MS/ A4l A .

[0022]  [&8A-8Di/Fe- (L15) -FGF21 (SEQ ID NO:49) XJ Ha#E M (KI8A) FIyF: 5 j5 6/t (K]
8B) 24/ (EI8C) 148/ (K18D) M/ ER Hr il HX I Fe - (L15) -FGF2 1A i (R LC-MS 43 7 45
e

[0023]  [&]9A-9D¥/RFGF21- (L15) -Fe (SEQ ID NO:41) XJHakE S (BI9A) FlyF: 5t 56/ (&
9B) 24/ (E19C) F148/IN) (E19D) M /N B H FHHX I FGF21 - (L15) -Fe A i I LC-MS /AT 45
e

[0024]  [&]10A-10BYE s HIEST AN /NR HIFce- (L15) -FGF21 (B110A,SEQ ID NO:49) FIFGF21-
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(L15) -Fc (108, SEQ ID NO:41) fili 5 25 F FILC-MS /#1455 H 1 VIR A3 o

[0025] K11 B RFEJESIPBS (52045 TEAE) Fe- (L15) -FGF21 (SEQ ID NO:49) (550246 T
¥) 8i# Fe- (L15) -FGF21 5845 {AFc- (L15) -FGF21G170E (SEQ ID NO:51) (Kt 2kIE4E) JFe-
(L15) -FGF21P171A (SEQ ID NO:53) (sIRZ&TEHE) \Fe- (L15) -FGF21S172L (SEQ ID NO:55)
(RS XS TEAE) JFe- (L15) -FGF21 (G170E,P171A,S172L) (SEQ 1D NO:59) (200 /K F
N LT BiFc- (L15) -FGF21G151A (SEQ ID NO:61) (B0 RHRAS XA TEAE) (/N B R il
SE ) I RE 7K

[0026] 128 /RAEVESTPBS (20 [8) JFe- (L15) -FGF21 (SEQ ID NO:49) (%50 ) (i
Fc- (L15) -FGF21 %48 4A&Fc- (L15) -FGF21G170E (SEQ ID NO:51) (52 =£f) Fc- (L15) -
FGF21P171A (SEQ ID NO:53) (Z5:0»=£f) \Fc- (L15) -FGF21S172L (SEQ ID NO:55) (SZ/(»3%
J&) \Fc- (L15) -FGF21 (G170E,P171A,S172L) (SEQ ID NO:59) (%032 FE) miFc- (L15) -
FGF21G151A (SEQ ID NO:61) (82077 7%) H/INER il 5 i i B K P22 4 1 L o

[0027] K13 EINFEIESIPBS (52025 TEAE) Fe- (L15) -FGF21 (SEQ ID NO:49) (550246 T
¥ (B Fe- (L15) -FGF21 838 {KFc- (L15) -FGF21 (P150A,G151A,1152V) (K4 24T 4E) (Fe-
(L15) -FGF21G170E (SEQ ID NO:51) (¥ LR2AE X&) JFe- (L15) -FGF21 (G170E,
P171A) (SEQ ID NO:63) UKfRIZAE X 56 IEAHE) BFc- (L15) -FGF21 (G170E,S172L) (SEQ ID
NO:67) (RS SUAETEAE) 171N BR A I 5 (1) Ik 7K

[0028]  [&|14 5 /RAETESTPBS (5200 7 F) JFe- (L15) -FGF21 (SEQ ID N0:49) (%505 H) Bk
FFc- (L15) -FGF21 A8 4KFc- (L15) -FGF21 (P150A,G151A,1152V) (SEQ ID NO:65) (SE.Ca 3
=£f) .Fc- (L15) -FGF21G170E (SEQ ID NO:51) (%5028 =#1) Fc- (L15) -FGF21 (G170E,
P171A) (SEQ ID NO:63) (520 [f) 8iFc- (L15) -FGF21 (G170E,S172L) (SEQ ID NO:67) (%50
[]) 1) /0N B FP 0 52 ) IR K TR AL 4L

[0029] K15 & /R TE7E ST PBS (S0 26 T 4F) B # Fe- (L15) -FGF21 R A {AFc - (L15) -
FGF21G170E (SEQ ID NO:51) (50046 TEHE) JFe- (L15) -FGF21G170A (SEQ ID NO:69) (K%
JEAE) JFe- (L15) -FGF21G170C (SEQ ID NO:71) (0038 X 46 EAE) (Fe- (L15) -FGF21G170D
(SEQ ID NO:73) (ke 5\t KAL) JFe- (L15) -FGF21G170N (SEQ ID NO:75) (80038 X %k
JEAE) JE{#E Fe- (L15) -FGF21G170S (SEQ ID NO:77) (4% aA8 XA TEAE) 1 /IR o vl 5 f) ot
Ko

[0030]  [&]16%5 N AEVESFPBS (520 [H]) BiE Fe- (L15) -FGF21 5848 4A&Fc - (L15) -FGF21G170E
(SEQ ID NO:51) (%:0[&) JFe- (L15) -FGF21G170A (SEQ ID NO:69) (5200 =£f) Fe- (L15) -
FGF21G170C (SEQ ID NO:71) (&0 =#f) Fc- (L15) -FGF21G170D (SEQ ID NO:73) (SZ.0r3%
JE) Fc- (L15) -FGF21G170N (SEQ 1D NO:75) (F03ETE) (B Fe- (L15) -FGF21G170S (SEQ
ID NO:77) (S8 = A1) B9/ B I g 1 A 7K P28 46 1 43 E

[0031] K17 R /RTEJE S PBS (S0 % 4E) 8 # Fe- (L15) -FGF21 R A {AFc - (L15) -
FGF21G170E (SEQ ID NO:51) (520046 JEHE) JFe- (L15) -FGF21P171E (SEQ ID NO:79) (K%
JEAE) JFe- (L15) -FGF21P171H (SEQ ID NO:81) (820038 X & JEHFE) Fe- (L15) -FGF21P171Q
(SEQ ID NO:83) (#5:0»38 X4 H4%) JFe- (L15) -FGF21P171T (SEQ ID NO:85) (RUIRZZIEAL) .
B #Fc- (L15) -FGF21P171Y (SEQ ID NO:87) (KEAZ X ATEAE) /0N BR A i 5 (1) dfi 7K ~F- o
[0032]  [&]18SE N FEVESTPBS (S0 [H]) BiE Fe- (L15) -FGF21 5848 4A&Fc - (L15) -FGF21G170E
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(SEQ ID NO:51) (&5:»[&) JFe- (L15) -FGF21P171E (SEQ ID NO:79) (820 =£f) Fc- (L15) -
FGF21P171H (SEQ ID NO:81) (Z¥:0>=#f) Fc- (L15) -FGF21P171Q (SEQ ID NO:83) (SZ.0r3%
J¥) Fc- (L15) -FGF21P171T (SEQ 1D NO:85) (F:ZEJ¥) B Fc- (L15) -FGF21P171Y (SEQ
ID NO:87) (2077 7%) F/INER il 5 1 i B 7K P22 4 o Lo

[0033]  [&[19A- 19D RFc- (L15) -FGF21X%F REAE i (K1 19A,SEQ 1D NO:49) FHE it f56/INbf
(FE19B) 24/ (B]19C) F148/INisF (B 19D) M/ BR H FE A i O LC-MS A3 A 45 R .

[0034]  [&]20A-20D{E 7"Fc- (L15) -FGF21G170EX} FEAE i (B120A,SEQ ID NO:51) AyEH 56
/NI (B 20B) <24/ (B120C) A148/Nk (B 20D) M /N A FEX I Fe - (L15) -FGF21G170EA% i
FILC-MS/ AT 45 5 .

[0035]  [&[21A-21D¥ RFe- (L15) -FGF21P171AN HERE S, (KI21A,SEQ ID NO:53) FIy:5t )56
/N (BI21B) 24 (21C) 48/t (] 21D) A /NER HR S EX I Fe - (L15) -FGF21P171AFE fhILC-
MSTrHr & 5

[0036]  [&[22A-22D ¥ RFe- (L15) -FGF21S1 7215 AL S (K122A,SEQ ID NO:55) FIy¥:5t 56
/NEF (B22B) 247N (K1220) F148/N8) (122D) /NS FR U Fe - (L15) -FGF21S172LF
FILC-MS/ AT 5 .

[0037]  [&[23A-23D &~ HIVES AN HIFc- (L15) -FGF21 (B23A,SEQ 1D NO:49) .Fc-
(L15) -FGF21G170E (K] 23B,SEQ ID NO:51) \Fc- (L15) -FGF21P171A (B23C,SEQ ID NO:53)
FFc- (L15) -FGF21S172L (23D, SEQ ID NO:55) fili&r 8 [ FRILC-MSA #7117 % 58 HH (1 Y1 67

[0038]  [&]24A-24C /R XFGF21 R A8 4AFGF21L99R (SEQ ID NO:109) JFGF21L99D (SEQ ID
NO:111) FIFGF21A111T (SEQ ID NO:113) (&l24A) ;FGF21RAF4AFGF21A129D (SEQ ID NO:
115) \FGF21A129Q (SEQ ID NO:117) FIFGF21A134K (SEQ ID NO:119) (E|24B) ; LA JXFGF21 %8
AFPAFGF21A134Y (SEQ ID NO:121) \FGF21A134E (SEQ ID NO:123) FIFGF21A129K (SEQ ID
NO:125) (&24C) #EAT BIELK - 8 5 28 B 14 e 45 51 5 % B3R BT 15 211 ) T AFGF2 1% f&
I

[0039]  [&|25A-25D % s wfFe- (L15) -FGF21 848 4&Fc - (L15) -FGF21P171G (SEQ ID NO:89) .
Fc- (L15) -FGF21P171S (SEQ ID NO:91) flFc- (L15) -FGF21P171T (SEQ 1D NO:85) (K{25A) ;
Fc- (L15) -FGF21 R A 4AFc- (L15) -FGF21P171Y (SEQ ID NO:87) .Fc- (L15) -FGF21P171W (SEQ
ID NO:93) FiFc- (L15) -FGF21P171C (SEQ ID N0:95) (E25B) ;Fc- (L15) -FGF21 (SEQ ID NO:
49) \Fc- (L15) -FGF21 (A45K.G170E) (SEQ ID NO:97) FIFGF21A45K (SEQ ID NO:99) (E25C) ;
DL FFc- (L15) -FGF21 (SEQ ID NO:49) Fc- (L15) -FGF21P171E (SEQ ID NO:79) fllFc- (L15) -
FGF21 (A45K.G170E) (SEQ ID NO:97) (¥25D) AT HIELK - ) 2% Mg 1 I e 45 31 s % B R
B A5 B % T AFGF21 % JE ) 45

[0040]  [&]26A- B/ B A A B AFGE2 1 RN 4% FFGE2 1 2% A% 4% i BN 1) T A5 4 (1) S8 4K K1 26 A
R¥65mg/mLER [ i AE4AC FIRE LR 2R AR JSFCF21 %] F (WT, 82035 ) FIFGF21A45K
(SZORD B R 2 H 4 E AR 1L, 1T I 26B 8 2~ #65me /mL AL F i 7E4°C MR B 1R 6 KA10K 5
FGF21%} & (WT) (SEQ ID NO:4) MIFGF21P78C (SEQ ID NO:127) \FGF21P78R (SEQ ID NO:
129) \FGF21L86T (SEQ ID NO:131) \FGF21L86C (SEQ ID NO:133) \FGF21L98C (SEQ ID NO:
135) JFGF21L98R (SEQ ID NO:137) .FGF21A111T (SEQ ID NO:113) .FGF21A129D (SEQ ID NO:
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115) \FGF21A129Q (SEQ ID NO:117) \FGF21A129K (SEQ ID NO:125) \FGF21A134K (SEQ ID
NO:119) \FGF21A134Y (SEQ ID NO:121) FIFGF21A134E (SEQ ID NO:123) (fEE G krid)
S ARk

[0041] P27 B R X AFGF21 X} JE FIFGF21 R AFfAFGF21A45K (SEQ ID NO:99) \FGF21L52T
(SEQ ID NO:139) FIFGF21L58E (SEQ ID NO:141) #E4THIELK - %% )G 2l 1 W 5 45

[0042] [EI28A/R7E4AC FIRE 1R 4R M8 K JGFc- (L15) -FGF21 R A8 4AFc- (L15) -FGF21
(6-181,G170E) (SEQ ID NO:101) (S2/0»3%#) Fe- (L15) -FGF21 (A45K,G170E) (SEQ ID NO:
97) (&) JFe- (L15) -FGF21P171E (SEQ ID NO:79) (52.0>=4f) Fc- (L15) -FGF21P171A
(SEQ ID NO:53) (32 X %k) .Fc- (L15) -FGF21G170E (SEQ ID NO:51) (5502 =ff) FIFGF21 %} IR
(S0 ) A AKFHIAEAL , B 28B A& [F] FE BRI & 45 R FHIRE .

[0043]  [E29 B /RFEVESIPBS GALE) (S0 ) 8l Fe- (L15) -FGF21 RAZ{KFc- (L15) -FGF21
(A45K,G170E) (SEQ ID NO:97) (%:0a[d) <Fc- (L15) -FGF21 (A45K,P171G) (SEQ ID NO:103)
Sz =£f) \B{FFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) (Z%:0r =) K /NG, il &
1) IR 7K

[0044]  [E30F 7" %F AFGF21 (520 &l , 5248) JFe- (L15) -FGF21 (SEQ ID NO:49) (5.0, 5k
4) FFc- (L15) FGF21 (L98R,P171G) (SEQ ID NO:43) (S0 =4, R £k) #H1TELK - H L & 1
T W 5E 45

[0045] |31 /~7E =I5 (BI31A) F14°C (KI31B) F Ok f5 ML 2 FGF21 (SEQ ID NO:4) (5%
O A, 5248) (Fe- (L15) -FGF21 (SEQ ID NO:49) (5% [&, 5248) AMFc- (L15) -FGF21 (LI9SR,
P171G) (SEQ ID NO:43) (50— £, k) Mm T R=EEVE 7.

[0046]  [&] 322 W7 75 168/INIS B 8] P 7E & AN 8] £ _E WS 2 [ Fe- (L15) -FGF21 (LISR,
P171G) (SEQ ID NO:43) 4k R FIMALDI 53 i ZF £k

[0047]  [&33K]7xob/ob/NR H I PBS A S R (5 0o ) B AR A Bl A FGR21 (S0 5 ) BA
J¢FGF21 %28 fAFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) (82.008|=£f) ;Fc- (L15) -
FGF21 (L98R,P171G,182P) (SEQ ID NO:143) (%:.0x35J¥) FlFc- (L15) -FGF21 (L98R,P171G,
182G) (SEQ ID NO:145) (SZCa[&) A it — B B 5 A i IUBE 7K P22 4k 11 23 L

[0048] &34 7R0b/ob /N H FHPBSTA 5 R (SZ 0 [5]) K FGF21 9848 fAkFc - (L15) -FGF21
(L98R,P171G) (SEQ ID NO:43) (52:0=4f) ;Fc- (L15) -FGF21 (L98R,P171G, 182G, 183G) (SEQ
ID NO:147) (&5 0>=4) Fc- (L15) -FGF21 (L98R,P171G,182G) (SEQ ID NO:145) (SZ.02357E)
FFc- (L15) -FGF21 (L98R,P171G,182P) (SEQ ID NO:143) (Z5.0035 ) k) 4:—Fh il 5] &1
MAEK-F A 73 L

[0049] &35 7ob/ob/N R I PBSTE L X R (20 R]) SLFGF21 R AF4KFc- (L15) -FGF21
(L98R,P171G) (SEQ ID NO:43) (820 J5#) ;Fe- (L15) -FGF21 (L98R,P171G,Y179S) (SEQ ID
NO:149) (%50 =4f) Fc- (L15) -FGF21 (L98R,P171G,Y179A) (SEQ ID NO:153) (5205 =
) JFc- (L15) -FGF21 (L98R,P171G,A180S) (SEQ ID NO:155) (&5 035 TE) MlFc- (L15) -FGF21
(L98R,P171G,A180G) (SEQ ID NO:157) (SZ.Caldl) Hr [y 4:—Fh it 512 AR K P AR 10 B 43 b
[0050]  [&36F 7nob/ob/IN R HH PBSTE I X R (520 [R]) AFGF21 R AF4KFc - (L15) -FGF21
(L98R,P171G) (SEQ ID NO:43) (&0 J5H) ;Fe- (L15) -FGF21 (L98R,P171G,Y179F) (SEQ ID
NO:151) (520> =£f) FiFc- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) (50235 JK) h
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() — R AT 512 A0 AR /K P28k 5 40 b .

[0051]  EI3TEIZ~BiME (Rhesus monkey) H3EAT 6 & 771 & 3 38 B 7 A it 98 vk 1T 1 s B o
B 5 RN TE S BORAS NI, sSCRAF5 Ron a3t 8RS N 4.

[0052]  [&]38A- D ik Mk FEOGTT 43 A 1l 2k  OGTTAUC A4 = J7 1) 4nfef B ML AL I) R 51 &
&I 38AE IR FEAL & Wy B VA B 70 Be 45 4% L FT ZEOGTT 1 e Ay 35 28 3 2 M /K1, S2o0 J7 T RET-A
A, S Rl SR R TBAH , A O [R] RGBT CA s I 38BER IR TEAL & W B 15 43 i
o5 YR, AEOGTT2 A ) 5 28 78 ) B /K T, 9120 J5 T N F- AL, 1200 [  SEE 2R 5% 2 F-B2H , A
20 B S 2 T C2H ; ¥ 38CER N LLAUC T AN IOGTT 1 N2 28 7 %) B /KT, mIR 26 TEAE
XTI TAZH , B R 6 TEAE R BT B, 25 0o 26 TEAE XN B T-C2H 5 I 38DR IR FEER AR H, sR 2%
FEXTRLF-AZH , B 5 26 TEAE X N F-BE. , 2% 0 25 TEAE XS B TF-C4L

[0053]  [&|39E] /R BRI R i 4 \FGF21 (SEQ ID NO:4) FllFc- (L15) -FGF21 (L98R,P171G) (SEQ
ID NO:43) A T~ H 2 B4 H AR [ 53 LU s B B2 25 T AT LRN236S B TG & 1 (1) 28 1 A A2 2
Ji 25 0 S AR 3 ANANT B T TR 7 R S8 3 A A 54 ], Sz O S AR S A6 B T & R
1555 IR S5 6 J , UK TEAET (819X B Tk 1% 3 (washoutperoid) HIEE7-9 5.

[0054] P40 /m¥E I JFGF21 (SEQ ID NO:4) FlFc- (L15) -FGF21 (L98R,P171G) (SEQ 1D
NO: 43) o B 2 M JE 5% 2R /K P IR AR NS T 2 2 1) 2 MR TR 5% 3R o L s B RS AR TR AR LRI 2 X
N TFARFE NS R, 25 00 5 A3 FAXT I T b &5 75 & ) 55 3 A A 554 &, 9240
RTEAESFNEXS BTy ) T 555 R AN ZE 6 ], RUIR AR TEAE 7RIS B T3 48 BRI 58 TFI8 J
[0055]  [&]41 ] 7= FERM 7T 26 5 A0 2656 Ja 3R] 45 20 1 LAy f) J 5 T IV 2 \FGF21 (SEQ 1D NO:
4) FFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) X Wil it 48 J Fik &5 25 /K S (4 F 5 520
FTEAERS T 285 A, B 52 26 T AE XTI T 256 JH .

[0056]  [&42/& 7~ AL i & Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) JAJr4:

B 3R AT (1 OGT TS [ 8] 28] 0 7 A 5 S0 5 SR BTV, 2500 7 T R 28 X6 B F-FGR21, LA )
S0y = A SR N TFe - (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) .

[0057]  [&|43[& < 7E M & i 7 B Fe- (L15) -FGF21 (LI9SR, P171G) (SEQ ID NO:43) JAJT 45k
B HEAT IRIOGT TSI g 5 25 73 A 5 SO [l L SR X LTI 4, 2500 7 T L e 6 % B T-FGF21, BA K
S0 = A SR N TFe - (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) .

[0058] P44 7= FEBRAE IR & 77 B 30 (IG L o e 7R ) 45 SRS 5 19 4 5 B OGTTAUC3 -5 H
FELR AR A A 5 2O S TEAE T R T EOG T T3 44 1] Hi 788 7 43 U &1 1 B A AUCS , S0 25 T
FEXT LT FEOGT T4 1] Fh 5 287 6% U =2 (B T S (R AUCA , [ 52 28 T A% B T #EOGTT5 H 1] i 78] %
B & AE T A AUCS .

[0059] 45K VA (FGF21 FlFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) SHAmf &
1 2 BRI 2R H I = e KT R 2R M AR 2 EL I AR FH s BH S 25 T AR LRI2 G B2 TR A & F
(R 58 LR AN ER 2 J , 25 0 S T AT S RIA 0T B - &5 711) 71 (%) 38 3 Al RH 254 &, S50 SR T AT 5 A6 6T
IO T i 7T R B 5 A RN 26 A AT s CR 25 T AL T 8 FIOXT B TP A 55 7-9 B .

[0060] K46 7~ AE LA 7l B VA i JFGF21 85 Fe - (L15) -FGF21 (L98R,P171G) (SEQ ID NO:
43) YR IT 555 JE A ER 6 S 1A TR 0 5 ) B 5 2H 1 4 i 2 H Sk = R KT s BH R R TR AR BT
S5, SEO AR TEAEXS T 286/

[0061]  E4TEI/REE 2571 LA R 5K 129K V19 R FN26 R Mg 1) & R 1) NFGF21 7K, Herpps:
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i PE BRI S G 2921 /N 3145

[0062]  [E48PIRZE 25 1T LA K bR V12K 19K A126 K il 7€ (1) & R MK Fe- (L15) -FGF21
(L98R,P171G) (SEQ ID NO:43) /K-, HH ¥ i FE R ESS 5 415 K3k A5

[0063]  PE|49I&] /- AR #i8 7 &I o Al i 77 &2 J A7 1 =R OGT Tl % [ FGF21 AlF ¢ - (L15) -
FGF21 (L98R,P171G) (SEQ ID NO:43) 7K~F-H~F- 350 FE s BH 52 2% TR AE AT B TR 77 & OGTT3,
S FETE AR BT S IR 0GTTA , 45 0 S T A B T8 71 B I 0GTT5 .

[0064]  [&|50/2Fc- (G4S) 3-FGF21 (L98R,P171G,A180F) &8 (SEQ ID NO:47) & %
J7 %5 1gG1l FehkdE (SEQ 1D NO:11) 244K, (G4S) 3823k (SEQ 1D NO:31) 2&HA, LA KL TE
FGF21/7%1 (SEQ 1D NO:39) H ) i 5878 SR AR AN T RIZR 1]

[0065] P51 /R FEErk - B2 ' B E H Bk & 0 1 7 e L5 MkFe - (G4S) 3-FGF21
(L98R,P171G,A180E) (SEQ ID N0O:47) .Fc- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:
57) VB A TUFGR2 LN Y A TUFGR21 I Fe il &4

[0066]  [&|52[&7~Fe- (G4S) 3-FGF21 (L98R,P171G,A180E) (SEQ ID N0O:47) FiFc- (L15) -
FGF21 (L98R,P171G) (SEQ ID NO:43) Xf A\ (f7) A& W (cyno) B-Klotho (Z£) HIBiacore#s
WP 45452 v (Biacore solution equilibriumbinding assay) 45 5.

[0067] 53K /NAE B — 5 G AEdb/db/NR HFe - (G4S) 3-FGF21 (L98R,P171G,A180E)
(SEQ ID NO:47) (775 5 M 5K K K 53A B ETE ST A I i Fe - (64S) 3-FGF21 (LI9SR,
P171G,A180F) fadb/db N AE AN 8] U ILBE 7K T , 17 B 5 3B /s 7E B —yE i Fe - (G4S) 3-
FGF21 (L98R,P171G,A180E) Zdb/db/)NR, Ji& X424 H FR 520

[0068]  [&]54 /2 KIFRAEDIO/NER 1 Fc- (G4S) 3-FGF21 (L9SR,P171G,A180E) (SEQ ID NO:47)
AlFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) HI4A Zii R s~ K .

[0069]  [EI55E] AR FEAN R B 25 202 T B Fe- (G4S) 3-FGF21 (L98R,P171G,A180F)
(SEQ ID NO:47) BiFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) J&J7 HI/NR IIGTT /3 Af
K.

[0070]  [EI56 & AR FEAN R B 25 22 T B Fe- (G4S) 3-FGF21 (L98R,P171G,A180F)
(SEQ ID NO:47) 8{Fc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) y&¥7 1 /N b [ JE2k (0

) HIRE AR,
[0071] 57 ~ALEFGF21 (LI9SR, P1716G) (SEQ ID NO:37) FGF21 58 AR AR [ 7K 56 I i A4 1N
k5T 45

[0072]  [&I58IEI R4 T & Pk I i 5516 8 JEl K db/ db/IN B ) IR 7K~ 1R 52 i

[0073] &S9N 4 T & Pk & IR il 5516 8 JEl K db/ db/IN B ) IR 7K~ 1R 52

[0074]  E60F 7~ 25 T 4 Pl /KB fise il 77055 8 J] K db/B6 /N BR 114 I B K P [ 52 ) 5 S0 5 R
YT KB BRI /N, 920 5 TR OR 48 T 10mg /kg & FGF21 (L9SR,P171G) (SEQ ID NO:37)
FR) 7K B PR BT /N R, SI200 = F R TR 28 7 30mg /kg S FGF21 (LI9SR, P171G) 7K BEIR K ZINER, » A B2
8 = f RN B 45 FFe- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) FlJ/NER o

[0075] P61 In2h T & Pl B il 771 0 8 Ji K db/B6 /IR 1) I B K P B9 AR A0 b s SE
7] 27 4 T 7K Bk RO BRI /N B 5 5200 7 TR ARFR 245 17 10mg /kg FFGF21 (L98R, P171G) (SEQ 1D
NO:37) B /K EERR I /NG, » SZ 0 = AR IR T 30mg / kg & FGF21 (LI9SR, P171G) I /K kB ) /N
B, DA S (8] = MR R B 4S TFe- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) [/

10
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[0076]  [&|62] 725 T 2% Fh 7K St F i 5168 Jii] DR db/B6 /) Bt ) A4 B 1 52 ) 5 520 R R 7R 25 T
TR LR TR /N, S0 T TEAR R4S T 10mg/kg 27 FGF21 (LI9SR, P171G) (SEQ ID NO:37) fK7K
BRI /MR, S0 = AR RS T 30mg/kg B FGE21 (LI9SR, P171G) /K B Ity /N ER, » LA % 1311 =
R TFe- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) f1/Ni o

[0077]  EI63FE 725 T 25 Pl K B I il 5511 8 il R db/B6 /)N R B & (1) AR A6 1 43 b 5 SO R 3R
Y5 T KBRS MR /NG, S0 5 AR R 48 T 10mg /kg S FGF21 (L9SR,P171G) (SEQ ID NO:37)
FR) 7K B PR BT /N R, SI2 0 = FE R TR 28 7 30mg /kg S FGF21 (LI9SR, P171G) /K BEIR K ZINER, » A B2
18] = MRS FFe- (L15) -FGF21 (LI9SR, P171G,A180E) (SEQ ID NO:57) /N,

[0078] |64 7~ 7575 1 2 M i 2 P I (TGT) A fte vp E 471 L R 7)o 3o B9 A 9 ) i
FUB I .

[0079] K65/~ (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHAF 5T 1 TGT £ MM 1) AMAES B W3 N I 5]
[0080] %66/~ (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) %HHJF 7T F) TG T A5 ) 7K S48 N PR 50

[0081] E67E /NG Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHAF 5T 1 TGT £ MM 1) PMAES & W H N I 5]
[0082] 68K /RIEM Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHAF 5T 1 TGT £ MM i 44 EE ) 5

[0083]  [X|69K]/n¥A i \Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHfF 70 i TGT & #8148 28 $8 HU7 520 o

[0084] K| 7TOK] /R~ \Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHfF 70 0 TGT £ 8k 1 7 %8 J5- B 1 52 0] o

[0085]  [X|71K| ¥t \Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHAF 5T 1 TGT € MM 1 5 BBl ) 52

[0086] K72 ¥t \Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) SHHF 7T A TGT £ MM ) I 4 287 M /K - B 5 i
[0087] K73/~ (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XA/ 58 A IGT & B A6 ) 6l 267 bR I =2 ) S M) o
[0088] K| 74|/~ (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XFHF 70 I TGT £ B8 ) 1 2% H i = e /K P 1 52
M

[0089] K| 75|~V (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XHF 70 I TGT £ B M ) 1 2% &5 fH [ B /K ST 1) B
M

[0090] K76~V (Fe- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) (SEQ ID NO:47) XFff 78 i TGT £ 8 ) ifi S HDL - EL ] Fi 7K ~F~ )
AL

[0091] P77/ B xFE 168N IR [A] B A 1 &AM ISFA] 20 82 ) Fe - (L15) -FGF21 (LI9SR,

11
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P171G) (A& ,SEQ ID NO:43) FflFc- (L15) -FGF21 (L98R,P171G,A180E) (4518 ,SEQ ID NO:
57) ZRALI — R FIFIMALDT Jig il i2F £k

[0092] K 78KI/REAsp-NVEALJG , TiE I MRM LC/MS/MS43 #7104 K C - A g ik 15 B Fe -
(L15) -FGF21 (L98R,P171G) FIFc- (L15) -FGF21 (L98R,P171G,A180E) fi7 A ) JC- A s Bk A B
[ AT =EE (%) o

[0093] P 7TOWEIZRFE 25 /)N B i ik A 3 30 FE 240/ ISF Y, 58 4K [ Fe - (L15) -FGF21 (LI9SR,
P171G) (SEQ ID NO:43) FfFc- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) { I 3¢ i
FE (I ELTSAN & 45 51,

[0094] & 8OK| 7 %o BH P4 %f FE s AFGF21 (SEQ ID NO:4) ; MFGF2 14 H AV R AF{KFGF21
(YI79N,S181T) (SEQ ID NO:161) JFGF21Y179N (SEQ ID NO:163) FIFGF21P124S (SEQ ID NO:
165) FEAT I ELK - 22 ' 25 Bl v PRl 25 3R

[0095] & EHVER

[0096] AT LAK AR STA FF I T VR ABR#E 53— A2 W27 J7 1 1 o FLAA eddb e g (491~ 75
FEK N/ B R AR I /) 1 NFGF21 88 F o A3 m a8 i Pk sl 350 0 5 B AR BUFGF21 /7 A1 N R
ity B C A i gt 5 TP A6 - 75 gt — 2D K o b il i i R IR AR S N A R — D 4
KB A RFGF21 8 (A 1 ¥ 75 B el /b TR 4R S iX SR & B M I B 1 I AE AR SCHEFR N RAR AR Y,
FGF21RAZAA , - F e AR I BH () SE i 77 58

[0097] A ¢ (CRLFEZE L ) ) 5 FH i) B2 20 4% 18 7 v — M & Sambrook 2§ ,Molecular
Cloning:A Laboratory Manual (Cold Spring Harbor Laboratory Press,1989) &
Current Protocols in Molecular Biology (AusubelZs, 3% ,Green Publishers Inc.fH
WileyMiSons 1994) Hgs i 7%, A2 30k id@nt 5| FHIE N 1A FTAERT H 1.
(00981 1.—fE X

[0099]  RiE “Ir BSHIAZ IR 4 17 R 4B A SCIRAL IR 43 1, o 1) MY SR MRV 41 i
I3 5 2 RARILAFI) 22 /02950 % B9 8 B 5 I8 BT Bk A S P el e A Rl 4 B H ok
) AL “OERIR 17 RINEEN 2 TR e iER, 3) 5 RAAE ZIEHM
ZIEIRA BOERE , 8L (4) RIAMMERNBR Z 1% E R IF FI 5 A7 1E ARk, 73 B AL IR
Gy FEEAR EIATAH B )15 A% R 77 1 B AE H H SR PN ARAE 0 T Re T PLHAE 22 k7 AR
() & 8 R TT V2 W TR BOR 7 A& B 3 e 244

[0100]  OR1E “BAAk” FHR 48 FH T 1m0 1 3 40 M A% 38 S A A5 B R AR ART 231 (B A% PR Joker B
TWHEE) o

[0101]  ORIE “SRIXFAR” R 481 118 = M A6 I 5 A 15 2 A/ Bl fildd A\ I8 8 7 21
IR IL IR 7 51 B 3R o ek FEAE AR T 18 an % 5% B PR AIRNABY B (W 2R N &% F A2
1) SR

[0102]  OR3E “F RGEE AL R M3 7 H0 A5 7 2, e rh e B sl i an ik ek 1 )
B A R 5 BT ae R, 5 9 iy 218 RO R0 N 2 21 T BE Re % S8 I 2 65
FIR 1) s RN/ BRH 1 0, Y R B T RE S 4R S gD T A1 e SN S i S T 51 5% A B
THRCERE NE 7Y AL 5 065 7 5 454, R 22 H R mhEe /R FHRIAT PRtk , 64, [A) 4 3R
FHIRAH 3 S 0 T P AT AAAE T B T 3 S gmi 5 51 2 18], ]R3 5 5 el N 5 gt
55 ROERE .
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[0103]  RE “fg 40 FSRIB AL IR T 41 (B an A SCHE AL AL R % A0 BX 8 0% 9k i i A%
& 7 B AL SR T BE 5 26 1A 1% 58 10 H BR 3 TR A A0 o iZ AR AE 45 SR AR A I i) 1A%, T8 AR
LA BB A 2T SRR E , BRI E A

[0104]  RiE“H B 2K 2 F AR SCHRAE R 2 1K, 3 (D) AU HMCRIEAIN 5 28 52 K
IRIEAFI 2 /02950 % 1 2 A% R B i IR B s L e i sk, QO A5 “0 3
Z K RARTERI 2 BRI A3 sl i 82 Ca It I sl BN A EAE D » 3) S RABAEZ
R 2 A RO RE GBS s AR M A ELAE D) 5 B (4) RARAAZALE A3k o0 38 £ Ik FE A
b TeAT A e G 2 IR EAE L B SRR HR AR I T R T EE L VR YT 12 W L TR BT AT
I EI5.

[0105]  RiE “RIRAFAEN” L SLEVM B WL IR 53 T 2 K T8 A0 S5 AT, 238 H
SRF R AFAE R RS2 NONERAE M L o [ RE A SCfd B “GE RIRFAERT 248 H R AT
e B2 NNTE SR A A I A B o 24 5% BRI I, RIE “RIRFFAIER)” 2 ¥
ol 22 IR PEE R4 (A) < P g (C) S MEER4 (G) g fig s g (T) FHRmERE (U) » 24 52 A ERIBE FHR , R
T “RIRIEAER R FR20 R Z 1L, BN AR (A) CEMERR (O RAER D) BRI F)
HAR F) HER G HER W)  Rad ik (D AR K ed iR O P mEmR 0 R
Al (N) R (P) A B (Q R ®R) 22K S) AR () VAR (V) VR
fig (W) Filg & iR (V) -

[0106] R “FGF21 % JIK” & F8 75 NAK Y R IE I R SARAFLE B B A T 2 Ik 6T R A TR
(11 B 16, RiB “FGF21 2 BE” AT B #e8 F , /& $R AT A A K FGF21 2 ik, 491 11 B 2094 % 22 iR ik i
H R FE5r M EHSEQ ID NO: LRI H IR 7 21 9 i SEQ ID NO: 2416 5 2 BK B AFA7] il 34 %
2, Bl i 18 IR FE B Bk FL 4 Bl I 20 B SEQ 1D NO: 37 HIA% F R 7 51 4 F5 () SEQ 1D
NO: 418, Horh IRk T 78 A K FGF21 22 Bk (1) & 5 K uiig f1 28 N & A IR e A2 (B, FLA A5 5 K
2K AECEGF21 2 Jk mT{H AN B R4 S B R o R 2B, G mT Pl TR 0 91 N B 4
W RIET R 45 R

[0107]  Ri¥ “FGF21 2 Ik AR A1 “FGF21 RARAR” W] 3 F, I FL2 Fa Hip RARAEAER
FGF21 8 MR T4 (511, SEQ 1D NO:2.4.68%8) CL A B IHIFGF21 £ Bk . iX KB A FEH A
PR T — A2 A B, AR AR R IR AE I R LR AR R AR AE I R BRI
BAR ; AR o IR L, FGR21 22 ik 9 A8 A A0 45 (H AN R A SC T (47 55 52 M FGR21 J8 4% A 8
FIFGF21 Z ik B H B R HUIEFGF2 1 AR SR AR I /D I FGF21 AR A (FGF2 1 4H £ AL 4R Al
FCR21fl &8 H - N T % B A K B IFGR21 Z AR A iy AR R i AN S R B, A Bl R AR 1
RILR TR I Y T 5 181 -FRIEFGF21 2 JIK 1) 9w 5 AH XS B o FGF21 S AR AT LUAH A B R AL 75
SRR vty R 2R, H ] H C AR 08 5INBAE AR T R IR FR 0 45 2R« 7E AR R B I g s
Wi 77 ZE i, FGF21 22 ik S8 A8 A0 2 5 R A ARFGF 21 (1) B L 8 7 F1| A 28 /b 2985 %6 [a] — 1k 1) A ik
B2 5 AH 2 A A PGF21 2 IR TR AR AR St iy 75 14 J5t (491 G 2 1 B AR B 1 1 75 A I K B
RV T S LA ) IR 8 SR IRt — DB o e A0 E o, B OB I AR A 2R 1 i AR
Pk el S AR B B BT FGF2 1 R AR AR 7 F1 vh (K Bk Bk 2 Ak, FEFGF 21 RAZ AR 7 51 Hh £
15% B T Ho e R SE R S L AR v B 51 o 9] W fEFGF21 RRAARQLT3EH , &£ £ 15 % HI FT A &
LBk HE A AT AS A  BREUR L7347 b B A BRI 2 R R R 2 LA A o I 75 L B 1 St 7 &6
W, FGR21 2 JRRAP ARG & 5 RRABARFGR21 I & R R )7 51 2 /02190 % , 52195 % 96 % «

13



CN 107188950 B ﬁﬁ HH :I:; 12/70 7T

97 % 98 % 599 % [F] — Mt [ B IE R T H1 , (H 2 H A I FFGF21 2 Ik 58 1A B 1 B Al it sl 5%
EE R R E BRI AN HE— 2B 18 1 . X EFCF21 22 k5 A8 1R B A 28 /b — Fh B 4= AUFGF21
EZINIpET

[0108] Ak BHIL IR 55 4iBFGE21 2 IR RASAR AL IR 731 IR FGF21 2 IR RAZ A £ 5 R
BARFGR21 R LR T 5 22 /0 2185 % [F] — M Z L R 17 41, (H & FL i T FGF21 £ ik 5848
P BT 5 PR T (B AN 28 B R AR DUIE L 1 5 B e K BUR AR PR i I FLAH ) 1 R ANt it
— &M

[0109] ) ufff, B OB LA SR b 25 B B AR DL L 992D SR AR Bl B 1 S B FGR2 1 R AR A
FF A B AR 2 AN, FGF21 58 A8 44 7 41| vh 2115 % (1) T 4 8 G i R Wk i 1 vl g & 4 o 491 i 7
FGF21 RAFAQLTIEH , 2 215 % I BT A S L TR R IL AT vl fAE M , B AR L7340 i 25 2 ot i
2 SR e i 1) S R R i DA b o AR K BH I 3 56 0 2 5 IS PGR2 1 RARAR I i FH R 7 5
F/#190% 2195 % 96 % 97 % 98 % 5% 99 % [&] —PE K A% H IR FF A A% R 70 1 » (B2 e
PRt T S (1 FGF21 22 Ik 9 7% 4 2 1 g A 0 P B SR B 0/ M I P S B PR e 22 ) A% P R AN
Wit — BB X LR 7 T Gl B A /D — P A BIFGF21 2 IR TE PRI FGF21 RAG A £
Jik o

[0110]  RiE “F MG PEMIFGF21 2 KRB R” 2 e A 18 T 5] AFGF21 2 ik 98 8 1A (1 & 1
2RI H , B B A BYFGF21 2 JIK T M 1 A ST IR AT ATEGF21 2 IR R ARk, pir i v
SR8 a4 AR LA R 5% 2 ek = L 3 2 (1 B 7 5 DR Ak L PO 8 7 5 AR 5 7 46 A T
RE T YRR BRI 5 UM A8 0 BAR Wk, 5P AR TUFGR21 22 BRAHLL , FGR21 3 P 1 7K ~F- i
AR AIPGF21 2 IR TRAZARAT) v A0 M A A R W PR I FGR21 22 JIR TR AR A

[0111]  RiE“HRE” A VRIT A ME” & B T8 R SR AR BUFGF21 2 ki) — Phal £ Fh
A i T ) RT W S K P IRIFGR 21 22 ik 9 788 AR P 5, 497) dam o AR A g 2 2+ 9 = i sl A
7K P (R RE 7 5 802 AR EE D B 7 5 B A 6 W T = BB R VA AR B ) R U PE I
[0112] A SCAE PR E “Z5 % bl 8 2 M 37 B A B2 BTS2 I BT R fe iE T
SERR L HEFGF21 2 ik S AR A idh % 28 A AR al R N 5238038 1) — Pl 2 i C 1l 77 o 2R 15 BLFE
Az BB AR B AT ART RO A R 2 B B AR AR T B R R L 1 R SV R R AL SiE
IR 242 b AT e 2 I AR ) S L K ER K B BR 22 b £ K AT BERE L H I A K
HAGH—FPa 2l 75— S5 BN IR TE A WA S AL & S350, Bl s 1 o H 2
B 1) B A5 22 SO s B E AL BN o B INPGR21 22 ik 8 A5 (A (1) AR A7 BA B AL 10 25 %% - T 252 1
W (19 a3 Y A o 0 8 PR Al B 20 L 490 3 75 B L A 71 < B S 7 B v ) T R
B B AR 2 55

[0113]  Rif “Dil” R IRRE WM LRSS &, 3 HALRe W F T3 L= AR Re 4 S iz P 3R
PLIIHUR T 43 F 3o T3R5  UER T B — A sk 2 N RAL

[0114]  RiE “RIRFC” SR FE A 2 LR T 2 E 2 DL 2 RARTE 0B S 3Epi R 45 A B B )
FFAN B 53 T80T 5, Bl S HBEEX , Frid e P 45 & F B BN ik v 415 21 sl i
HE T  RIRF e S W] ) e e 3k VRAR AL H A — & A AR, FE ] DL AT —Fl b
PERREE ), RELIE N 1gGL AT gG2. thn] {8 I 1gG4 o RARF e/ Hi nld it 3e4) (RN i) 1
R G A B2 L TR AR B 2 SRR T ) AR 22 JIK A o R RF e 23 ) B 7 8 2 [) ) 53
FIA] B S 1 AR TS X B TR0 (B i1 gG L TgAFITgE) B2 (5 Wi TgGl .
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1g62.1gG3. 1G4 IgA1FITgGA2) o RARFc ) — ANl /2 B A TV B 1 iV 4 T g G 21 1Y — it
O Bk (B WE1lison%s,1982,Nucleic Acids Res.10:4071-9) A SCAH FHIKARAE
“RARFC” 8 T A% R Z RBAETE R Fe 2 K7 FIH 524 WLSEQ ID NO: 11, A
TgGl o> TR Az « RKERF e mI DAE AN BSR4 4 G 2 R o FF A =08, e mlad ik T RE U B S 4
B R IE T FR A 45 SR 51N 3 IX P/ TR N /& “RARFC” 40 T

[0115]  ORiE “Fe k" 246 2 H RARF B HAI L5 432 /& (salvage receptor)FeRn
(W EFes24k) I 4s & 47 i 43 1 80T 51 o B bR 15 5W0 97/34631FIW0 96,324 78414 7 151
PEFCAF R DL K 5N ROZ AR AR ELAR S R385 51 HNAS S IR B, AR5 “Fe B fR” m] A2 M
JENFERIRFe NIFAHT 73T 50T 51 o LA , RARF e 2 ml i 5 ok (1) X 3k, [RUR B AT IR I AR
HHFGR2 1 Z8 25 A ) il 25 43 F AN 7 B2 P 25 MR R B A 03 P o DRI, RO “Fe AR 4 & i 2k —
MELZ A RIRFehr mUslibk AL, 5l Horh — AN EEZ ANFefr s Bk LW AZ 1 (1) 43 57 51, i
WFcfr MBI 25 (1) 68, 2) SArErE ZMRAFEE, (3) 7Rk s
F2 20 Hf A R B N iy S T (4) BE SRR, (B) SAMAMEAEH, (6) SHMZAARCLAMEFe
TARGE L, 5 (7) PO MR E M E % (ADCC) o K Stk — B VERFe A8 {4 . Fe AR 44 1] LAH
AN SR AL R iy R I, L T e TR s B AR S A R Rk I R g R TN 1K R
Fear TR =2 “Fe B AA”

[0116] R iE “Fe b M35 i i R ARFc FIFc AR S i b 58 X P51 o 22 TR B AR RTR SRF e 4y
T, RIE “Fe g i3 A48 AR B 2 AR 0 70 7, A8 A PR T At 2 d it H e
TR A AEA IR W) — RS it 7 S, Fe 45 A6 35k T 38 5 451 P e 45 Mg 3 ANFGF 2 15 371 2 8] 11
4 5FGF21 B FGF21 A5k (FLFEFGF21 BLFGR21 S AR A [ ki T 20 il & o 3X K& 2 1
ALE I Fe g5 MR 46 6 T8 i 2 AR, IR Se @i A B 1 R 2 AR & 3 8 T A R BH I J5 1
Fogh #ay3ak ny DUELAS B2 3R A5 U 2 R v R AR U I » L m a2 40 B4 o 4 vl R T AR 1
ZiRgIN.

[0117]  2.FGF21 %Ak

[0118]  RiE “FGF21 RAMA” 25 B A UL N &R /7 VI FGF21 SRR £ ik, BTk = L 1R 7
FIE— A2 AR IERR T A R T R ARIEAEIFGE21 22 ik 5 41 (1 4nSEQ D NO:2.4.65%8) ]
AL T 51 . FGF21 588 PR m] Ji i F) F R AR B AR R ARAFAE W R AR B AEFGF21 22 K1 e o7 B
FIANDRSF BRI — A AN R AU, SR A

[0119]  “LREpP R AU v AL R IR R IR ik 5 (RU A7 A T B AR RIFGR21 2 K7 41 45 2
B FRIFRIL) MR R ARIRIE (RIANAAAE T B AE IFGR21 2 Bk P 51145 e Ao B - i 5k 3E) BAR,
LRI B b 2 JE PR A () A 1k B 7 J LA BB A 52 o DR <1 2 B IR A R R 4
A BRI IK G T A Rl I A R A A AT BN B EHE R SRR R
BRI X AL S IR (peptidomimetics) FIZIEIR A 4 1) H & I e 2k ) I FE 2K
[0120]  m] AR4f L R 0 (0 P4 0K R AR AT AE B B 7 LA T L

(01211 (1) Bi/KM:: IERE R Met AlaValLeu.Ile;

[0122]  (2) HH 42K :Cys SerThr;

[0123]  (3) M4 : AspGlu;

[0124]  (4) B :Asn.GIln His.Lys.Arg;

[0125]  (B) sZMaBE 5 [A) (1) k2L : Gly \Pro; Al
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[0126]  (6) 75 & : Trp-TyrPhe.

[0127] Ry B AT AL A5 X L8 R 0 2 — B9 R 4 ) — S 000 53— AN 1 B A8 4t o AR OR 1 AR
A ARG X LEIE ) 2 — B R G S — 2 R s TR AT

[0128] A4 F AR N 2 AE 75 B IX SR BRI, m] g B 75 B & R R B OV R 7
WA AEORST) o At ((EAS 2 PR )12 (1)) S PR AR LR L.

[0129] %1
[0130] S IFERRHUAYL
0131 T g IRBIPERUR
Ala Val,Leu,Ile
Arg Lys,Gln,Asn
Asn Gln
Asp Glu
Cys Ser,Ala
Gln Asn
Glu Asp
Gly Pro,Ala
His Asn,Gln,Lys,Arg
Ile Leu,Val,Met,Ala,Phe
Leu Ile,Val,Met,Ala,Phe
Lys Arg,Gln,Asn
Met Leu,Phe,Ile
Phe Leu,Val,Ile,Ala,Tyr
Pro Ala
Ser Thr,Ala,Cys
Thr Ser
Trp Tyr,Phe
Tyr Trp,Phe, Thr,Ser
Val Ile,Met,Leu,Phe,Ala

[0132] 3. U IFGF21 2 fif

[0133] A WK — AN St 75 S35 B BREAFGR21 2 B BFGR2 1 S8 AR AR ¥ S T K o A o W 1)
XAt 7 ZE AR PR T 45 E BEFGF21 22 IR 35 0, AT iR B FGF21 2 IR RE W6 3R Bt T- K AE
BRI R AR T R ARGF21 22 JIK f A8 T 2R R T

[0134] 2R SCA FHIY ARE “BRAEFGF21 £ K 2 48 3o b T ANFGF21 22 Jik 1 4 56 A i RON R 3
SR BB R R H - O MFGF21 2 IRk 3R 2 A s (lCoR i) 231 B 2 i PR Bt & AFGF21 %2
IR 8 2 5 A i MR o R iy O 2 v S B S R B O FGR 21 22 JIK o A ST A T 1 & M AR ) 42
R AR S S 81 3 RSt 4916 BTk T Vo

[01351 W] > Fi 41 SE2 it 3104 T F48 3 F) AR A ELK - 5 s 2R I 52 ¥ S T s N A o A 4 RO FGR21 %2
FRFNCA S A A (KT FGEF21 22 IR ¥ v 1 o ) FH T 00 5 A FGF 21 22 ik (837 AR PR AR A0 g vk 1) B
PRVENE T2 LSt 614 .
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[0136] AU BH I FEFGE21 22 JIK I v P4 A1 m P Ak P 00 5 23R VAU 48] 40 SEZ e 451 5 R 52 it 67
TR 7ndb/db/NR Blob/ob/INER o — MR B, A T VAN BT FGR21 22 JIK I 4% 3 % , vl J
FGF21 2 KGR N 25 TR I8 304 o 75 BT 75 ZE R0 & B 18] (1 40 L/NeE B5CFE Q) i, o] i A
F ] P52 I KE KT o T 90 2 A A FGF 21 22 K P 3 14 AR 4k P 3000 5 92 Py EL AR T 175 T 23 DL s
Jite 51 5 RN S it 4517

[0137]  a.N- K

[0138]  FEAC K B —Le s 75 2, NoR o o A0 45 B I AAFGF21 2 IKBRFGF2 1 R AZAR N
AR F R 1.2.3.4.5.6 TESAN R FE B ik 3 o 1E AN AE 45 T 52 it 451 5 R0 P 3 B o ) — o, L
A 7T 9 G R R S (XN A S A0 1 A8 A FOF 21 22 ik 3 437 B BAF GF 211 22 JIk 7B ANk b [ A1 I
PEIVIRE 7o R UL, 72 BRI St 77 S8 rp , AN R BB HE R A 1.2.3.4.5.6 . TE 8 MR IR TR TR 2 1
N A S 485 2 ) B AFGF 21 22 KB FGF21 22 ik R AR ) B T K o

[0139]  b.C-Kumfi

[0140]  FEARJ BB — 28 STt 75 & 1, CAR iy el R B4 I BOPAPGF21 2 IR B C AR wig i B 1
2.3.4.5.6.78.9.10. 118512/ FEFR TR I o 1 Wi 451 dn Siz i 51 4 A0 B 1B AR B S /s D — #
TEARSMELK -5 G R EGI i, B D T 134 S R R B 5 1% COR i 0K (1) R REFGR 21 22 JIK 1)
DU B AR TUFGF21 IR 222050 % , 31X i B IX BEFGF21 TRAFR LR FF BAFGF21 2 JIRTEA
e AR RS B RE 770 DR, 72 BRI St 7 R, AR A FE B 1.2.3.4.5.6.7.8.9.
10 118312452 35 R B 32 1) C AR i 488 0 1) i ARG 21 2 iR BRFGF21 2 ik SR AR A 8 i T 20
[0141] . N-AKufFIC- K

[0142]  FEA WA ) — LS 5 &b, B RGF21 22 Bk vl H A5 NA diig ANC A i 8% S () 4 & L
AN Sty AT C AR By 48 5 4H A5 (1) B F G 21 22 JB A AR 2 1 IR L A N AR i 880 C AR it 80 62 11 0
FGF21 2 BRIE M 3 A& UF , A 2D T 94N U8 R i 22 N A ity 28 3 R /D 1 1 34N = R ik 2
(1) C A g A 9 5 IR A FGR21 2 ik, B 5 B > T 94 SRS I 5k 25 19 N R iy 488 A 1) 488
FGF21 2 KB B A /D> T 134N E R B i 22 1 C R v A 1) BRI FGR 21 22 RSB Bt v 1) AR 7
P A1) a0 ot R e ARG 12 o PRI, 7E BRI STt 7 R, AR B R A 1.2.3.4.5.6. 788
FIEFR IR IL NIRRT AI1.2.3.4.5.6.7.8.9.10 1155 1245 JE iR 7 Jk 1) C oA i k2t 7
(1) R FAFGF21 22 Ak BRFGF21 22 Bk 58 A A i A 4 . 20

[0143] 2 FAKHK T AFGE21 AL, B FGF21 2 IR FIFGF2 1 JE AR 4R ] AT 16 0 7 2 Ik
AR ity FF Bt S R ke 2 , L mld i ) SRR BN A B SRR FE A 45 R gl .

[0144] A<k B (1) BRI FGF 211 25 JUk mT 422 L S it 451 3 AR K2 e 451 6 H 153 1 5 425 1) % o A 40 4 24
BARME D T A H AR @ AN 51 0] B 12 RR S G A A T N 255K il & sl A &
B 1 AL FGF21 2 UK o AR v R 0] T EE 41 DNA L B T IR A % 4 2R 8% 3 A Ak, (191l vl 55
fL IBHE4Y) .2 WL inSambrookZs ,Molecular Cloning:A Laboratory Manual, | b, Hi#
it 51 A A B SO AT H B o BEAR s B RN Al A5 A T DLz HEAE 7= 3 0 U BH 5 L F A
AU 5 AT 10— K 8% AR SCRTIR 77 VR AT S BR AR 5 WA A e 3L, 75 M4 A A SCRTIR 1 43
BTG B WAL 2 2 B 254 24 B R A DL I e A 25 (1) S 06 =5 R P R AR AT A T
JE 0 FH AU o bR E R AR AT B 2 s A 20 BT 5 25 4% 115 R 3% 5 DA
S B IRTT -

[0145] AR A #FEFGE21 2 IKIE V] 5 5 — SRl &, i n] I T # R FGF21 2 IR A4
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J o FEAS IR W ) — AN 2t 7 R, UEFGR21 2 B v] 5Fc 4Rl & . iX S mb & ml SR 2 %04y
TLEW) 71N B SCERAE [ 8 T 5E i o A SOR B VE IR B R IR 1X 5l & 22 IR 25 4 DA K
| 25 1X A 2 IR 7%

[0146] 4. HEEfEPLIEFGE21 S AR A&

[0147] T 40 S 8 H B IR 1) — A%, K L L BAFGF2 L TE A4 A 8 7 B A, B 244 1l o Il 1A
TEE KRB o IR EAFGR21 I P 8 i 3 S50 A0 1 A R 743 11, 3K 0T 47 T 52 ) 3 (1)
TBITIE T R, 34T 1 i 9T DL S e B R AR P B FGR21 AR o T axX U 92
1) 48 5L Wl e DR 0l 45 5 1 52 B B AR I ARG 21 2 IR A7 s L 7E4-5.20-21.151
152 171-172H1178- 18147 | {) = FERR e I 2 1] F) ik

[0148] AT 1 R & AR A B ) BFF 70 L4 5 355 Bk B O 82 211 2 1 /K AR D I SOAS 52
M) 25 P 537 1 S T A2 A R R P R s AR - RS RN R 1T R BoR 17— S8 2 1) 4% A il ik
1) SEARAA o TE G0 451 Gn S it 451 1 3RS e 451 1 4+ BT IR 1 — 4%, HAE AT A FGR21 A4S (A # B A # AR
[RVARFAE 5 — & S AR PRI T 8 [ I AA DL 14 AE 30 DL S FGR2 1 1 AR« B RAF LR FFFGF21
P EAR & A DU TR, IR G NFGF21P1 716G, ¥ 5 B A MFGF21 28
AChFRTYE MK P [ i) SR A B R e

[0149] %52 BT 75 B 1) 2R 1 AR DU MEFGR 21 SR ARAAR [ — AN B AR vk SE FGF21 Z AR A ) 375 1k
5589 A4 RIFGF 21 i 1 J A M [) 5 K - B9 A2 TURGR2 LK) 15 M o IR, A R B ) 53 — AN S i
R Ko B A B PO I 4 5 B AR BYFGR21 3 A —RE A 1% PE B T 85 A BUFGF21 1
T TERIFGR21 S AR . BLARTE SR LS 55 L N AN BRAR, (H2 56 8 A B A B ot o vl PR R A PR A
[FIFGF21 S AR ¥ B A 2 B ) 53— AN St 7 R AR SE RS L R, T RE 7 AR R — B FE M R
B DAL, 0V HE 0 B R R 1) 2 1 AR I FGR 2 1 SR AR AR A AR U B 1) o — N S it

B

[0150] &= T ASCHE ML A FCF21 S8 ARA , A% BA ) B I B B PEFGR2 1 AR R ] % HE A
SCHTR 71148 o AN Il F RN 51, B WGBSRV A BRI ER N 51, v] 3
FAZ AR S5 G A A TF N 25 K il & A8 AL A I 8 E B AR PLIEFGF21 RARAE AR EFE A
A F T EHZHDNA AL H R & h - 2H 285 R A Ak (9 e 28 L IR % %) « 2 DL 451 i Sambrook
& Molecular Cloning:A LaboratoryManual,[d] b, HE it 5] F 45 & 3 A S HFAE H
(1) o B S5 I ARH 20 A 57 AR AT DA 42 HB A 7= 7 110 1 B ) 3 A A0 8 o )30 AT 1 — R Bl AR ST B
R TTERAT R AE A B E X, 15 M5 G A ST IR B 2 BT Ak 22 & BOE WAL 27 Je = 2540 5%
15 FH B ARAE DA B IX e A 2 (1) SR 2 A5 7 PR s A ST A T Jo] e 57 ke FH T AR 4038011 o A
HERAR AT TG s A5 03 A s 290 2% S R AN 38 5 DL SRS IR T

[0151] A BB & A BEAEPUIEFGR21 RARAA AT 5 7 — Sk &, 1X n] I T 8 1 W g o itk
FGF21 R AZAARRRAM 1 T o 72 AR K BH ) — AN SETt 7 b, S E B i B PEFGR21 AL R ] 5
TgGFcJ7 41 (I 4nSEQ ID NO:11) @il o IX A v K FH O A 43 AE W 28 7 V5 A0/ BUAR S 3
LR T T8 IX ISR A 22 IR IR 28 Ak DA K% i) 483X SRR & 22 IR ) J7 ¥ L SRR, AR SR B 7
JRHB IR o

[0152] 5. AN/ HIFGF21 RARIA

[0153]  IE 4kt (515 Fiid i — 4%, B A UFGF21 22 ik i) — R e HL SR A ) - 78 == I
T, fEZ5mg/mLEL IR SR, S AARIE Z R o 1E WA SC R Eon AN 1 — 4, B AR TUFGR21 £
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JORC PR SR A k8 25 O A4 8 A% B2 SO T IR B

[0154]  7EIX LR B R B AN7EIR T IR O B A2 BUPGR2 1 # VR, 5% 4 ml 43 iF B
ST —Fh kAR - R, HEAT T B V9T DL S REFGR21 B A28 /D I FGR21 S8 AR o 4R Jo K il 4%
JFE N B8 B FGR2 1 5878 4 1) S8 S A7)

[0155]  @EAT 1 K& T4 A 1 5 () Bt 9 LA 5 5 Y B B sk 2 i R 452 810 1) B A2 U PGR 21 1) SR 4
A FH [] B A 52 e 2 1 J0 P 9t P B0 AN ] 2 52 () R B ) e s AR sl ol 1 5P IR T T4 e
B3 I SR AR D AR 7V 16 R R T C il 85 H AL B0 1 — e AR A, 1E 4]
SEtE 5 17 AT IR, JRAE T A B FGF 21 58 A8 A 4R L A B AR IR RRAE . — 28 S8 AR fR (f51] 4
FGF21L58E) 453 | FGF213E 1 , AN f itk — B A 7t o H B RAE (B UNFGF21A134E) NI LREFFGF21
T PRI T SR AR Il 2D B 8 T o 25 T R AR A (| ANFGF211L98R) PR¥FFGF2 13 P 7 H AR /R R
LYk /D o — PP RARAK (FGF21A45K) H - Akt B RFGR2 13 1 42 vy [F) B SO A B 4 ek /D 1 1
JA o

[0156] T %52 AT 75 B R AR Yk /D FGR2 1 RAZ A ) — N e A v A FGR21 T AR A 3 14
558 A4 RIFGF 21 A3 1 J A ARl K - B A2 TURGR2 LK) 15 M o IR, S R B ) 3 — AN S i
5 K B I R S (AT AR R 5 BT AR R FGR2 LA ABLI 3 1 8% K T FGF2 13 14 I FGF21 58 4%
o BRARTE SR L R AN AR, (2 SR AR VE 0 95 1 FGR2 1 14 Fi A PR AR I FGR21 R AR Ak
FRCAS R B ) 5 — A St 7 8 AR TR LB LT, il B R AR — B AR R R AR Ak, Ru vy
HE IR B 1) SR SR I FGR2 1 S8 AR AR AR i B ) 55— AN St i &

[0157] BT AL BT A FCF21 RS , AL R $E (1) S AR ek /D IR FGF21 SR A m] 4%
HRASSC T I 7 35 1) 4 o BATRARUE 40 - R W) 25 B (1) AR A0 P 5 e 4 AN 7, w7 FH 2 i
GG AN T N 2 R ] £ RS A R B IR SR BRI IR FGR2 1 AR A il R vl T B 4.
DNA A% R A Bk 2H 2385 35 FEE A0 (B an el 28 FL IR #5 4%) - 2 Ll nSambrook %,
Molecular Cloning:A LaboratoryManual,[d] I, Fid it 5] FHEE & 34 S H TR B 19,
P A2 s SRR Al A FE A AT L2 B A= 7= B 10 a3 BH 15 3 AR 038008 5 EA T 1) — FE B A STk 7
VEIREAT AR A B L, B M & A SCRTIR B 3 B4k 2% B A BILAK 27 B = 2 A%
(A T DA B 33K M A 2 1 S 50 3 R AR A S AR 83k % B i R SHe 85 o FH T ARSIk 11T o b fE 7
ARAT TG B 20 8T s 2990 4 IR I8 s DA R BB IRRTT -

[0158] AUk B SR AR Yk /D FGF21 RAFA ] 5 1 — SRR &, iX v R T SR 4R Il /D [ FGF21 58
AARERAN 1 T o CE AR R BRI — AN St 5 B, SRR IIFGF21 RG] 51gG FelF 41
(BI4NSEQ 1D NO:11) Flt & o X K& 7 K FHC 500 T AEW S 07V AN/ s A SCE AL 48 5 5
Fi o AR SR BE TR IR X SRl 22 TR 2 Ak 5 DL R ) 480X SRRl 6 22 IR 77 v

[0159]  6.FGF214H & RA A

[0160] WA SRR, MFGF21 ARG YT 4> T I, BF AL BUFGF21 7 511 24 AT g th L™ =1 Bk A
5 T T o PE X B B AR A B 1 0T ) S P A e LA Ry R B SR R B ) o 7 %5 58 e I B
— FiX Le Bk AR IFGF21 2 BRI K FE 4% ) 2 5 » BEAT 1 2 a1 Bk 90 DA ff s SR AL 2 1 B A ek 1)
TR AR LA 8 A 5 G2 03 A0 14 o 1) 0 2 R A 75 AT AR B — 22 Ik 7 B v DA & B W [
77 I A 7E — S [R] I 4 3525 T 5K T B 28 BYFGR2 LI P A iE MK I AR B — A 1 gk
i, R R AR Ak O BN AE 45 58 22 K 5N 22/ SR G I 0] R 250 R0 3 14 % B s 1Y) £ 1
A P PR N R o
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[0161]  HY N BRI, IE U045 4 Sz i 451 1 9 A S it 4511 20 o i 26 BH A — B, R W4T T-RGF21 %8
AR PRI BT 7 VAR S R DU D& BB R 5 G DL AR 2 2 1 TS B $ = I FGR21 RAR 44
KICAFE T A B AR Dk R SR Z B DA R AT PR F 5 B AR BUPGR2 1 AR TR 8K T B 4R
RIFGF21 i PR FGF21 S AR 44

[0162]  FHT % BT ZEHIFGF21 4 & AR 1) — AN IE B Ar 1l R FGR21 SR ARMR 35 1 5 B
A TIFGR2 1 1 v P4 AR AL B T A R G211 9 14 o DRI Bk, AR R B 1) 53— /> St g 898 Je Xk
AR P LSRR S0 55 A B TS DR 4 5 B AR BUFGR2 1 A AL BOR T B A2 M FGF2111)
FGR2 VG PEMFGR21 RAF Ik . B AR/ SR LR 17 I N B AN BEAR, (E0 B 1 B A b itk L SR 4R 1 I
I 95 T FGF2 135 14 R A B IR FGF 2 1 R A8 AR 4 R AR K BH 1) 53— AN St 77 8 - AE FE L8 B 0L T
A BE 77 EEORHF — 8 AR FE ) B B A0/ B SRR DRI, o VR R FE 1) 2 3 B A R/ Bl R AR
[RIFGE21 JR 7% At A4 S A i BH 1) 57— AN S it 7 8

[0163] & T AR I T A FGR21 RAZAAK , A K B (I FGF21 2H & SR AR AR AT 42 WA STk 77 7%
il 2% o BAEARUE 7> T A HOR B AR GUR T BB AN G, 0] BN HZ ARG B A AT 2
S il & RS AR 2 BH I FGR21 40 & S AR A o A iR v] B T B ZHDNA L A% IR 6 i~ 4 2 8%
FEAEA (Bln e L R 9Y) . = Wl inSambrook® ,Molecular Cloning:A
LaboratoryManual, [A] &, Hidid 5] 45 & BIASCH FH AL H 8. B (e [ S AN 24 3 AR 1]
DA 4 AR 772 s 000 0 B D L e AR Al o 3R AT 19 — R ERER AS SRR 7 v AT S B Al A BH
5E S, 13 W 4G AR SCHTIR I 20 B4 2% A A AL 2 B = 2540 254 T IR R 18 DA B e q, 2
(10 S 6% 5 R 3 AR A A A A3 A% BT ) 0 57 3k FH T AR ST ) o A fE R R T B T2 A
2250 A s 23 4% L R A Ik s DL RSB BVR T

[0164] AR BHIIFGF214H & RATAAT] 5 ) —SLAkfl & , X vl R T FCF212H & RAZAR BT 1)
PE R o £E A B ) — AN St 7 28, FGR21 41 & R AR K AT 51gG Fe/5 41 (B 4nSEQ 1D NO:11)
G o IX SR A TSR B A T AE W2 T N s AR SO L R 3R T 5E R AR SORS B VR R iR
IR b 22 IR 1) 2 Ak DA K il 28 1% SRl 6 22 IR ik o

[0165]  7.FGF21fh& HH

[0166] A S8 A AR TE “FGF21 /b & 22 IK” Bk “FGF21 /&5 A7 £ 48 — el 2 DN LR %
HE (5t S5 R 1 BRI 76 A SC TR R ATATEGF 21 22 Jik 2R AR AR PN A S B3 C R 3t ) ik 25

[0167] Y5 KN 2 IR ELFEAEANRR T ] (A A1/ 555 B FGF21 2 IR IRAFAR 1 A 5 B 57
A B [ B Sy, 491 40 P A1 5 A S I R R P 5 A 0 s 5 I S A Bl 1 4 1) G Ak H
57 s g B LA AL TS PRI 50 20 s R 0 SR SR AL 2 IKEIK , ) e B R s B 4 s 1 v e e
(1) 22 BRI, 3] G e Bk B U2 X (84, Fe 45 A48 5 - 75 JHAE K P 41, oA 3 A i 3R
ZA (B, 2.5.10.15.2025155) RARAFAEEAR R ARAF LR 5 B uf A1/ AN 7 B £ 1) 2
B (Ban, 2 Z 1 H AR A ZIRBCR LR IR WA G W % T a3 B oK i Bl = 2
B /K IRIFGF21 S AR 1) fib A BCAB A s The YE B AE Thag e id, sl B el s s DL L 2L
ANE T A BHFGF21 22 JIK 9 48 AR I 1 an v 977 3 14 SV PR 1) 22 K o A B B 36 5 N I
HH HSA) fl & FIFGF21 RAF Ik

[0168]  FGF21 & 8 (A Al 8 5 5 U5 5 91 S5 PG 21 22 Jok 2% 7% 42 1R N A s 8 C o 3 25 3k ol
o AR SCHTIR B U8 7 A1 AT DL Z LR T B A AR IR R &) - IR T 41 ] 5FGF21
% IR R R B Il Bk B B TR A B SR EUE B TR — AN R N R A
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Rk (B R RR IR AK) , N1 .2.3.4.5.6.7. 889/ Mk L (G JE G R AK) A6 10-501 5
FEPR R I (B R R AK) L 1 110.11.12.13.14.15.16.17.18.19.20.25.30.35.40.455,
50k IE (SR EIREM) , BARIE15- 35N AL MR IR (S E IR R AR) Bk ot 0 T ik
AT T RSCEL A DNARKR i) 14 A D)% I I B 1 I D) A s DA 2 B Rl 53 4

[0169]  a.FcEl&W)

[0170]  FEA K BHI—ANSLiiti 5 8, FGF21 2 Ik RAZ A 5 F e 45 a3 491 4 N TG Fe X Y —
AR A GE R IRl PR RS AN ETh RS BT R ER 5, BN “Fab” i 5 5T R 45 4 1 al AR
SERIIRANFR A “Fe” 12 5 20N P Dhee () an s v 4 I 7 106 24 i 80 7)) 4L 25 #0358 Fe
BA K 37 75 B, T Fabse 5 411 (CaponZs, 1989, Nature 337:525-31) . 4 597 5 A
JREBAE — R, Fe &5 M3 nT 3R ALK I 2 5 1, BB B N NP 24 & VR A% & AMA
SA BT R IR X K I RE (Capon®, 1989) .

(01711 AP 254050 J1 2443 A e W NFGR217E /NG R p T PR i i A P 1% At i EL A 401
INESF R B BRI L, R T RECRGR21 (1) 2 25 1, K R AR F e 7 41 5 FGR21 2 IR FINA iy 8 C
Kb & o Fe P51 5 B A BUFCF21 K @&, 5l /e Fe 15 37 A2 BUFGF2 INK vy () i, FF AN G i
HITRRE RE K5 1, SR, 1 W88 T 30 1 XA N FGF2 11 8 1 T 4 A R0 X K o 4 g 1)
FGR21 5845 A 1 45 5 OB 7 o 16 491 G 2 it (9 O RN S e 451 1 183 1 IR B RARAAK , IR R AR HL
A AE RIFGF21K (1 2 75 1 o IX L8 FGF 21 @il A B (1 AN HL ' FGR2 1 @& 8 1 ) RS AR i B 114 52
[0172]  FEBEANAK RN TN, Fe-FCF2172 48 H hFe /7 51 5FGF2 1N i il & () @il & 2
H o R, EENARATF WA H ,FCF21 -Fesg 18 HHFeJF FI 5FGF2 1) C R Il -4 1 ik 5 2k
Mo

[0173] B BIRIFGR21 /G £ 1 mT DAE i 3] dn e FH 2 1 ASi AR SR Al o iFF 75 K IS5 F e [X
Rl A5 1A KRN R 9 5 LA BL R B 1K 6 2 4 I SR e R R A PN 2 25 30 TR B, SR e X A R T
LR 2 IR0 R/ 2 A Fe X AT L2 RARAFAEMIFe X, B n] 4 5038 DA o it 1 2
L UMEERE R E N BN N R

[0174]  EHFRASWO 00/024782VE 4R IAR 1 i HHARM “Fe” 45 Mkl & 1 & 3 is
I7 I 2584, o 51 LB AR IR AA S

[0175]  b.EE&EAEL

[0176] T A A BH (¥ Rk & 8 I, AT DAASE OB — e A 82 Sk o B Sk A7 FE T, 23k 1)
1 g F T BEAS & U B PRI, DR R e 2 A (R B S (1) A o B2 3k mT el J st R B 1 — i
(1) B8 LR AL S o 75 A I BH IR — L S it 7 8, 42 Sk ph ol ik IR BEZE 42 1 1 - 20N S LR A i, FE
S B IRAE [ 20 P R SRATAE I U L IR o 7E 2 AN S0t 77 R, 1- 20N R R R I B R H &
B 22 IR T U8 R U R AT I 2 R T e R U G o 7 — e S il 5 B Hp , B2 Sk v % 1)
AN SZ ARG R 2 AN U TR A9 T H 2 R RN T SRR A o A — e S R, Sk R R H AR
(B4 (Gly) , (SEQ ID NO:29) Al (Gly), (SEQ ID NO:30)) HEPHZ IR  H 2 W A A 2 BRI 4145
(BIan%E (Gly-Ala)) B HE R AL BRI A A B Gly-Ser)) « H'EAERI L EFE:
(Gly) ,-Ser- (Gly) ,-Ser- (Gly) ,-Ser (SEQ ID NO:28) . (Gly) ,-Ser- (Gly) ,-Ser- (Gly) ,~Ser
(SEQ ID NO:31). (Gly) ,Lys- (Gly) , (SEQ ID NO:32) . (Gly) ,~Asn-Gly-Ser- (Gly) , (SEQ
ID NO:33) . (Gly) ,-Cys- (Gly) , (SEQ ID NO:34) MGly-Pro-Asn-Gly-Gly (SEQ ID NO:35) .
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BAR R IR TRGR21fh & 85 1, 15 S IR ke 225 (1) B2 S I HE R T A I Y (B A B % &
AR AT K B B I 2 3k o 24 B Sk i B 5 UM 17 A5 P e 45 Ry 3 RNFGR 21 22 IR B FGF21 98
AR, 2R RN ERFE S N .

[0177]  ARSCRriR ek 2 on BIPE ) , AR B 2% JEAKAT 2 1 4 Sk DL R B0 & e ik R I =k
AR 87 FEAR IR Sk o il an ] LS P b 2432 3k, 491 40 -NH- (CH,) S-C (0) -, Hi1s =2-20,3X
U 5 7 2 S W A A I 2 TR A7 FHL %) 2 (A1 3 — 2P BUAR, BT i 8 1 R 4 AR AN PR TR e & (451
41C1-C6) ARZLBEIL .59 & (1 U1C1 \Br) LONNH, B 5 o 9 1k (¥ Al B Sk M 3R 2 —
Sk, Horp 3L 43 & 4 100-5000kD, 4141100 - 500kD

[0178] 8. {bZ BN HIFGE21 RAF {4

[0179] BT AR AT A, RSB AIHEARN 53 0] DU £ A SCHEIR I FGFR21 2 IkR
AR AL 2B T 20, AT A SC TR OFGR2 1) AR i 2K o B2 i 284k 2B MR (K FGF 21 5 AR
A A ARAL B I FGF21 SEARARAE R AR 5 FCF21 2R AS AR 12 (1) 45 T 1 2K A s Ao B T T A [+
F ARBIRIFCF21 2 AR AL EAB MR I PGF2 1 5875 R ] A $5 38 i it 25 — Al 2 N R AR EFE T
T2 B TR ) 537

[0180]  7E— ANty b, A B (I FGF21 £ ik 2 AR A AT 3@ 1o — Fh il 22 Fh 38 S i 3Ly
FEREMAE U0, BTk B R S8 R KR R 5 5 2 E R R A A S TE KM
PR 5 G0 A B PR 5T R U UE o B S A S R A WIVE L N B0 A TR A o e T i1k
rn B VR TT & R E WIS 255 BRI 852 ) . 5 A K BIFGF21 2 IR RAAARZE & [ AE /K
V1 R W A A i B IR 7 T

[0181]  JREIPEREW & B ] BG4 &, I o] Do SR S ) . % R G 1iE
i ELA 292kDa- £)100kDaff] T34 7 18 (R “40” KR TE KR AP HIF F , — 25 78
tbfR e i)y FEE, ~ SN IEEN T ER) . & R85 12k T £15kDa il
Z150kDa 2 [f] , AR/ T 291 2kDaf1Z140kDa , F ik AT £120kDafl1Z)35kDa 2 [A] .

[0182] &3 MY /KPR SR A W B VR & W B FEE A PR T NECHE BLOBCHE JbE B IR SR 2 —
g (PEG) (BLFH FI T 2 B AT AE AL BIPEGIE 20, AR - (C,-C ) R I e -R & —
Bl 5 AL - 4 ) AL - 4 VR RBE (B a0 Z16kD R 4 T R ) £ 4
R PR AY K- (N- OI@m g i) 28 2 0 N B ) B AN e/ R
LRI R R AL Z 0EE (B H ) RN 20 o A kB 38 25 FE AT DL SR il 4% 3y
EHEINFGR21 2 K S AR 2 AR BUR RE S 70 T« AN R BH IR 5 18 5 2 5 e i R 3R A 1 42
[KIFGF21 FEAB A

[0183]  FEA K WI)—Bes i )7 R b, FGF21 28 AR A £ ik SLAfy sl Ak 248 1 L AL 36— Fh il £2
FlK MR &Y, RO ERR TR 8 (PEC) ERA L “BESEN 1.2 W4 n s E
£ H'54,640,835.4,496,689.4,301,144.4,670,417.4,791,192F14, 179,337 . AE A< & BH 1)
—HES 7 S FOR21 RAAR QS — Pl Z PR G4, BFE(HA IR T A 2k - TR & BT
HIRME A Yz PR AR - (N- SR B e i) - 28 2 B N ZBEI SR R R
AWbt/ R IR ILRY) R A R Z ol (Bl H ) R OIEEEX SRR SRS
Yo

[0184]  FEA K WA — L8 s jifi 7 =, FGF21 584844 /& FIPEG JE SL M AS 1 ) o E — LB S it
TR, — Pk 2 Rl KPR A Y TERGR21 AR I — A s 2 AN e A1 B (B In7ENA i) -
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G AR LS R, — R KA YRR B ) S FCF21 AR E — AN 8 2 AN HEFE AL
T A — B0 7 2, {8 I PEGSR DU FGR2 1 SR ARAK K VAT BE 1. il dn, 72 26 H £ F) 56,
133,426 18R 7 FLLiX 7735, ik LR i 51 A TAEAT H 1,

[0185]  FEJH i ZR &4 2 PEGIN A K B I S it 77 28 i , PEGR: B oT B AR & & i 4 T &
I H o] DA A BB B - PEGHE: A1 1) 135 43+ B 1 3 [ L1k 9 £92kD- 5 100kDa , SE AL 1%k £
5kDa- £)50kDa , 45 11 0kDa  20kDa « 30kDa  40kDa Bk 50k Da . PEG 3 [4] — & 3@ i PEGHE 43 F1#) &%
L (1 hnis & 3 S L B R L) SFGF21 5 AR A b 1 o v 5 [ (491 dam g A 6 il g 3k ) 3k
1T AL BRI PR e B4k 1T H FGF21 RAR Rz

[0186]  ZJik (BUFEH A BHFFGF21 RAZAA) 15 — L Bk vl 2R ARSI O A AR 5 = 4
B AL e Bk BAR AT o X R N 2 W a0 T 5112 2% ik : Francis®,1992,Focus on
GrowthFactors 3:4-10;KKIMEF]50154316410401384 ; UL K5 H £ F]54,179, 337 %0,
AL I 5 A SCR ) S N SR 4 4y (BSRAUL S B M 7KV 14 2R G 1) 1 I A e 1 B b
FeAl R BRI AT IR = G 0 T WAL S B, 128 58 1Y) BB WD BB A B IO B P R S o 6 T3
JR M e FEAL 5 36 52 ) SR A W B B A B e MR T SR | e B 1 i A A K R e PR R 4 R
P B LG - C b S BE B T ST A (S W in S [H £ 55,252, 714)

[0187]  FEAR M —Lesjy b, H T PEGIE ] 5 2 IKIE R 1A FH S ms AL HE 4 Jk i
PEGHR 43 (£ H 5 A 40 b AH T s 21 4R e B e ) TRV R T IR S i B 25 A o v 5 Sy th
FH 5 L] FH G Bl 1) 8 IR o FE AR S A R b, KB 5 38 1) B Re ] “PiE AL o 76 5 PEGHS 73 I M.
BT, AT T & i A 789 3R AIE K SPEGI &3 — M R A= /KA, 3 BT & Tl ol s A
3 W BUHPLC I o 58 2, — B AWK ] 25 5 b i ok 1) 2% BUHPLCAE AL, , H 383 73 B BUHPLC L B A 1R
G3HT RO AR BT RE VR AT RAE

[0188]  ZWER AW T EA B /KIEER SN A— MR ik, 52 R
PRk E AR K B I FGF 21 JRAR A4 1 A i BH 1) STt 77 52 o 71 SR B 2 Pt 32 2l i o 1 - 65
B2 1) 46 2 B 1) A S 2H ) 2 W R A R SRR AR B 0T DA 2 Ry T VSRR A S
PLZ31 kD—Z170kDIY 73+ 53R 15 o i SN A8 B IR 8RBl 55— Fhaidk (Bl anFe) BE R
EiE KB EY S WA E R A A SW0 96/11953 7R 45 7 517 82 W e s 3R iR
H 286 108 SR B FH & - 2 WAF) an KGRI A A1 50315456 , ik T Rl i 51 A AL
A I B I AL FE 29 1kD - 249 20KDI) 8 SR A 1 FH 3

[0189]  — M Al 7E H R AL & 1 i 5iE L R &9 0 7 IR B AT AR A 38 1 2644 3EAT (22 E
Mo il 28 A EEABTR 0 22 BRI 5 v — M T B G DL R 2P 3R : (a) [ 2 K S5iEL R &9 01 (9 i
BEW T RN EES BB AT A2 ) FEFGR21 Z IR BRI N S — AN 2 MR SW o
TIEBWI AT R R, A (b) 15 2 S F= 4 o v KR 2 502 B0R B 75 465 S e 5o [ B 2%
PE XTI RSB, BREV D FEEA R R, i REY 5 1 E 5 k.
FEA R B — St 7 R, A A B MR I FGR2 1 2R A8 1A 7F 28 Jk oK i ] B BANN R W0y 1
oy (Z WHnSEE L H]'55,234,784)

[0190]  ZEA KB S — A2t 7 S5, FGR21 £ Ik RASAAT] 5 A M A0 - A0k SR I AE W)
R/FCR21 Z KRB SHiAEMRED S G, AN ITEY R ERD /AR /FCF21 %
IR GRAZ R  FGF21 22 K S AR I v 55 Al 2 KT (DNP) B =il 24 2Ky (TNP) AR5, B3 4%
E ) 5 HTDNPELFT TN - TgM— R i JE R A L0 T RAR &40
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[0191]  —RIMF , Al 25 T A FF AL S2AS A I FGF 21 58 A% A 9 B B3R 717 (40 0 40 B 46 AR
SCRTFGF21 22 K S AR AR 13 10) AR LE 5 100 o SR 1T » A SCA FF I AR FGR2 1 R AR v B A
FyANEYE P T e R ARG P AR A 1 B B RRAE 91 0 5 AR AE TR I FGF2 1 S AR A AH LE B 2
T K B A

[0192]  9.FGF21RAMII MM G 4 T

[0193] QL FGF21 RAZAR K 25 WA AW J& T A K BH I TG B, FRAR 4 0k B S o)
T-RAARFCE21 7 H1| (1) 4558 , 5 70 75 [T iR 25 W AH -5 W) - IX FRFGF21 SRARAKR ) 2 & W vl 4,
TRIT AR INFGR21 2 K RARAR ARG T-45 245 75 NI 24 % b sl A= 3 2% b ml 8252 i e i
o

[0194] W52 B O I e 76 BT SR I 77 B AR B R 0 42 8 e stk

[0195]  Z5¥H &I & F T 0078 R FF BRORAZ ] AN 20 & W) () pH  [R1VB 5 BE Rl JiE L 325 A
FE B GBI VR TR B M AR M A R BORE TG R IR W BE I 1 T ) 7 o B 3 A T
il B FEE AR T2 2R (9 0 H 2088 A 2 i - R AT G K 2 IR BB 2 IR  PLi A=
7B AT (B 4T I IR P TR A0 BN I S R ) 9 o ) (4 o A TR 3 Tk R AL
Tris-HCL FPE R & B R Eh s e A ML) B2 K57 () o H 8 B s H &R 256077 (9
Z DY 2.8 (EDTA) )  45A 77 (1 annmpn el &1 58 2. Sk ik s Je B B - PSR AGS B30 8 TA 22 - B- 204
) TE 755 S BN OBURE AN L b (51 G0 2 B H R R EORDRS) VR B i (B g B AR E
B Jie B e % BR AR 1) A A7) TR R TR R AR RS 1) FLAL A S SR K B A ) (481 1 2R 2 s L g
i) AR5 75 2 0K R ER PO 25 (Eanah) B R ) (9 an R FL SRR R F R K BR Bt
TR IR G0 F B R R R R 0 8 R O FR R TR S L S 1L AR i A8 A &) I 77 (1)
WH N R R 4 ) PR EE (0 H R L ) | Bl | 3R T 1 ) B E 7R
(1 837 2 JE 5 s PEG s B 7K Ll Z4PE B e s 28 (L A4S, 451 an 51 L AL IR 20 80 5 1L AL R 80 5 il J&
(triton) ;& T =B YPBRAR ; NH [ B B DU T By i) RS 14 15 577 () o e B L A4 E) Lok
77385 R () an B <6 J& o A A7) — i S AL AN B S A — B H R I 1L AL 35 24 B AR L BB
7 R HE 55 A/ 5E 25 W Bh ) (I nRemington’ s Pharmaceutical Sciences (3818hK,
A.R.Gennaro, 4w%a ,MackPublishing Company 1990) .2 JGHIAS, Bt 5] FHES & 24
TR E ) o

[0196] W HHHEAN GARE 1 tn 9 B 25 243 4% 356 328 07 ORI B 75 77l 2 R i e s IR AL &
Yy (Z W5 Remington’ s Pharmaceutical Sciences,[d] ) o iX2K4H &9 0] #2HFGF21 %
JR AR [ P BRPR S S B 1 A PN R TS 2 AR N T BR 2

(01971 Z5We & Wb 1 32 B 0 B A 1 1 Joia mT DA B /K BTG 7K B o A5, FH T332 S 7
G I B AR T DL K AR S A TR E N TR, nl Re kb e 1AL S BT E st
LRGP g b B KBS IfIE B FR A B 3K R A R R B B OR
B 25 A a5 Zipl 7.0-8. 50 Tri s ERZIpH 4.0-5. 51 £ BR Eh & i, Tk
AT ALHE 1L AL A 0 B A o AE AR B ) — S SE Tt T S, mT DL g ke 1) BA T
ali ) -5 SAEIE R BC #1577 (Remington’s Pharmaceutical Sciences,|d] F) &Rl
£ DU T el K VRO X T AF I FGF21 £ Bk RASARH &9 - Ak, A FH & 38 1 I T 571
(15 40 REHE) FEFGF2 1 22 K S AR A4 7= it L 1 1R T 7= 40 o

[0198] W] LLEHEFCF21 2 IR RASAR 2G4 G- T B W dhadick . 53, aT LLIG #2464
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T N B T3 sk A 3 3, 45 0 1 AR & X SR 24 2 b ] B2 (1) A A I ) A AR AR A
FARNRERELZ F,

(01991 HilFRIZH 73 LASKT T~ 25 25 fB AL A2 A 4252 B IR FEAFAE o 4904, A 22 i 7 A ERR2H & 4
FEAEFHpH N BUAERS IR pH T , 185 7E 295 - 29811 pHIG [l 4

[0200]  “4YiUHAE M AR Z50) , AT A B EIVE T -6 m] DL o L B B A T 45252 1
B3 BT R FGF21 2 Ik AR 4R 5 2 % 1 mT 4252 Vs SR R 7K 0% 20 6 T 18 i o0 53 1 4 il
BrIE VA IR T B 28 TR, A PGR2 1 22 IR AR AR TG 1] RS >4 By B Y e B S B M X —
Fhit) £ W0 mT CLFE BT 75 23 5 SE PR o (F) 2 ] 3 S BBk R A e ) R L SR A 4 (91 G
RILREUR CFEIR) ERRL g ) B 055, B ik ¥ B it T3 Bl B i, B il 7 i
SR 5 AT I8 AR A S 38 o 38 WA FH I B R, X AT 2 (R G A Hh 4 RIS TR AR o
HT SIS T e A& e NG 235 E .

[0201]  fE—ANsLitir b, il LARC RISV TN 48140, Rl FGF21 2 ik AR 44
il SR N FH 47 751 o 20 BT FH A0 3 326 FH 1 4 S5 71 I I FGF 211 22 K S AR AR NI VR 71 o £E X
—ANSEHE T S AT AEVE T B A [ PR A AT WO 94/20069H BE 2 iR | 2 filize 2,
IR T AR B R S Ik .

[0202] 3025 FE W] [ R4S T F 28 il 50 o 75 AN K B I — AN St 07 2, DLIX A7 2048 7 1)
FGF21 2 IR SR AZ A4 ] LA FH BlAS B FH 3 T 1) 21 4 7 2 (437) v 7900 R IR 3 711)) w7 28k A >R i
il o 2, AT LAV i 2 77 LA ASE 1) 550 P 3 12 50 2 7 15 i 1 AR 0 R R B KA HL R SRR
il 5e /NI TR s B R T AT L FE R BEFGF21 22 ik 53 AR AR W UL 1) & 0 I3 o 3 ] DA FH 6 %
TR YRR TR AR AR SO A 4203 3 7 Bl ) i 7 A e R AR 57D

[0203]  —Fhf 254 & W ml A5 A AR NFGR21 2 IR AR 53 F T Rl & 1 o &
TR T IR &) o 8 I K P 790 T 0 B 7K B — MG 18 BRI S, DA RS 7 28 o 45 T VB o
& ) TR S AL FE AR AN R T 1 14 R RE 771, 48] Qe R 205 il TR BN Bl ok PR S 40 L A Bl Bl PR 45
SRSB4 A A  BA TS B AT Rz AR Ji 5 BV 7 5 491 G el IR TR 85 L Al IR IR B A A o

[0204]  FAMAIFGF21 2 Ik SEAR AR 25 W) 2H & oot AR SR R N 0310 5 A2 81 &y DL, 4
PEIFSL 10 18 B2 455 1 125 1) 77 Hh R B FGR21 22 IR SR AR A4 1 1) 7] o IC i 22 P HL e RF 08 ik Bl 52
Ik T B HAR, B an AR B 244 v AR W0 Pl ks B 22 LR R AR A7 8 S 77 40 A A 40
AN BTN (2 WAIIE R A A SW0 93/15722, % LRI ER T H T 254 &% 1)
Z AL E TR R, DL & Wischke&Schwendeman, 2008, Int . J.Pharm.364:298-327, 1
Freiberg&Zhu,2004,Int.J.Pharm.282:1-18, H A& 1 HLBR/ Gk Hl 71 A1 Fg) - anAs SC A
IR 7K 5 JI2 A o 292 180 328 B 52 4 8 326 o1 7] ) S 46

[0205] 2 i) ) () e SEAG A0 35 B il it T X 2 025 1 2R W 26 Joid 497 a7 el e
o G2 R ] B ARG TR KB VRN A lR (S LR 53,773,919 MMM & F 5
0058481) \L- B AR ML-BREIR- v LBRHI LI (Sidmanss, 1983, Biopolymers 22:547-
56) B (MIEFHE2- 2 lE) (Langer®,1981,].Biomed.Mater.Res.15:167-277 !
Langer,1982,Chem.Tech.12:98-105) . 2% 4R £ 4ilig (LangerZs, [A] ) 5% -D (-) -3-#%
BT (W F)5:0133988) o 2 B 2H A Wik n] BLHE g T, o mlad ik AU 2 A T
EFHE—Fh % . 2 W WEpstein®, 1985, Proc. Natl.Acad.Sci.U.S.A.82:3688-92;
DL K2 B F1] 50036676 . 0088046 £110143949.
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[0206]  FIT4& N 25 25 HIFGF21 2 IR RAZAA 2 W) 20 & W) 5 1% TG T 1) » 1% AT 3 3 B T
JENE I PRSI o an SR A YR T MR FZ 7 VAR B 1 AT AR VR T ARV 2 BBl J5 6T
T8 Mo a5 25 H-E V] LR T TR R AT BB DRAFAEVE TR - 39k, — ek B s &
YR N EA TEW AN B A g, 490 B R 33 SR T ) 25 (10) 2 1 1) e Bk P A 5 PRI VR A%
BN

[0207]  — ELHi| B2 & A0 RT A 2 AR i) TR R B B ) L) [ A R /e Dy
Jt A5 77 B R - K FORAFAE TG R /NI R o TX S 1570 AT CABE I m] R /R A4 2T 2
IR (BT 0 RAF

[0208]  fE—ANEARMSLHE T A, AR K HP LA T A R G A A 2 &
& HEA R TR A BN S — A B AR Bk BRI 55 2548 0 AR I I8 B
5 B F B S T 2 v O A RN 22 S TR 2 v A A (49 AR TR 3 S A R R T R O AR
(lyosyringe)) 126 .

[0209]  VBY7 bR AIIFGF21 2 IR RARAA LM 2H & P i) A R 1 Bk T anva o7 5 ¢ B
() o AR A EE AR N TN T R 872, 097 B A 3d 77 & K1 Rt 308 43 B8 P 15 1 431
FGF21 22 Ik 9828 44 it . FH 1140 38 ERE 4 245 3 A8 AR 38 1) R /N (MR B VAR SR BLER B R /N) AR L
(A 8 P — R RE DR L) T A2 4K o DT I 1 PR AR N 0T DL 551 B LU 45 24 i 12 LA 3R AR
BAEIRIT RUCR AR BRI 0. Lug/ kg B HIE 29100mg / kg 8 B K, IXHU kT ik R 3% .
FEE ST S, AR AT N0 . 1ng/keF ik £1100mg/kg ; B 1ng/kg F ik £1100mg /kg ; BL
Sug/kg.10ng/kg.15ug/kg.20ng/kg.250g/kg30ug/kg.35ug/ kg 40ng/kg.45ug/kg.50ng/
kg.55ug/kg.60ng/kg.650g/kg.T0ng/ kg 75ng/ ke | E 1A Z1100mg / kg - 7E 7 4 H & 1 S2iti 77
Zf, AT A50ug kg 100ug/kg 150ug/kg200ug kg 250ng /kg 3001g kg 350ug/ kg
400ug/kg.450ng/kg500ug/kg550ug/kg.600ug/kg.650ug/kg.700ug/kg.750ug/kg 8001
g/kg.850ug/kg.900ug/kg.950ng/kg.100ng/kg200ug/kg300ng,/kg.400ng/kg.500ug/kg
600ug/kg.700ng/kg.800ung/kg.900ug/kg.1000ng/kg.20001g/kg.3000ung/kg.4000ng/ kg -
50001g/kg6000ung/kg.70001g/ke8000ug,/kg.9000ng/kegbY 10mg/ ke »

[0210] 25 Z5 0 8 H ke T Bt F 1575 R FGR 21 2 Ik R ARAR 1 254K 80 1122 2 80 I IR TAE N
D AT DAZE T 206 0 B R BT I /R R & O 1k DRt W RE IS ] DL SRR & L DA
R 2 ) CLRT & B & S5 81 P s 0 1) Bl A 28 B el 3 A DL 2R v
LTHEY . EIER R — DR AE B AR @ B RN AT, 9 BE ThATH
W AT I ARG B o a8 a8 2 1 551 B e B s v DA 8 18 7R &

[0211]  FriR 25 W) 46 25345 5 O M7 — 80 0040 11l s 188 3 &5 Rk o S IS 7Y < i
OIS BTN 2 LA SR PN BB P < Dk A B et A S A0 53 s Tl SR &4 (L
AT HE V) 5 BRI N 2R B 7R B, T e O s i v s I R B
THED

[0212] &K el S o, 3 I R B ORI s B TR o IR G E L E A
SRR THAW) AEE FHEASE BN, iDE 22 BN S G A S8 T, 5
B @y 8 @B L HEVE (timed-releasebolus) BIESELE Z ik T i 7 1o

[0213] Dy 7 DAFI IR () T 28 3B 1 2454 (9] n A S0 A FF B FGF2 1 RARAR) |, {45 250K BE ]
TEAE K S TA] A 4 355 S B8 1) VR 7 B8R K, ml s 2 AN [N 0 05V o AR — AN S b, mT A
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T B R (il , A= B R N B ERR E 5 — i RS B ) 5 2R A W EROR SR A AE 1) B
B B R A IR KB IR o RTREAT AR B 43 B B SR A (B, BR JS) 7Kg, 491 a5 %
109 .15% 8520 % o 15 24 B FE I e 43 v LR T 2 B R 25, 9 an S B IR V6 97 40 A AR T 4+
2530 J15 50 A
[0214] W[ NJKEERI R SV SEHIAFER 2 1 (“PEG”) VREM A L5t R A L b -
B RN LR R IR L e ik Be el G AL IR Y B LM IR (LRt Be ) 3R (=
AR 3 NS
[0215] ™ A 7K g J2 il S5 ] =55 B Dy — BRI 3R A 7K RN A8 BB 771 ) A8 TR R JiE o 7 — A S T
T, GV R R DA R I ) HR 2k DA A R A S B AT SRAF AT TG o £ — B8 - v, 1 FE A B
ATDLR R AR AR L E R IB L BURFE B AR Ik 1) o 7/ — 1B N, B s R
1) 28 R R AL B A (1) R S T o 2050 v 1) 58 T ] 9 B 08 o] ) 7K R P K 1) 245 i 3k I
.

[0216] W ffi FHER-G W 5ACHEA] (1, FE S IR R I) B AT AT Bl 2Rk = ARG B EE 14 B ) 7K
B 0, AV 5B LE R ] g, 5l an8: 1.16:1.24: 18832 1. 614, /KB R A
W B I DA B A8 Bk ) 7 R R DA A PR B I, P FHB - 14160 1.24 1 18321 1L Z 1 FY BE P I 1R
I« B sz o

[0217]  10.FGF21 % Bk AR 16 TT Hi

[0218]  FGF21 2 BRZRAR PR BT FHRIATT IS W 8 BT 22 Ao i o RE SO i , & (H A
PR T AR 2Kl AE— AN SEHt T =, R YT AR 2R EL 2 BB R , 1 n2 B0 R s o 7£ 73—
S 77 ZE R, AR 2R EL A B HRE o FL e St 7 S8 AT AU L Bl A R 2R AL it s e s =
I 5 JFF i 10 28 A1) G = = P 2 I Jy 2k 226 (NASH) 5 500 LB 95205 4 L s Bk sk R R A 5 DA A2
AL

[0219]  FER HH, AldE S ORIT A G ER ES T A % E0 B E AR SR IFGF21 £ ik
RAFARRNETT U WHE R I BRAE JPEE S5 0 i BB 00 o 1T 42 A SCRITI 7 1 25 245, A1) o 3 ok
DA S RS R Y ST S L A S, B8 DL 7R B s i 550 T X ik o FE R 280G 00, BT
7 A AR SRR B IR PR AR N S35 , I H AT ARRFGR21 54K 2 BRI V6 97 R & o 5
AAIIE A AN T3 T 25 WL S Y897 B R R I FGR21 S8 AR £ IR JC o Bk T 45 255 %6
Firée T ) s ) B (AR 7y Tl Z I B S HEWRITRIH G S T) RS
P2 (AR FOIR DL « A SCAE IR ARAE “Va 97 B RG2S e G R L el e
PRIE T BT R FELL R 250 s el AN 51 R AW RO B0 245 ) J 37 (R FGF 21 SR 4K 22 K 1)
&2, IR ARG YT 1508 SO IE B E R .

[0220] 11.%ifk

[0221] 5K BHMIFGR21 AR 2 ke S MR 45 S B A 5 P AR UFGF21 2 KRR S P45 & 10
PUR AP v BB FEAE I B T AR TEE N PR el L2 2w kE b (AR R 2
SLEPUA) R TEREUAR MAD) EEH HR B A Biiks  N s PTiER (540 Bk 2 X (CDR) #
TP NP L BEPUAR R/ BB e M oAk A F i B AR AR Bk 2 8 3 DA i B
BFE HFGF21 AR 2 IR AL e ME 45 G B PUR I E0 7 o 1X 28 B i S 49 60 4 e 0ot g {2
DIE| KPR = £ FabIF (ab’ ) J B H B4 & Br 3 e EEAIDNAR R 7= A1 v B
NS A gahS PR n] AR X )AL R 7 51 25 2H TR 3R
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[0222] M HTHUARE BRSO, RE R RIS G B Te AR ER B B e PR AR/ Bl
EHAEYIMBAZE TR, PR 5 ERREE & 8 BARH, JPiR 5 C R EARRE T 14 45 A 0,
X AR TETUE M M E 264 R, Pk S e G, F HA S LR & S5 E TR
M ERA G AT AT IE B S5 g 77 20 DL 4 5 o e 1t 45 & LA AR I B, 4
[E AHELTSA % 9% | & v . il i, 2 W HarlowflLane (1988) Antibodies,A Laboratory
Manual,Cold Spring HarborPublications,NewYork.%l XfFGF21 2404k £ Bk 1) £ vo [ Hiik
18 IS 22 IRFGF2 1 J AR A4 22 R AN B 7)1 Bz T Bl G I8 N v i 72 340 (8] 4 B 50/ B o1
7% o H4FCF21 RALA 2 IR S5 AEAF S e WP b A S IR M BAR R B S mT R 2 A /i 16, i
Et A =g = g 1710 P e I s e = N N N = g = N S SR N 32 8 s = NI 7 s = o2 e B A
FE A8 R AR (1 W1 BH L) SR8 i G0 28 W 27 o 7R 9% I, SRAE S I, I 72 IV R HLFGR21 98
ARG A -

[0223]  A] R A I 5 7% b B AR AR I 2 AL 7= AR 044 23 1 BOARART 7 K 77 AL BT R FGF21
RAFR 2 K 0 B v BE B o BT 77 AR B0 e [ B AR 1 6 38 07 V6 1 S 9 A0 956 2 58 98 T v
(Kohler%¥,1975,Nature 256:495-97) 1 AB4H M %2 & /7 #% (Kozbor, 1984,
J.Immunol.133:3001;Brodeur¥,MonoclonalAntibody Production Techniques
andApplications 51-63 (Marcel Dekker,Inc.,1987)) . A K& BHIA#2 I r= 4 HFGF21 28 AR 4
2 IR SN ) B S P AR ) 2 A R AR R o

[0224] WP NFA J BH 1) B2 e B HUAAR JEAT A2 10 LA AR IR 7 75 o 7 — AN SETt 7 Srb, B BE L
A ik, Hod E 1) 8 A/80% (L) BE—5 7 5 MR e YRS 2 bk e sy g T
R E BRI B S B o (19 AH I8 51 A ) 3R]0, T ) 4 38 40 ) 5 0\ 5 — W i 1S
B PR B J& T o — PP S A SO S I B AR A 0 4B S F1 A [R] B R 1 A F5 X gt
B B, REEEATE A B s ZE RS 1 - 2 WL n 55 [ % F1)%5:4, 816,567 s Morrison%s,
1985,Proc.Natl.Acad.Sci.U.S.A.81:6851-55,

[0225] £ 53— NS J7 b, A I B TE B e AR A2 CNVEAL” Bidd . TR N SR ik
NIEAC ) T332 A AT AR P JE R0 2 WA N 56 [ & A1 55, 585,089 115,693, 762 A JAL
Puik— M EA — A2 A RN RIE 5T A () S R PR R Ak o 451 4n , W DA SR F A 838
B T7VE Ik MG U5 S A B AR R X 22— 5 BAR N HUAAR B9 AH 87 X 38k 12047 A TR AL
(Z W JonesZs, 1986 ,Nature 321:522-25;RiechmannZs,1998,Nature 332:323-27;
VerhoeyenZs,1988,Science 239:1534-36) »

[0226] A BHIL AL HESE A A K B FIFGF21 RAZ K 2 Ik i) N PUAK o A F RE 0% 72 A A7 72 N I8
TR E P AE RGO PR A NP R B B R s (/R S sl AR IR 58S S
(1) HFGF21 AR ARAT A B IR (B B A /6NN ELL R FLR) S flk = A IX K hifk . 2 L
5t JakobovitsZE, 1993, Proc.Natl.Acad.Sci.U.S.A.90:2551-55; Jakobovits®§,1993,
Nature362:255-58;Bruggermann®s, 1993, Year in Immuno.7:33.7E—Fh 5 vk, @i {H7E
FHorb G i G % R A 1 2 B AR A 1 P D IR e 2 AR D o i i N B R A T A
Ja 4 N LI R AH A, ke = AR X SR AR BL R sh )« SR JE A 5 o iz itm i) sh) (RR, B /b T4 B Ab
BRI BN 258 LLERAS A 4B I i B0 % RGMB IR BN - 45 T e 5 JR I, X Le i
R EBA N (AR BINE) 2R 771 (BLFE T X S R A G5 i e 1 1) o] AR
X) B PR . 2 WA N [ B 2 A 5 W0 - 96/33735HIW0 94/02602 . &K1 77142 WL 26 [H & R 5

28



CN 107188950 B ﬁﬁ HH :I:; 27/70 1L

5,545,807 PR AATSWO 91/10741F1W090/04036 LA S BRI F1) 50546073 . # A SCHTIE
AT I AR T 2 40 B R 3R EE ZH DNABSGIR ic 24 52 I A0 2 T8 SR 7= A N

[0227]  7E — A& & 1Y 5L 77 S b, b BT M B AR R U SRR I A N B Ak (2 004 dn
Hoogenboom%%,1991,J . Mol .Biol.227:381;MarksZE,1991,J . Mol .Biol.222:581) .iX 475
VEASADLIE A 7 22 PR B AR () 3R T R s PuAAR e, B el o 5 e 0 R 1 465 6 30 ) Wk 7 A X
— IR

[0228]  BRA PR CORFEAE LA AN IS A 4388 & a8 ik =1 40 5 v 7= A o B AR ST A )
5750 Btk A IR T N1 32 0 M 5 i 2 Rk A — AN ST B, LR LR FLsh )
T E 4R A (] anCHOZAH ) Hh 7= A= o B v [ (51 4n ) Budds a] 42 A48 ST ik 7 v e i B ZH DNATE £
= 4 B Sk B a7 2 A R A i R AR T AR

[0229] R BAI HIFGR2 1 SR ARG T A TAEA & R I E J532% , il i Fl T FGR21 R AL 44
22 IR PRI ASE W R S B8 1) 5 4 14 485 5 W R 5 L 42 RV ) 42 o M 5 5 % e P e W S 925 (2 L
B inSola,Monoclonal Antibodies:A Manual ofTechniques 147-158 (CRC Press,Inc.,
1987) , i@t 5| A LA HE AR I NASCH) BT LLIE T Bk I I 8 77 V156 A1 /1 S5 FGF21 58
AR Z RS

[0230]  FEFELCSLtE Ty &, T2 W B, HLFGF2 1 R AR AR 144 W] A A A I8 43 A ik o AT
For IS 53 AT LA A AT e % B 42 B 1A 42 77 A mT A S 5 R 358 40 o 451 4, w56 0 T DA S Tl
SHERA 2, 1 4A0°H, 0L PP S T e M ek Ga s St AR A R A S, BN B
Bt R D PF B B G 3R 5 B S 91 ek e TR I L B - e L BE T g BB AR O S AL )
(BayerZ%,1990,Meth.Enz.184:138-63) .

[0231] &4 PR G WE VA I T bR e B AR v & (1 ANFGF2 1 9878 4 22 Jik Bl L 4 928 I 1 14
) HIREE AL 2 ) (B WNFGF21 R AR K 2 1K) 564+ 45 6 A PR B PLFGF2 1 RAZ R P4 11
e 770 ISR i HHFGF21 A4 22 Ik 1) 2 5 45 A HUAR O bR A i 1 B SO L O 17 e
CL &5 A PR AE S I &, PUARTE 76 P 2 BT B Ja il R AR 15 SPuiR 4 & bR i
Ao AT a] J7 8 5 OREFR 45 A AR HE L A BT ) 70 o

[0232] .o 5 V508 5 R0 45 46 FH I Fhpi A4, B PP pLAR e 8 S5 Ak U AN/ B0 BRI B E i
(1) AN [R] 4 388 D M 38 23 BR AR A 5 6 o AE IO M e v Hh 1S A it 23 AT 0 368 5 43 2 1] AH SRR A
FHEEME S PR S G, 25, B IR St d & R AN S = H G B A
Yo 2 WA N 3L E L R 54,376, 1100 55 —HiAR A B ] ATk I8 7 Fn i (ELRE R0l 5E 25)
AT DA R AT ARSI 20 FR A0 B P S B BR A AR I E ()4 R 00 2 V22) o 4514, S0
SEVE ) — PP Y 2 B I S 2 W B I s (ELISA) , 7E AR DL T Rl A B 73 9B

[0233] A% BH I HIFGF21 SEAR R B A4 ik v] FH T4 P BSAZ o o] 4 FHRTRS WU50 70 b i B 4k
5T s, L N IR R, S8 05 8 bRic UAR AR 1 3 TR I AEAEAE LRI B PR T FAES)
YN AR 72 18 I A% T LR TBUR 273 A& A 38 2 6 1) R0 U 77 92 AT A H TR A AT 38 40 A
1o

[0234] AR BHIIFGF21 S ARARGTAAR AT FIAEVR T 7 o X L8365 97 71— M2 B Rl sl dg bl
REATr e B A 2 2D — PPFGF21 AR 22 K A= i 14 72— AN St 7 8 b, A K B
ISP DA A2 RE 18 SFCF21 RADAA 22 kR e M 45 6 JF B Re 8 4H| BIHPRFGR21 R AR R 2
JOR AR A B3 AR A1 B DI RE I 1 B PR B &5 v B o AR — Se STt 7 =, S P AR AT 0 )
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FGF21 R AR 1K % Ik i) T R ik R Ik 22 /D 2950 % , AL adeik 2 /02180 % o 1 o — Lty &, i
FGF21 R AR PUIRBENS T PLFGF21 SR AL 1A 2 PR ANFGE 52 44 2 I8 (¥ AR EL AR 5 AT A2 A4 A1 B
DY A0 1) BV BRFGF 21 RARAR 22 JIRI M o S Bl 71 A5 57 HUF GF 21 S8 AR AR T A4 388 1o A 454k AR iy
JEVRVER) i 28 T 5 R 455

[0235] AR BIEW Je A5 FGF21 RAR AU ] A A U 2E MR il o (U FGR21 R AR %
FIRZKTA 0 e B ) 24585 o I R T A 37 TS IR AT PAT ALY B A2 A0S 2 3of SRR o %
A o

St 5l

[0236] "IN I 1) S Jita 451 5 BA A i B 1) B AR STt 7 58 % 4% P FH I o 3 e STt 47114 LA 15 B H
(R SR IR , AN fiF Ry LA AR 7 2CBR il A i B Y L

[0237]  sijffsif1

[0238]  FGF21 3Rk 14 s AR 1) il 2%

[0239] g HH B XS BT AFGR2 17 #1157 A w137 R i (1) 4% 1R P 21 ) 5140, d ik 2%
e U B (PCR) 4718, 15 2w I AFGF21 2 R EIAZ IR 7 41 - R 2525 T F SR 4 18 il 24
FGF21 75 514

[0240] %2

[0241]  H T+ FCF2 14 AR HIPCR 514

SEQ
HE ]
' A5 ID NO:
[0242] 5 5 AGGAGGAATAACATATGCATCCAATTCCAGATTCTICTCC 3 | 12
ZL | 5-TAGTGAGCTCGAATTCTTAGGAAGCGTAGCTGG.3' 3

[0243] ¥ FH T+l & BUAFGR21 R IA M AR 51045 N T35 7 41 5 ) b B 28 3 1)
#H AR (1 anpET30 (Novagen/EMD Biosciences;San Diego,CA) BpAMG33 (Amgen ; Thousand
Oaks , CA) ) 1) PR il N DA BR AL A (Ndee T7 25328 6 25 T 200 18 2208 [N - K iy FR R 2R
b FIEEARPAMGI 3 S AT (4 T BR- 10048 Hlie A Bk lac BB T A-E AN B =Pt .
RIEBARPET30 5 A pBRI22ATA M ML i3 B ST T H 3l AR IR R PR AR R
PLpAMG33 ) FE A e , (EL 41 R ILDET30 2 8 i 1) S e 4R 5 . DAL , ¢ A4 JF A 5 A
R ZH AR TS JeAEpET30H 77 A, SR Ji5 7 126 DK o SR J5 K H 1) e 91 36 7 22 pAMG 33 T3k
— BRI

[0244]  fHFGF21 /3 FI7E & 440.65uLdH20 . 5uLPfulltra TR RZZ MR (10x) \1.250
LANTPMi x (40mM-4x 10mM) 0. InLAEAR (100ng/mL) « IuL541 (10uM) « IuL 542 (10uM) Al1n
LPfuUltra TTI@kAHS DNAZ &1 (Stratagene;La Jolla,CA) R MIREWIHH 1.5 &
LU BEAT : FE95°C R INFA2 53 il G B T ORI 7R PR AE95°C R 20888 .60 C 2080 B (5
RAEF L2 EA1°C) FIT2°C 15D B LORAE I s 55 5 T Wl HE 7 P U 4E94 °C T 20404 .55
C20FP 5P FIT72°C LR AP 20K B ER s BB T2°C 343 b o 4 14 P2 FH PR 1) 1k TN VK% TR B Nd e T
DpnIFIECORTVEAL , A TG B A3 , R JE e A R B2 A8 Al

[0245]  sEzjiifsl2

[0246] M4 1 454K FGF21 4R H
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[0247]  FE T HISEHti b, FE4H R KIS RS h Rk & MFCF21E 1 , WdEEF A FCF21 22 ik |
#BIFGF21 % Ik \FGF21 R AR MIFGF21 il & 8 o 7 N [HPRF IR ) Rk 2 J5  FGR2 1 8 1 #2eA
S A R R T VA AL BRAE SR A

[0248] A 7 MR & A b 4l fk 85 A2 BURGR21 2 Jik L AU FGF21 22 ik FIFGF21 58248 1 , 4
M (double-washed) & 44 (DWIB) 7 & A ERERUAIDTT/ Tr i s & Mk 1) B4 ¥ 22 i (pH
8.5) FIGY , AR JE M EAE = I N IR G LN B IGIE IR S VM &G IR 2R - D 2R
ANER BRIVE i) P 3T B 22 vP i (pH 9.5) H, SRR AES C MR & 240 (B Wil fiClarke, 1998,
Curr.Opin.Biotechnol.9:157-63;Mannall1%%,2007,Biotechnol .Bioeng.97:1523-34;
Rudolph%,1997, Folding proteins, ”Protein Function:A Practical Approach
(Creighton,ed.,New York,IRL Press)57-99;and IshibashiZ¥,2005,Protein
Expr.Purif.42:1-6) .

[0249] {EMGVE AT S )G, BIE S WE 0. 45fekid Jeas it Jg . R 5 B B S & - H
1OKD#(FE 7> F#EPall Omega®ifE20psifEs ik (TMP) T #4i 2 29101% , H H3H AR TR K
20mM Tris (pH 8.0) 7E20psifTMP FiZUE.

[0250] 4 J5 it FHQER I B Bt Jle (Sepharose)HPWHHﬁ%JﬁﬁnuJ&ﬁ[ﬁ%%ﬁ&iﬁﬁ% (AEX) JE#T
722 LLO-250mMNaCl /20mM Tri s 2kt S i B 7EpH 8.0.5°C I b b o WA 97 4338 3 SDS - PAGE
B A3E

01 R SRR M EL RS A L R
(HIC) o fEpH 8. OFIIABEG S , 2 o PR Il 2l P 6 2 1.0 . 70 - OMIBR B G it o Ve BT ¥t

14 SDS-PAGE (Laemmli,1970,Nature 227:680-85) 43#7 /5 & IF-

[0252]  KHICE 4 FH 10D EE 73 T8 Pall Omega 0.2m° £ 7E20psifITMP R ¥4 2 Tmg/
mL o 7E20ps i [ TMP I , W e 40 FH S A AR (1) i) 28 G2 phFFIE U8 , 44 [m ie 10 iR 4 W 4 B B 5mg /L o
B a IR WIEN Pall mini-Kleenpac 0.2uM PosidynefEitjE.

[0253] 5 1 MWNAMBE B & R afifb HFGF2 1 il & 85 1 AIFGF2 1 fih & R ARAR TR 1, g e i L
EAR (DWIB) ££ 5 A FhERANAIDTT/ Tri s G2 Ml 1 859 22 pF i (pH 8.5) FRIGE , SRR E =R T
TRE 1/ o SR S SRR S INN & A6 IR RS 2008  F IOt 20 AN S8 R I & ) T4 B 42 vl
(pH 9.5) o7, SRJ51E5C TR & 247N (Z WL anClarke, 1998, Curr.Opin.Biotechnol .9:
157-63;Mannal1%¢,2007,Biotechnol .Bioeng.97:1523-34;Rudolph%¥,1997, “Folding
proteins, Protein Function:A Practical Approach (Creighton,ed.,NewYork,
IRLPress) 57-99; LA & IshibashiZ%,2005,ProteinExpr.Purif.42:1-6) .

[0254]  FEIGVEFI AT & 5, i FH1OKDIE AT &, VR & W SR FR M 20mM Tris (pH 8.0) i&
o FH50% Z R VHA BT 4 B AIpHES. 0, SR JF FE4K N B L3070 4 i

[0255] R J5 A QI Tia W St S HP A% IR, o0of 8 378 A it HEAT [ 189 158 #k (AEX) JEMTIE . AEpH
8.0.5°CF,{0-250mMNaC1/20mM TrisH) 2tk E 46 B 1 4L . W (B iR 7 i 1 SDS - PAGE
(Laemmli,1970,Nature 227:680-85) 7347543

[0256] 4K Jig A FH 2K 3 2ot Hg Wil gt JRe HP A i XF AEX e e & IF W 3E 47 5t /K AH B AE FH Z A ik
(HIC) . fEpH 8.0 FABEIR AL , 2 F Jou faff FH 3 9 e M 50 52 1K) 0 . 6M - OMTG 2 e 5t . o W AL 7
L SDS -PAGE ST J & 3«

[0257]  FEHICH 4R )G , SR Ja K & ) FH6 01 R I il 2% 22 b 7132 A, FPall Jumbosept4 i
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Mr& Wik 4 25mg/mL o B¢ Ja » B S WE I Pall mini-Kleenpac 0.2uM PosidynefEid €.
[0258]  sJjsfi 513

[0259]  ARSEFGF21EE [ i) % A ik

[0260] 5 Tk 3o B2 TURGE2 1 FE34 A IPCRY K 46 223 FF 510 53T s
FGF21 25 10 (B FIFGR21 63 4 Pt a2 WL SR

[0261] &3

[0262] FGF21#k45
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REAMAE | B AAKT
(o5 &% ¥
1180 1
1179 2
1178 3
1177 4
1-176 5
1175 6
1174 7
1173 8
1-172 9
1171 10
1169 12
1168 13
1167 14
- 166 15
1165 16
[0263] I - 164 17
1160 21
- 156 25
1152 29
- 149 32
1113 68
N-Rs% B4
2181 1
3181 2
4181 3
5181 4
6 181 5
7181 6
8 181 7
9181 8
C-F= N-Rp MIE
5-174 11
7-172 17
SEAMAR | MG AARF
9- 169 20
9 149 40
[0264] _ :
15169 26
15— 149 46
15113 82
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[0265]  AHX TR ZAFGF21 £ Jik

[0266]  ffi FHEA HieEh ok (TR 51 G2 B0 ) 1 b3 X AR W X R 5
FE AN 510K i & AR FGF2 1 8 A R A o F T IR SR 38 I B2 (1) 51 i 42 it 29 15 M% H IR
(1) 2 5 H DAL 38 7= 1) PR BA , RIEEAS 20 LIt B Pl /5 210 SR AR Rk sl K A7

[0267] i R AT 7R 514, SRl 4 G A s 451 1 B FGR2 LG Ak , HLAE I ZAFGF21 7 31 1AL
TR 2H R B FR A IPGF21 8 1 (RP2- 181 FRAFAA)

[0268] %4

[0269]  ffill & 7~ B ML AR FEFGF21 S8 AR AR I PCR 5 4)

SEQ
HE V.2l ID

[0270] NO:
iE 3L 5'-GGAGATATACATATGCCAATTCCAGATTCTTCTCCATTATT-3' 14
B 5'-CATATGTATATCTCCTTCTTAAAGTTAAACAAAA-3' 15

[0271]  SRAP /R Il (L an T pros 40 AR kL B2k, Forp 78 B 1) (SEQ 1D NO:9) &
A0, NI g B B R (1) BRGAARGF 21 22 JIRI — 350 43, 28 — 7 F1 9 IE 3514 (SEQ 1D NO:14) , 28
=AY 51 (SEQ ID NO: 17H118) ;&FGF21 3R IA M AR 43, 55 F 7 51 A& S X 5147 (SEQ
ID NO:16) :
MetHisProIleProAspSerSerProLeu
5'-GGAGATATACATATG---
CCAATTCCAGATTCTTCTCCATTATT
[0272] TTTTGTTTAACTTTAAGAAGGAGATATACATATGQ&ECCAATTCCAGATTCTTCTCCATTAT
AAAACAAATTGAAATTCTTCCTCTATATGTATAng&GGTTAAGGTCTAAGAAGAGGTAATA
A
AAAACAAATTGAAATTCTTCCTCTATATGTATAC-5"
[0273]  JEA bR FH St 4511+ 53 R PCRE& A il 2 B FGF 21 88 [ A A . 7 38 7= 47 FRR
il N UIZ R B Dpn LI AL , 28 5 S Ak N B2 25 4B A o F B 15 v B 14647 17 DU LA UE SE A
TEAER A M A A 1% -
[0274] 8 3 FH 49 f s 28 AR FGE 2 1 B8 1 1 40 i AR % AL JBE 32 5 BL21 (DE3) BBL21Star
(Invitrogen;Carlsbad,CA) 40/, KRF A MEGF21E H . fE4M 78 T 40ug/mL KA E Z A TB
B i AR R B E RN AR K, I H RORIE A R K E WS, 0. 4mM TPTG
B AH )G, W B 0 18- 20/ N UL FRFGF21 284814
[0275]  sjitafsl4
[0276]  ARFEFGF21 45 A AR A 1
[0277]  FEELK-H{OG R BEAR SN e v g AT 1 505, DL e R4 B A2 UPGR2 13 P (1)
FGF21EE H o R5MEHE 1 3R A5 I AENA i« CoR Sy BN AR S AU C R g 19 AR g HL A AR IR FGF 21
EEMEE R AT HEAAN293TE 40 R #EAT 7 ELK-OG R B E 2%, K 29340 i &
FIEB-Klotho Ml Y R EER T 4> TR ERAR o IX S8 A4 AL 5 S iBGAL4A - ELK 1 F15xUAS - Luc
[R5, f&— M & 54N Gald4h & Or ml B ICHE DU JE 30 1 IR Sh i s G s Bl 3 4 1. B-
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Klotho /2FGF21 HT-¥i% FFGF 32 /& M1 J M N 15 5 4% 5 Il AL 20U S [A] 32 4, Lk 1 5 2
Erk FIELK i BR AL o % )6 25 IS M 32 W B AL Erk /ELK 1K) 7K PR, w0 P 3R] 422 W A ) o &
M EFGF21E 14 .

[0278]  J& I 44 293 T4 M 7E AN [F) v B2 1) B A= BUFGF2 1 BUFGF21 T AR A4 22 IR A7 AE I 35 7726718
I, SRFEATELK - 22 ' 25 B e 2 , SR 15 WU 5 200 PR SR A A 1 i ' 3R M 1 I 1A - 1BRRFGF21
I AR T- 181 F18-181 (B[ 1A) AIFGF21 % 50 AR A 1-172.1-171.1-169F11-164 (K| 1B) )
ELK - %5 ) 2% B 14 0 g 465 2R - FEELK - 55 Y 2% B I 8 V245 2 i B MPPGF 2 1 0 JR AR 443 - 181
4-181.5-181.7-181.8-181.1-180.1-178.1-177.1-176.1-175.1-174.1-173.1-172.9-181
F1-14909 K& LK 2.

[0279]  EFGF21 ARk 2 ik 5 B A= TAFGR2 1 AR v i b 47 1 LL 8, A BY A TUFGR21 Th AU
22 /150 % DU SRAR ARG A ARG RFGR21 35 M , 7ER 5 AR N “+7 6

[0280] k5

[0281]  #E[HIFGE21%E [ AR A 2 v

C-Rm B
BRERARKX h ERE+-)
1180 93.2% 1
1-178 95.0% |
1-—-177 112.0% +
1-176 104.8% |
1-174 104.6% +
1-173 96.1% |
1-172 97.5% +
1-171 113.0% n
1169 84.9% +
[0282] 1-167 20%
1166 20% -
1-165 10% ~
N-FKsh A 4a
REABAE A ER(-)

2 - 181 112.5% +
3181 130.3% T
4181 117.0% +
5181 119.6% }
7 - 181 74.2% +
8- 181 24.9%

9 - 181 12.5% -

[0283] SR, RO TR BE A R R W, 14 BUE 22 A s ZE IR A R Y CoR B R 2k (RIT ey
IR AL HE - 167 R SE R 1) & 1 AL A CoR i U REFGR2 1 8 1) YHBR 1 FGFR2 1[I 1 o 341,
RORW T BCE 2RI BRI FE INA S i (BRI b 2 RS PR R 8 - 18 1 BE A 1) B 11 i 4Lk
FRINA S BB R FGR2 1 8 1) JHBR T FGR21 BTGP o FF AN N SR 42 , FEELK - 50O 3R g 18 vk
Hh R I A 8 - 144 B3 PR NAR S 488 JB R 127 B3 24 B 2 ) C AR i 80 RS Y AR R FGR 21 8 [ ik
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ZiE .

[0284]  EERSFTREUHE —E0, BA TN DL 2 2 B i 4 I N R i A0 11 B REFGF 21 22 JIK ) i
AR B IR St 77 58 o TRV RE 5 134 LA G028 1R e 228 11 C AR i 8 1) UM P GR 2.1 22 A4 B A K2
RS2t 77 8

[0285]  Sijitifil5

[0286] AR JHIKFGF214E [ K44 N i 1k

[0287]  FGF21.2A Z P EWEYE , 48 PR AR MRS 5 25 H v = Tis S50 ] e /K P 1)
I A L B A R T 2 Y R R ) R R e I PR 21 2 IR 5 AN
I Piob/ob/INR, HE— 2543 HT T #EFGF21 22 B B4R PN FGR2 13 P4 , I 52 45 52 B FGR21
% K I I IR (40 B 7 o 8 435 W 2 B AR A FGR21 2 kv 5 B8 i # ob/ob /N (Jackson
Laboratory) JEIEWN , 7E— R VES 5 B AR B 18] &, B0 anyE 58 S5 0/ L 6 /8B L 24 78BS 72708
F L 120/N) A1 16875 3R B LA « FHOneTouch M1t (LifeScan, Inc . Milpitas,CA) Jl5E T
MM HE 7K, 45 5 AR T 2528 1M b K P (BPOR) i i bE A2 40 i 4 L3RR

[0288]  — s BG ) 4 SR LT3, R IR 7RI T FGR2 1 8 i R AR A8 - 181 19 - 1811 /N HH A
Uy MR R . 12 T S 6 28 B A0 5 B JE R AR L8 - 181 AU AR FEFGR21 it & 1 (1 B A 1A P T AR P2 A%
TG SR T AEVE ST G 3/NI A NG /NI, 3 1 B AR T B AR RUFGR2 1135 1  H 2 0 & & 2 IR ik
J9- 181 I AEFGR2 1 @l A& B A JoIX s M o IR b , BUAEFGR21 2 BRI A4 P8 43 BT R B, I 2
FGF2INA Ik 2 28 2 TN B IR AN % 50 1 I AR W 1t (S5 AR Ao BT A I, AR A o3 ik
B MBCAEGE2 RN AR i dif 2 74> 28 SR P RUR TG 1)

[0289]  FEAARSMFAMR A I E R, AR A BONK I #e £ FGF21 22 )ik (5 4nFGF218-181) 15 2]
(R AS ] 45 B ] FHAE 51 #2145 5 4 S FGF21 5B-K1otho FIFGE 32 44 ) A8 H./F P K it # . B A Hh
W, FGR2 10 L7 3R] 52 ARB-K1 o tho FIFGF 5244 (FGFR) ) 2K A4, X 51 K T BLHG K
RPN R 5 5 S HF AR B, FGR2 LN Uiy 2 5 FGFRIV 45 & A4k , T FGR21 11 CR
Uit B-Klotho Ml FLAE FH AT L Zi 1) (Yie%% 2009FEBSLett.583:19-24) . 78 Hrf H: [F] 52448 -
Klothoid £ ik , FGFRUA 1E % 7K F 2 ik (19 29315 40 i v 1#E4T 7 ELK - %% 0% 2= B AR /I 58 ¥ .
FGFRA & AEXT T B-Klotho ) BRI, Ktk , 29340 il th B-K1otho SFGFRZ EL AN & AR R M £
FL T REREIN 2R R G WY i S B 4 T IC AR 45 & FNEGFRITE AL - 2934 b R G ALl T~ S NA iy 28K
FLIIFGF21 22 Ik B Rk, DR b4 381 J LA 52 MINR i U AL A4 (| ANFGF218-181) 2k 3 14 1)
SE LA I, 75 I 5 FLAK RN 3 8% S PG 21 5 AR A7 75 R K5 B A5 BUFGR2 1l PRI, 7 44 Py 0
SE VL FRIZFGR2 1 J8 AR A (1) 3 M AL E W s PR o TR L, AR BH AL FE LA SAN R IE IR R JE LL RN
IR ity 26 R 1) R FGR21 2 ik

[0290]  Sjitifsl6

[0291]  #JEFGF21 8 & 8 A 1 il & Al Rk

[0292] PR mlid s ¥ s A R SFcJP ARl & ok K E ) 5, Bt DA & 1 & e
FGF21 2 k¥ il & 85 1 3T 64T 7 20 M7 - 180 SOE i ng (4 5 B L A 1) L (R B 42) PCREH 9™ B4 1)
FGF21 741 il 2% 1 65 Bt 5[ B FGF2 1 @A 28 1 o il %% 1 FGR21 /il & 8 1 A1 43 N\ S e Bk B
H IgG1EE K FIFe#B4r (SEQ 1D NO:11) 5FGF214 A FINA b 8 C AR i ik A

[0293] k6

[0294]  #JHKFGF218L & A
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REBRAEE Fe {& Bk
C-R kA4
[ -178 N, =
1175 “NH, 7
- 175 -COOH T
171 'NH, =
1-171 -COOH 15
1170 -COOH 3
N-Rsh#aa
5181 NH, T
5181 -COOH 15
7-181 NH, T
7181 -COOH 15
0295 C- #o NI
5-175 “NH, s
5-175 -COOH T
5-171 “NH, T
5-171 -COOH T
6- 170 -COOH 15
7-178 -COOH 35
7-175 'NH, T
7-175 -COOH T
7-174 -COOH 35
7-172 -COOH 35
7171 -NH, 15
7-171 -COOH 35
7171 -COOH 15

[0296]  HARHIYF, FeA 1R HISE it 1] L BTtk 1K) S 82 2% A 45— R 9 B0 =37 8 S i v )
% T FGF21 [ &4 A Mk (Ui i M FCR2 1 fl & 8 (M EE) B8 — v, Wit
SIS LA A B A Nde T e A i (BLAE F T2 1 21k BN - A R BR U BR) Fe XAk 7 51
FRIRF 5 o A2 26 S AR, v SIS LA AR S AT 35 Sk i) F B 0 JFGR21 9 5 1 51 1Y) 748 3 AT
EcoRT el L R B PP Ao B J » AE 50 = SN AR, et 17 5105 F T3 45 Sk AN S L B 7 4 )
H ¥ T A8 Fe-FGF211- 181 R Bl (1) 51 2 W3R T .

[0297] E

[0298]  FH-T- )% Al P FGF2 1 il & 2 1 #4244 (I PCR 51 4
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SE
514 A5 o N%:
RA 1
JE 3L 5'-AGGAGGAATAACATATGGACAAAACTCACACATG-3' 19
B L 5'-GGATCCACCACCACCGCTACCAC-3' 20
[0299] BA 2
JE S 5'-GGTGGTGGTGGATCCCATCCAATTCCAGATTCTTCTCCA-3' 21
5L | 5-TAGTGAGCTCGAATTCTTAGGAAGCGTAGCTGGS' %)
RAL 3
aE 3L 5'-AGGAGGAATAACATATGGACAAAACTCACACATG-3' 19
B 3L 5-TAGTGAGCTCGAATTCTTAGGAAGCGTAGCTGG-3' 22

[0300] 5 2% S ML H =4 FHRR il 14 ) V1A% BR BENd e TRIECoR TV AL , S pET30% R % 42, AR J5
AL B A A X BT AR e B AT 1 W LAUE SEANEAE 5 B Bl AR R 1R

[0301]  Sjstifsl7

[0302] R FEFGR21/@h &8 [ Ak P i P

[0303]  #i]4% T A& SFc Al & AR EFCR21 A Bl & 2 1, IR E 7 R P9 i v ol
¥ 1gGl Feor+S5#UEFGF2 1 H 1 INR Ui B COR Ui il A T 1l B — 3 48 7 31 SR i) £ R FGF 21
BEEE A T IX O NAR S MCK imFl & 4, L H i Fe/r+ 5FGF21 8 F INR o k& FFGF21
fil A B 3 FRONF e -FGR21, HrRFe 2y 1 5FGR21 85 [ 1) CAR S Bl - R B 2 2 19 PR ONFGF21 -Feo
[0304]  FGF21HA Z FhAEW)iEVE , A0 46 PR AR MR i i 22 T Ve = P E0 T 8] e 7K 1~ 1) e
IR A L 5 B E  Z WE T AE  VH RE BRI B 2 BB A T IR R N FGR2 1 1, 4%
FGF21 2 Ik \FGF21 RAZ {4 2 IR AIFGF2 1 fil & 2 Ik 51 N JR & ZZ Hitob/ ob /N H, e B Ak
FGF21 2 [ PR AR MLHE K T 1 BE 77 o B A5 I 58 (I FGF21 2 ik JFGF21 R4S K £ kB FGR21 i & %
kTS 38 s ob/ob/Nij, (Jackson Laboratory) B8R , 76— k351 5 B0 AN [5) Bt 18] 55,
B N AEVE S 5 0/ L6 /NS L 247N L7278 L 120/NB AT 168 /N8, SREXIMLAE « FHOneTouch IfiL
BETT (LifeScan, Inc.Milpitas,CA) Ml MUHE K, 25 5 ARG T 25 28 g 7K ~F (BPOR) 1
AR E 2 R

[0305]  — OIS O6 F 45 5 LRI 4, 1% 18] R o AR T ST PBS o A L A, 2 R L R ik e 1 - 181 ft) i A= 7Y
Fe-FGF21 % BR B A0 4 s L iR ik L5 - 18185 7- 181 [ &L 55 Fc -FGF21 Fil 245 11 1) /1N B+ Wi 22 3]

) IR K2R AL 20 b i SR B0 R B, A U R ik 5 - 18187 - 181 ik JE Fe - FGF21 fi
A B 1) IR P ARG S MR AL T 7R VR S5 6 /NS B 28 R Fe - FGR21 3 4 « (R B, B FGF21 £
FR A4 P9 23 BT 2R 81 5 ARGEARGE21 FRINR g ik 2K 22 %2 6/ & 2L R AN 23 52 1% 7 T I AR 0 7k o
SR AR P 23 BT B R B, B RE PG 21 22 K 8 ARG I AR 11 8 0 B A 5 IR /K P AR VR 5 5 247N [
B 2R (P A RIFGF2143 BRI ) o R B RE 2T (1) AR N V& PR R FGR21 1 A 11 g A f 1 &5
B, RS i 8 v B iR i —

[0306] A —IHiSi L6 ) 45 R UL 5, % B 3R AR TEVE ST PBS X HE A0 & R FE IR R 3L 1 - 181 1) B 4
IFGF21 -Fe X BE AL 2 ik 3L 1 - 1750 805 FGF21 -Feh & 8 & S L ik 3L 1 - 1711 8

Fe-FGF21 25 [ A /IS SRR W %2 21 1) IR 7K P AR 40 1 4 b AZ I SE 56 R B, A 5 R SR R R 3 1 -
181 H B A= RIFGF21 - Fe H A 157 22 1) 76 46 W B ARG P, 5 80UV B S5 24 /N8 - 12078 B 8] Py
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MFE KT RBEL130% S R FEBR IR 31 - 1T 1B e -FCF21 8 [ 2L AT QeI 1 I 0% FA
PE, RORTEFE S 5 72/ AR 15 B I8 o SR , B W8 %2 2135 P 5 1Y 28 BUFGF21 - Fe ¥ 3 14 A8 [ - £
FrHREEL - 175 B FGR21 - Fe il A 85 (7R 1A A AR I 0% 7 ThD 30 A s 12k

[0307] S ARISR UL , A STk ) 48 S 56 36 I, FLAE NOR g e it () UL FGF 2 1 g & i 13 1) 1
W R ARG TS PR SR T 2R RYPGR 21 i A 2R A AR IR AR 1 5 e 4k , Horp Fe 4y T 5 AJEFGF21
R BINR I A B FGR2 1 Rl A 2 1 I 14 b o Fe 23 1 S8 FGF 21 8 1Y COR i gt
EEiafiEE s S RN

[0308]  Sijiifsl8

[03091  WWEZLBUAIFGF21f 44 A I i

[0310]  FHFGF21FcRl& 8 H A AR B RN FGR2 LB A3 AT 1 OWEE, I se it 451 7 v Pfr ik
[ —FE M N 254880 J125 0 W R B, NFGR21 Fl - 75 i A P B4 e i 76 /N B R LB 291
NI R R T 3 DAL, O T IE K FGR21 I - 75 3, 4 Fe J77 71 S FGF21 22 IR FRIN R 3 55 C R i
RilG o SR, Fe X B il & TG 58 A i o 3 S ), Ry Hoh Fe 7 31 5 FGF21 22 IR BN Sifg 5%
CAR il & IR & B (R A& Fe -FGF21R &4, B i Fe [37 51 5 B EGF21 NK By )
AN ELAG T A N DAL, ST I AE ob/ ob /)N R HE ORFE IR B4 ARG 14 e e 24 /Ny o T 4 BT
TN TEVEST G 6/, Fe-FGR21 /il & B 1 B R IR 7K PR £930-40% , T 7524 /N N, LA 7K
R RCIEIE- 327/ G o

[0311] B Jo o 7 AR BUFGR21 (1) B 1 B P b AT 1 B9, )R P e -FGF21 /& 8 1 7 Y 7 1
) PR e 2k 2 FGF2 144 A % i 1 45 SR « i 1 Wl o i BBUAER 1) 0 1Ak oA A 0 1 R b 5]
() 46 PRI A 2802 75 30, 3 S P A R B S 1) 1% 4 1 EK VA T P » DL, 9 W 82 B FGF 21 F e
Rl HE B AR O AR N FGR2 LB [ T8 % A ) Bt 98 RO IR LI S I i R FGF 21 S8 AR A4 (1)
[0312] Ky 7 W 5 R MR AT A, WF 7 28 M CH TB6 /N B v S 1 A [ BF 1) b 75 81 f B A 80N
FGF21 FIFGF21Fcfil & 2 A #E4T T LC-MSZ # FIEdman il FF . Edman il 74 Bh T 7 € & 5 3 R
FRIN 3 2 B 1 SR I CA B AT T WA AR 24 F ¢ )5 %1 5 AFGR21 [RINA S Fl & BT, o 30 P8 ot o
AEAERNE Sy T NFGF21 3543 1) S FEFR R FE 151 AN152.2 [] LA J G FElg ik JE 1 71 RN 17222 18] )
B (RIS 5 DL PG 21 7 51 A S At , AN FE R & 5L F IFcEl o) « R ek 4
ELTL-172 LRI AR, 25 7151 -162 R AE MR AE1T1- 172 ERIRR AR T 2 PR P 3R, 17
Iy F I HATR AR FH o MFe P51 5FGR21 I CAR vk & I, & BILR A e 2B 7R & L R Tk SE 4 AT
52 ] S B LR HR 320121 2 [ i i b o i T X e s i 25 5, DR ey /e Fe /32 IABLF- R 97
5Fc 7 AR FIFGF21 7 F1 358 43 e 18 B At o 76 B e vp , 6 Y A2 BUFGF21 FIF - FGR21 /@l A
A RIR PN B REAT 73— 2P B T o IR BERF FUUESE, R R FERR R SE 171 - 172 L FIFGF21 1]
BV SRR R R S BB MR AL A, H B MR A R R KR TR R AR ST 1

[0313]  Sijitifs9

[0314]  FGF21%% [ B fEPUIE AR e

[0315] i gt SEAG I e 1 2 3 B B /K AR TR B AL A ) B AR TUFGR21 P B AL B, R4S
JE EE RFCF2 1 RAGAAE , I A4 47 i (1) S R B AR 9] NI B8y s S FE IR AR LA B ey
FHIIFGF21 7 F AR 53 M (I Qo S i 51 8 Hh Fir ik 1) — FF) FLELAG S IR TR I 1 AR A PR 1 1 A
Fenlto O 5INBLAT 5] NBFAE RIFGR21 88 1 1 S LR AR R W3R8, IR R 8 R AR il P11 , I
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HLATREAT He B R8P 45 7 (9 A B 8O0 N 1 1814 B R A B 2 ol FY) AR GR2 1 3
FRIBREEAT Ao

[0316] k8
[0317]  FGF21%%IERAL
REBLE P 3 ¥ 3 RE
19 Arg Gln, Ile, Lys
20 Tyr His, Leu, Phe
21 Leu Ile, Phe, Tyr, Val
22 Tyr Ile, Phe, Val
150 Pro Ala, Arg
[0318] 151 Gly Ala, Val
152 Ile His, Leu, Phe, Val
170 Gly Ala, Asn, Asp, Cys, GIn, Glu, Pro, Ser
171 Pro Ala, Arg, Asn, Asp, Cys, Glu, Gln, Gly,
His, Lys, Ser, Thr, Trp, Tyr
172 Ser Leu, Thr
173 Gln Arg, Glu

[0319]  SEjtEf5]10

[0320]  Fc-FGF21RMIFGF21 -FcB& fif (k44 1 4 #r

[0321]  JE 45 /N R SRl A B, CEAAS [R] B 1) 2 FehE/IN BRI, S FHVRAR 2 BT i - i vk
(LC-MS) 43 #1375 » K I 5E FGR21Fe i 5 2 A A4 3 e 1k o BRI UE, K 10mg /kg Fe- (G5) -
FGF21 (SEQ ID N0:107) (FE KMg#T I (E.coli) "Rk, 4% 52 it (7 2 frik 7 y2:48i4k) BiFGF21 -
(G3) -Fc (SEQ ID NO:105) (FEMH FLBNDAHMI b K35 , ¥ MR T7 ik aliAb) V25 31 /)N BRI e
P o ZINBRAETE ST J5 6 /N L 24 /1N FNA8 /N R /N BRI (3R9) , Yo B 21 I 2 1 Blg 40 | 7 VR &
) (Roche Diagnostics) TRIGYTIIEDTAE Hh HEFE A AEL2,000 X g T B0 1043 843 55 H 1fiL
H o BTN -Fe B g b g M i o o fnalifh i FGR21 R 1

[0322] &9

[0323]  FGF218f

03241 Ty 4T IEA it
D6 Fe- (G5) -FGF21 6/NF
D24 Fc- (G5) -FGF21 247N
D48 Fc- (G5) -FGF21 48/)Nsf
E6 FGF21- (G3) -Fc 6 /N
E24 FGF21- (G3) -Fc 247N
E48 FGF21- (G3) -Fc 487N}

[0325]  FEIEILLC-MS/r#r g A4l AL RE 5 1T , %I Fc- (G5) -FGF21 AIFGF21 - (G3) -Fe K A hrifk
T T O E S R B AR = [2- 58 2 3 B (TCEP) ik JH B AN IE & o 383 LC-MS
ff FHACE cyano 0.3mmx 30cmA¥4 AL H M %5 2 LCQ Classic BB BE R 73 ik i
FNA I S AR it o R T30 SR ot 1 25 A5 RHUR B 5 AT , R L AELC-MS 23 BT i W i AN Al A b 15 it ik
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[0326]  WLZZH|(¥)3L J5iFc- (G5) - FGR21ARAE FIRE D6 . D24 FIDASIH) 5t £ I I 6A-6D . W52 |
fR)3E JEIFGF21 - (G3) -Fehn ik AIRE ShE6 JE24 FIEASH) Ji B WK TA- 7D o K5 — Lo br il 5 AR 5 Bk
3R AT Edman I Fp DLIE S8 1 LC - MSWI TE ) 2 B A Fr BEFRINAR S o A 4 it R i FJLC -MS
It R LA 10,

[0327] %10

[0328]  LC-MS/#fr 45 AN F B

FGF21 # & ERIERE KB xR
N-K3%
Fe-(G5)-FGF21 47/ & 45,339 Da 1-414 z
D6 45,338 Da 1-414 .
44317 Da 1-404 7~
D24 44321 Da 1-404 X
D48 44327 Da 1-404 R
42,356 Da 9 7%
FGF21-(G3)-F¢ 474t o 46,408 Da (#% %1%, GOF) 1-410 B
10329] 44,964 Da (3F 4% A1L) 1-410 o
E6 45,963 Da (#& 2414, GOF) 5-410
44,516 Da (338 %4L) 5-410 %
E24 45,963 Da (#% 1%, GOF) 5-410
44,526 Da (3F#& 3£1L) 5-410 %
44,130 Da (¥ %1%, GOF) 21-410
E48 45,984 Da 5-4107?
44,130 Da 21-410 F
44,022 Da 9

[0330] 10 KB, Ay B SR ANAEALAE it FEAE AN 67N J 40 S 7 Fh R 1 et e o CE
24/} 5 Fe- (G5) -FGF211) 32 227 W) /2 tH L IRk i 1 - 404 40 e v B, iX tH A7 £ T-D N
EFEfh o SR, FEERE fb H , FGF21 - (G3) -Fef) 3 2 W HH s SRR Ak 5 - 4 10 H ) F B o
Z T BT ) R A 8, bS8 A AFGE21 3823 bL 25 M R K F e 34543 58 5 4k P4 it

[0331]  SEjtifs11

[0332]  ZR WA PUMEFGR21 875 PR Al & 25 1 1) il & A1 R IA

[0333]  $% T SCHTIR vk, I PCRY™ 4 B A UFGF21 R FAK , Sk il & F F K111 gmtd
FGF21 98 7AF PR iy A Ak (B A= BYFGF21 IR SR A AL 2t LSt 1) o bk A fE M Ak
H sk, BT A 4223k £ GGGGGSGGGSGGGGS (“L15,” SEQ ID NO:28) o ixX Leszid iy H ) & 7 A ot 2 A
B Al A Pt A B A K 77 BRI PGR2 1 RAFAA

[0334] %11

[0335]  EE AR HLIEFGF21 RAR 14
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E Fe E S

R19I
R19I -COOH L15
R19K
R19K -COOH L15
R19Q
R19Q -COOH Li5
R19K, Y20H
R19K, Y20H -COOH L15
R19K, L211
R19K, L211 -COOH L15
R19K, Y20H, L211
R19K, Y20H, L211 -COOH Li5
Y20F
Y20F -COOH L15
Y20H
Y20H -COOH L15
Y20L

[0336] Y20L -COOH L15
Y20H, L211
Y20H, L211 -COOH L15
L211
L211 -COOH Li5
L2IF
L2IF -COOH LI5
21V
L21V -COOH L15
L21Y
L21Y -COOH L15
Y22F
Y22F -COOH Li5
Y221
Y221 -COOH L15
Y22V
Y22V -COOH L15
P150A
P150A NH, Li5
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RE Fe ;L

P150R NH, Li5
P150A, G151A
P150A, GI51A NH, L15
P150A, 1152V
P150A, 1152V NH, L15
P150A, GI51A, 1152V
P150A, GI51A, 1152V NH, Li5
GISIA
GISIA -NH, L15
GISIV
GISIV NH, L15
GISIA, 1152V
GISIA, 1152V NH, Li5
1152F
1152F NH, LI5
1152H
1152H NH, L15
11521
1152 NH, L15
1152V

L0337] GI170A
GI70A NH, Li5
G170C
G170C NH, L15
G170D
G170D NH, L15
G170E
GI170E NH, L15
GI170N
GI170N NH, Li5
G170P
G170P NH, L15
G170Q
G170Q NH, L15
G170S
G170S NH, Li5
GI170E, P171A
GI70E, P171A NH, L15
G170E, S172L
GI70E, S172L NH, L15
GI70E, P171A, S172L

43



CN 107188950 B -I'R HH :F; 42/70 BT

RE Fe ;L
GI170E, P171A, S172L NH, Li5
P171A
P171A -NH, L15
P171C NH, L15
P171D NH, L15
P171E NH, LI5
P171G “NH, L15
P171H NH, L15
P171K -NH, L15
P17IN NH, L15
P171Q NH, L15
[0338] P171S NH, Li5
P171T NH, Li5
P171W NH, L15
P171Y NH, LI5
P171A, SI172L
P171A, SI172L NH, L15
S172L NH, L15
S172T
S172T NH, LI5
QI73E
QI73E NH, Li5
QI73R
QI73R NH, L15

[0339]  ffi A 57 M) %0 T @E A% 1) 1 B3R T IX [FR 5 508 519
Kt 2 FCR21 S AGAAR M S AR o T IR S84 3 S RE 1) 51 i 4 i 2 154 HF R 1 =2 2 )7 41 LA
HEY S =P FAG IR, RIS SR i AT B B SRRk

[0340]  fF FHIF 1279 FroR 51490, # & gmid 17067 - B B 2R RIE A 2 R H &R vk It
[IFGF21 587844 (RIG170EZRAZMA) 7~ 5 14 I FGF21 SR AR A4 Fy 4k

[0341] 12
[0342] Il & I FGF21 22 AR A KIPCR 51 4
SEQ
[0343] HE A7) oy
iE L 5 ATGGTGGAACCTTCCCAGGGCCGAAGC-3' 23
[0344] B 5 -GGAAGGTTCCACCATGCTCAGAGGGTCCGA-3' 24

[0345] K12/ A7 51T 4% R T Bz J7 vk S R R AL U H & R v 26 , Horp b i i)
FEHNIE X 5% (SEQ 1D NO:23) , 55 M =F 4% (SEQ ID NO:25F127) J&FGF21 ik #4) 2
PRIER 7, FEVY 7 812 e L5140 (SEQ 1D NO:26) -
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5' -ATGGTGGAACCTTCCCAGGGCCGAAGC
CTCCTCGGACCCTCTGAGCATGGTGGGACCTTCCCAGGGCCGAAGCCCCA
GAGGAGCCTGGGAGACTCGTACCACCCTGGAAGGGTCCCGGCTTCGGGGT

AGCCTGGGAGACTCGTACCACCTTGGAAGG-5"

[0347]  BEZR bR FH St 451 1 H 5 IR I PCR 2% A il 25 FGF2 1 S AR AR A S Ak o 7 38 7= ) FH FR
PE N A% R Dpn TV AL, , SR 5 6 4k 25 8652 25 4 I o Xof i 45 310 1) 5 [ 3k 4T I 3 LAAIE SE AN A7 28
REMA R R Fe- (L15) -FGF21 MIFGF21 - (L15) -Fefli & 8 [ 4% A SCHrid 75 v (1 i s jite
1116) il & -

[0348] it FH 4w g S ARAR 1 A AR B A J 2 Z5BL21 (DE3) B¢BL21Star (Invitrogen;
Carlsbad,CA) 40, fFGF21 RAZR KL . FEAM 78 | 40ug/mL-R 8%z 2 1) TBES F5 F v Al %4k
IIEERE SR N AEKE R, R RIES, R R E W5, HO. 4mM IPTGHE T £ 15 5 )5,
I B 0 18- 20/ NI U SRFGF21 AR 22 ik

[0349] &/ #T T FGF21 5878 Rk DL T G 92 i 1 o 78 32 B S R A4 (MHC) TT2REE &
AL b 38 B R D TR S X B O ) B N o X A ELAE FNA R TR R A R
404 B S ) T L2 A T o B T R AE TMHC TIS84:F 456 i, PRI TR 2 (9 5 2
B EAH— R85 00 N AL 5L 45 A R 2 7 82 AT BRI « AR 4 Sk 2 2% SRl il 1 ih 5
BLEE , T 2o 5 2 75 2 281t S R IR 7 U IMHC T2 & A 25 1) B A 1 IR e 8 T 52 1 %
77 N FHTEPTTOPE HH A LFE 7 I 52 45 SE FGR2 1 S AR AR ) ki 98 A5 42 75 AT 7E 22 B\ Hh 34 i it
R S PR T Y o AR 0 25 FGF 21 SEARAAR 1) 28 1 B 11 5 4 9 o AT, T 9 738 Ak T — 2 i e 12
JiR A

[0350]  sijstifs|12

[0351] 3k JPHIXTFGF21 14 fd i 1E H

[0352] O 1 i 5€ FEF e [ I FIFGF21 7 41 2 (A7 AE B AC B R R 122k A2 15 52 M FGF 2 1 [ /i
B/NRIESN H P Fc X 5FGF21)7 74k 152 2L iR ¥ 3k (JF FIGGGGCGSGGGSGGGGS (i %M
“L15,”SEQ ID NO:28) 73 FafIFGF21 /il & 85 1, 7E AN RIS 1] i S E /N BRIV, 38 I LC-MS 3 #fr
I3 . B AR, PL23mg/kg4s /DR IESFe- (L15) -FGF218{FGF21 - (L15) -Fe (5 & K
BB 5 75 6/NF 247N A8 /NI J I, i P T30 16k FH 70 N - Fe Bt g Wb g3k 47 % Fnatifhe
[0353]  ZEIEITLC-MSZF M4l ke i /i, K Fe- (L15) -FGF21 MIFGF21 - (L15) -Fe i ARt S E
NS AT T 43T R A AR & FHTCEPIE J5 8 A E Jif o 3B I LC-MSf FHACE cyano 0.3mm
X 30cmAH R AL W 25 BILCQ Classic B ¥ B 54 o R 23 b 348 JE AN A I8 T A I
H o BT JEAE 0 255 A0 T I , DR ML AELC-MS /AT i i A afi A A ad IR

[0354]  WH %2 2 (1) 7EAS A B[] s 4 EN ) I8 iR Fe - (L15) -FGF2 1hw A fib FHAH . 1) 5% FH 2l 4k A
i 1T 5 L PEI 8 A - 8D o W %% 1| 11 75 AN [] B ) £ e X T 38 BRFGF21 - (1L15) -Febm Ak & AAH B
S RN AL AR S 11 5T 5 I S 9A - 9D g — b v iy FIVRE e HE Y 2E 4T Edman i 7 LA IE SI2 28 1 5
[RINZR Bty » FEAG )T T 008 3 LC -MS WL 21 1) 1 B B REAIE o A 7FE f FIAE i R LC-MS 23 A7 25 S0
T A B s W13,

[0385] K13

[0356]  LC-MS/AT4h SR AT B

[0346]
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; ¥
FGF21 # % R SOEL I/ 3 EBNW | AEK
N-K3#%?
Fia(LIS)-REL 46,002 D 100% 1-424 2
RS ,002 Da 00% - &
[0357] Fe-(L15)-FGF21 46,000 Da 65% 1-424 "
b2
6 It 44,978 Da 35% 1-414
Fe-(L15)-FGF21 44,978 Da 85% 1-414 o
P
24 ouf 43,022 Da 15% 1-394
Fe-(L15)-FGF21 44,976 Da 60% 1-414 =
b S
FGF21 # & ARG ERRE EEHK | hE
N-Ki%?
48 /uf 43,019 Da 40% 1-394
FGF21-(L15)-Fc
iy 45,999 Da 100% 1-424 Pd
*?J'\/ﬁ_r}n
FGF21-(L15)-F¢ _ . o
[0358] 6 it 45,870 Da 100% 1-423 3
—— = -
FGF21-(L15)-F 45,869 Da 40% 1-423 |
45,301 Da 35% 6-423 —&
24 8
43,460 Da 25% 22-423
FGF21-(L15)-Fc 45,870 Da 15% 1-423 |
45,297 Da 20% 6-423 —i
48 Jaat
43,461 Da 65% 22-423
(03591 RIS , T3 A 2R ANATALAT: by AE AR AN 6 /N i 0 S0 7= SR AR J3E I P i o 17

24/ J& ,Fe- (L15) -FGF21 [ = B P2 W2 i & L R Ak FE 1-414 (85 % [ i) F11-394
(15% FIFE &) LRI Fr B, FGF21 (15) Feff) =02 th & 2L IR ik 24 1-423 (40 % I FE L) -
6-423 (35% MK ) F122-423 (25 % [P AE i) R HT B Bt % 8 i Fe- (L15) -FGF21F1
FGF21- (L15) -Fe 't E B )% i 43 3 WL 1OAFI10B.

[0360]  sEjif13
[0361]  JESH)E1-7TRPLE A BEMRFC- (L15) -FCF21 Z8 AR r) 44 P 7%
[0362] WA SCATIA , FGF21F i &8 A 1 & A /K @ VI BB e T-Fe e 58 75 Tn) , Horp A 8

I FRIF e R 3 LE Rl & 2 1 OFGR 21 R 3 B A s (R Fe- (L15) -FOF21 /& 25 1 FNR I 3 7>
HMIFGF21- (L15) -Fefh& 8 H I COR Ui ifh 7> AR E) o i, 28 %8 5 FEFGF21 - (L15) Feft) 547 A
2167 LA KeFe- (L15) -FGR21 151 A 7147 7 Y],

[0363] T iXLE &L, (RIb EAT 1 8 B E B PIIEFGF21 R AR BB L . Fe - (L15) -
FGF21[ILC-MSAI #T 3R B , M4 PN £ 1 B P4 A S R AE AR R IR TR R 171 - 1722 1], #E A {E R R R
W HE151- 1522 [ [ ARt o I8 FELIT 17167 b i) 2 g B i, T By b 7E 15 LAL IR D)1, Xl A 4%
KT 4TI AR, FAr AR 15107 1 VD% 52 FE ) 85 A B AR 0 PE R AR AT AT A 1714
BA 5% m A B )5k 2E , BRI S8 Tk s 5 55 6 4L 52 /8B-Klo tho ) 5 5 10
NEIERR , FIT ik 3 [F] 52 44B-K1othose BUAARSZ AR 5% N ) S AR A4 A TRk ke e PR 2= o DTt
FSCAEGE2 1) 17 LA7 B 30 (1) B8 i R Bk 22 1A 155 28 ABA - o TS 4~ P A P A 12 3 A D 8
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R

[0364]  JEISKGFFCF21 RAZ MR ESS Elob/ob/NRIRIEN , fEIEH 50.0.25. 1.3 5FI7T R M iE
SR /I B A LA 5 SR i I A i HR 7 IR KT, SR e 8 Pu il B R Fe - (L15) -FGF21
RAFAA B AR 1 o — TS B8 1) 285 S WL 11, HER IR AEVE S PBS X HE (Fe- (L15) -FGF21 (SEQ
ID NO:49) %t 5Fc- (L15) -FGF21 5848 4&Fc- (L15) -FGF21G170E (SEQ ID NO:51) \Fc-
(L15) -FGF21P171A (SEQ ID NO:53) \Fc- (L15) -FGF21S172L (SEQ ID NO:55) Fe- (L15) -
FGF21 (G170E,P171A,S172L) (SEQ 1D NO:59) .8(Fc- (L15) -FGF21G151A (SEQ ID NO:61) [
ZIN BH S ) AR 7K T o B 1 23R 7 A A TSI B v U 5 1) B 7K P AR A6 B 43 L o i IS B 3R
HiFc- (L15) -FGF21G170E.Fc- (L15) -FGF21P171A.Fc- (L15) -FGF21S172L fllFc- (L15) -FGF21
(G170E,P171A,S172L) ZRAF & E A FF &2 1) M8 B ARV K I8 5 K, X At T 57 4E AP -
(L15) -FGF21 )% M . 58 4= TFc - (L15) -FGF21 /& 2 [ #AEL ,Fe- (L15) -FGF21G151A%R AR
A S8 0 e T A ARG 2k PR 4 SR I ] o S N R 22 , BLARFe- (L15) -FGF21S172L R AR {4
ASGE R A B AR UM R AR, R B 58 AE AP e - (L15) -FGR21 22 Ik [RI A [ S 41E L (E K
5 B A B Fe- (L15) -FGF21 2 JIRAHLY , 3% Pl S A% 4 B A eAC g B AR N Th 3k

[0365] 53— Iisc e i) 45 SR LI 13, H R OR ARV S PBS X JFe - (L15) -FGF21 %} #f \ BFc-
(L15) -FGF21 528 {AFc- (L15) -FGF21 (P150A,G151A,1152V) (SEQ ID NO:65) JFe- (L15) -
FGF21G170E (SEQ ID NO:51) ,Fc- (L15) -FGF21 (G170E,P171A) (SEQ ID NO:63) .B{Fc-
(L15) -FGF21 (G170E,S172L) (SEQ ID NO:67) [ /NG H I a2 1) I 7K ~F o B 1438 s 7R 1% T 5K
56 R I 5 1 I b KA AR A b o TR ER SRS — B AR AP - FGR21 il 85 FlFc- (L15) -
FGF21 (P150A,G151A, 1152V) FEARAAS 2 A RF L2100 I 0E PR ARV 1, 7T RE 2 RN 1T LA B
FERATY AT R A, I ELYE B S8 B (5 R S0 1) TR 7K P78 7 B J5 24 /N ] 3136 28 . SR 1M, Fe -
(L15) -FGF21G170E.Fc- (L15) -FGF21 (G170E,P171A) \B{Fc- (L15) -FGF21 (G170E,S172L) 7F
S KRS K B A i K MRS P RS 1, XA T8 4 B Fe - (L15) -FGFR21/l A & H fFc-
(L15) -FGF21 (P150A,G151A,1152V) 84544,

[0366] 7 —Iisie i) 45 5 L 15, H R IR FEE S PBSX Bl Fe - (L15) -FGF21 AR /A Fc-
(L15) -FGF21G170E (SEQ ID NO:51) Fc- (L15) -FGF21G170A (SEQ ID NO:69) Fc- (L15) -
FGF21G170C (SEQ ID NO:71) \Fc- (L15) -FGF21G170D (SEQ ID NO:73) .Fc- (L15) -
FGF21G170N (SEQ ID NO:75) \BiFc- (L15) -FGF21G170S (SEQ ID NO:77) /1N B v il 5 1 1fiL
BEKF o 1] 16 32 7% 75 1% 00 SI2 56 o W 5 1) I 0% 7K~ 22 46 1 40 B o BT A 78 12 TS 56 Hh 0 A 1)
FGF21 J AR AL 13 55 J5 1k 5 R A B B ARGy 12

[0367]  F—TisLia g R IMWE 17, KRR EFE S PBSE# Fe- (L15) -FGF21 RAZ K Fc -
(L15) -FGF21G170E (SEQ ID NO:51) \Fc- (L15) -FGF21P171E (SEQ ID NO:79) \Fc- (L15) -
FGF21P171H (SEQ ID NO:81) .Fc- (L15) -FGF21P171Q (SEQ ID N0O:83) .Fc- (L15) -
FGF21P171T (SEQ ID NO:85) .BiFc- (L15) -FGF21P171Y (SEQ ID NO:87) [ /IN K, v il & 17 1fiL
BHIK T o B 183 7N A 12 T S 56 A il 5 (1) UK 7K~ 284k 11 43 B o 24 5 8P A2 AP e -FGR2 LAHLL I
B 76 Z 0L 56 - R Y PG 2 1 9 A8 AR 2 A SC it () R e AL

[0368]  SLjitifs 14

[0369]  FEyEMN 65120/ i iR H BEMFFc - (L15) -FGF21 SRAF A 1) A A % i

[0370] a2 /N By S FGE21 S8 ARAA , 7EAN ] B 18] £ 4 /I BRI, 3@ i L.C-MS 434 i
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Ko Wik SEFGR21 S AR B4R P A s 7 o BAR M E , 25 /N PE S Fe - (L15) -FGF21G170E Fe-
(L15) -FGF21P171A.8{Fc- (L15) -FGF21S172LR A4k (3% 52 i 491 2 b P ik 77 43k B K g #T
W), BEPREEVESS AT HZ180uL 10mM HC1HFRE , 7E6 /N L 247N L A8/INI T2/ M) FH L2078
I FGF2 18 A6 FHATN - Fe B R B AR i A DA ol B0 P of 3+ S AR i 4k H oK o B b FH 10mM
HCL MR 0 o BT FGR2 1 F i AR B (EFGF2 1 2K 14 f S JE AR S A & Fe [X Fl 155 3 R 323k . i
S /INER VST T B A BYFGF2 106 HE

(03711  FEIEIELC-MSZ3 A 2 FNAl A A a0 /T, X AR VG 9T I B AR B FGF2 1 IR Y697 B FGF21 R
ARBAT T o M AE RS o BT A A U i RST8] R FH TCEPIE Ji , 24 Ji5 i ik LC - MSAd FHACE
cyano 0.3mm x 30cmAEf AR HmE Z 2 LCQ ClassicEB 1M Bl R FEAT 44 - 5 4l
TRE i FH O BR B B, » FHTCEPIR i, 88 Ji5 an b Bk i LC-MSHEAT 1 43 H7 -

[0372]  ZEVEHS IS0/ 6/NF L 24 /NI 148 /NI W52 5] (1 B A= B Fe - (L15) -FGF21 (K] Jii &
43 3 WL T9A- 19D o 7673 5 5 07N L 6 /NS < 24 /)Nt A48 /)N sk W 82 3] [ Fe - (L15) -FGF21G170E
() 5 5 0 1) WL 20A - 20D o 7633 5 J5 07N L 6 /8B L 24 /N A48 /N W 22 1 Y Fe - (L15) -
FGF21P17 1AM 5 ) LI 21A- 21D o 7R3 5 J5 07NN L 671N L 24 /)N F148 /)N A %% 2] (1) Fe -
(L15) -FGF21S172L 1 5 545 5l WL & 227 - 22D

[0373] R BRLAET2/INESF AN 120 /N i e X (1) BT B FE S &R & A 41 8 A R & o 7 & O
200kDa , JEi6 JESDS-PAGE) 204y, bt Hi4xFe- (L15) -FGF21 Rl & B A K F 552 . e briE i
FIRE S FILC-MSAr BT 45 R W3R 14

[0374] 14
[0375]  LC-MSA#r45 AT Bt
FGF21 # & ARG EIRAFE PSP A & Edman
Fe-(L15)-FGF21 WT
o 45,994 Da 100% 1-424 S
/fﬂzzfiJu
Fe-(L15)-FGF21 WT 46,001 Da 80% 1-424 5
AN o }
oare] |61 44,987 Da 20% 1-414
MR L 44,979 D 100% 1-414 %
24 /Jat e S )
Fe-(L15)-FGF21 WT
44,980 Da ~100% 1-414
48 >EF
Fo-(L15)-FGF21 GI70E 46,068 Da 100% 1-424
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FGF21 # 5% RS EX Y 8 3 EFak RE Edman

A7 o
Fc-(L15)-FGF21 G170E
e 46,078 Da 100% 1-424 %
Fc-(L15)-FGF21 G170E 46,074 Da 80% 1-424 =
24 oJ~uf 45761 Da 20% 1-421
Fe-(L15)-FGF21 G170E 46,072 Da ~60% 1-424 5
N 45,760 Da ~40% 1-421
Fc-(L15)-FGF21 P171A

o 45,970 Da 100% 1-424 =
*:]:lfir}ﬂ

Fc-(L15)-FGF21 P171A
& s 45,980 Da 100% 1-424 %

[0377]

Fc-(L15)-FGF21 P171A 45,973 Da ~70% 1-424 =
pLWIN 45,657 Da ~30% 1-421
Fc-(L15)-FGF21 P171A 45,992 Da ~50% 1-424 £
48 /N A 45,673 Da ~50% 1-421
Fe-(L15)-FGF21 S172L

o 46,022 Da 100% 1-424 -
akri oo

Fc-(L15)-FGF21 S172L
& el 46,027 Da 100% 1-424 %
Fc-(L15)-FGF21 S172L
280 o 44,984 Da 100% 1-414 %
Fc-(L15)-FGF21 S172L
38 JB 44,985 Da 100% 1-414 x

[0378] G 14FT7m, BF A MFc - (L15) -FGF21 MIS172L 5 AR A Fr % figé 76 JEC SR AHALL , TR N TE A
Wo4/h G B EEM EEZ Y S H A ERREL- 4141 B .Fc- (L15) -
FGF21G170EFIFc- (L15) -FGF21P171AZE AR A [ Bet A 7= Wyt A5 AHACL , R R R A 24/ N J5
L BE S S A 70-80% 58 B8 8 1 i (1R 1-424) F120-30% t & FEM Ak L1 - 421 4L i)
B BB AEA8/NN JE , Fe- (L15) -FGF21G170EFIFc- (L15) -FGF21P17 1AZRAFARAT {74 52 44
B, R 27 R IR i 1 - 421 4 ) B s 3 0o IR W2 HiT 43 HrFC-FGR2 1 4 4
JiT W %% 21 1) — FF , W %% 2] il A 2 1 AIFGF2 1358 43 B A » 10 & BRFCE 7 W R 38 R 0 o I 48 5 1)
B4 7 Fe- (L15) -FGF21G170E Fe- (L15) -FGF21P171AMIFc- (L15) -FGF21S172L I Y147 55
4359 W1 23A-23D.

[0379]  Sjiifsl15

[0380]  SRAR{A R ALY/ DFGE21 AR 4

[0381] B AERUFGF21 M) — AN i H R St o B T 1% M ot , 75 27 AE IR AR I/ DFGR21 R
AR HR R P AR R 4 8 TR R/ D FGR21 RARA . 38 — M & , X TFGF21, 4R (B =%
k) HH 52 55 128 KK ZE IR T A B 10 57 /K % 22 51 RS FGF21 4312 18] (1 85 7K AH B A B R0 Y6 48 FL
IR AH AR ATl A o 58 — MBI 2 XK 8 2 R 1A /K Bk 2 T 4 BUAR L FEFGF 21 2 B 1R 17 1)
Hh e A ek SRR ) R R AR T AN 40 R FGR2 1% 1
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[0382] N HARGMESHEEA R LR TEREEFGF21H RER /KRS . T E X
()R] BT 4 e 2 55 00 B /K R SR I FGF 21 1 XU 28 BUNMR 25 44 , ] k12 FIMOE (Molecular
Operating Environment;Chemical Computing Group;Montreal,Quebec,Canada) &%

1, il E AR 1 T 508 2 (PDB) SR/ AIFGR19 (1PWA) FO R i i BE(1.3 A) XE 48 i AR S g5k 6]

FEFGF2111) 3D[RI Y P ALY IR FEFGF 194 AR , R A sk 28 2 1R 7 21 [R) R4 1T 5 5 76 PR A7 T
PDBI 2R A FiH , FGF192 5FGF21 i Z VA I & A i .
[0383] i 415 iaE FMOETH 53 7 m] Jo o o & 1 2 T T AR (SAL) 728 SR FRFE 1)
A2 R T AR, B A2, BRI R R IR RIS AR & (A FR I — U 5 2 I B
L B A () A 0 tH B 3 ol T 5 2 1 D 3 T PR 0 R . B a5 (4] 77 1) AR R €0 2 i
T Bk R 1 2% [ A7 B8 1 222 S 170 P 8 R A AR () (1) 3 T i AR o DT U, AT T SR THI TR (SA2) 138 —
DI, oA EE 1 SRS A R 3 T AR iR DL B i B 1 A AR B A1 R 2 o 7E 1T B LAES
Fr b AR e A] b AR R B Ak AR g H R DARR 25 LS , AR 5 TR B AR PR AR SA2, 15
B2 TR I AT FLRE 58 M4 G A ] BE 1 e 2 T TR0 AR 0 U B {E - S8 )5, SATSA2. 2 EE (SA1/SA2) mI#53 3|
125k e SR 2 5 1) AT R (%) 2 10 10 AR B 0 BU B I B A
[0384]  h#f w5 B EE TR Tk RS H T3 — 20 0, fE T EALE BT &
FRAF DL S RARAFAE I B I IR Tk 5 B 00X B i it R I« 4% R CUPSAT I E 42 (1L A e BH 13,
FFHFGF2 1A B F132 B M _EFE FFCUPSAT (Cologne University Protein Stability
AHalYSls Tools (RBHBE K28 F iifa g P TR)) , TH SRS R B = AR 1) 2 1 i # Az
E M AR4L . 2 W ParthibanZs,2006,NucleicAcidsRes. 34:W239-42;Parthiban%%, 2007,
BMCStruct.Biol.7:54. fEW TS AL/ s SEAFFGF21 AR AR A 45 BH I 1) 22 A2 € AL Bl
IKGRAR 5N /KH/ BCES TR AE 15 31 gk i A e b (B DA 1 Ol T s A £h) AR
HEARAE SR 42 /D FGF 21 288 1 [ i 1% ZR AR 1A
[0385] i b ax LR B 1 o AR 5 VAT OB B RS T 3R 16+, Rl B HE A R (1
S ek /D FN R P U () R I PEFGF 21 S AR A4 . K 1511515 BIFGF 21 5 AR Aot g MK 52
i
[0386] K15
[0387]  H5A5 BIFGF21 JE AR A X A8 g 4 1) 52 Ml
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BE #

WT X

R

RE M
(Keal/mol)

26

1.25
1.54
2.016

45

0.66
0.71
1.8
2.34
1.59

52

Sl m RO 8~ m R

-0.33

[0388]

58

0.16
-0.15
1.0
0.08

60

1.3
1.51
0.66
1.31

78

T A O PFARODA OO0 Q

0.14
2.48
0.08
0.13
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[0389]

[0390]
[0391]
[0392]

[0393]
[0394]

X #

WT #Z&

el
bl

R H
(Kcal/mol)

86

0.18
4.1

88

252
3.08
2.88
1.48

98

0.49
0.17
-0.19
3.08
0.84
34

99

7.34
2.0
1.01
1.61

111

0.47
-0.12

129

3.93
1.02
3.76
3.01
3.76
1.68
29

134

T Am< RIITAQOMmZALOIAAROODOARDODO RO SO AR w>0AF

537
4.32
5.13
6.18
2.86

St 51116

RAE P D FGF21 FRAR A AN £ Y ] 5% A1 Ik

Fie B S 451 1 1 A BT 3R 5 vl ok B 2R RUFGR 21 I8 HA , SR i) £ 32 16 B 41 (1) i b
FGR21 5 ARAR A AR CEF A BUFGF21 3RaA 84k i ) 52 LSt 451)1) o 2 FEUAS ST (451 4 S it 451)6)
iR 7 v2s i) £ b A 2 1 o 24 RSk, 2 2 GGGGGSGGGSGGGGS (“L15,” SEQ 1D NO:28) .

#16
AP/ DPGF21 J8 A A

52



CN 107188950 B

i

B B

51/70 71

RE(s)

Fe

#®%

A26E

A26K

A26R

A45E

A45K

A45K

-NH;

L15

A45R

-NH,

L15

A45Q

-NH»

L15

A45T

-NH,

L15

A45K, L9SR

-NH»

L15

L52T

L58C

L58E

L58G

L58S

P60A

P60E

P60K

[0395]

P60R

P78A

P78C

P78H

P78R

L86C

L86T

F88A

F88E

F88K

F88R

F88S

L98C

L98E

-NH;

L15

L98K

-NH,

L15

L98Q

-NH,

L15

L98R

L98R

-NH;

L15

L99C

L99D

L99E
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RIE(s) Fc #;k

L99R

ALK NH, L15

AT

A129D

A129E NH, L15
[0396] A129H NH, L15

A129K

A129N NH, L15

A129R NH, L5

A129Q

A134E

Al134H NH, L15

A134K

A134Y

[0397]  Jdid K /NHERH 2 AT i (SEC) e (1) 045 B £ BUFGF21  #k B FGF21 £ Ik JFGF21 58748
PRFIFGF2 1Rl A 2R 1 7E N I & FREGF21 8 1 1 R AR MR A T R il 724 °C VIR B3 °C T il
B EAF IR &L 2R G 3T 7 SECHHT  FHEC £ SECHE [ Beckman HPLC RS i#EAT 5256 . X
PR BIFGR21 , UL & H 2% FINER) 2x PBSAE N s #HF TOSOHAASTSK -Gel G2000SEC
¥ o X TFGF21F il & 8 [ FIFGF21 SRR £ Jik , A LA 2x PBSAE i 2 AHIY TOSOHAAS  TSK-
Gel G3000SECH:.

[0398]  szjitafs17

[0399]  FAEJR/DFGR21 AR KA SN T PE

[0400]  7EELK- % 't s AR SN e v i B AT 1 %8 08 IR 3R BT AR BUFGR2 13 14 1) SR A i b AR
PR SIZBG o 32 FR SR 94 BT IR J7 v 3647 1 ELK - 625 I 5 25 o B 24A - 24CFRIRFGF21 A% Ak
FGF21L99R (SEQ ID NO:109) \FGF21L99D (SEQ ID NO:111) FMIFGF21A111T (SEQ ID NO:113)
(&124A) ;FGF21%¢ 25 fAFGF21A129D (SEQ ID NO:115) \FGF21A129Q (SEQ ID NO:117) fl
FGF21A134K (SEQ ID NO:119) (E24B) ; FIFGF21 3R AF{AFGF21A134Y (SEQ 1D NO:121) «
FGF21A134E (SEQ ID NO:123) FIFGF21A129K (SEQ ID NO:125) (&24C) HIELK-#& Yt R B G
W 5E 25 F X L SO0 1) 45 TR B, 5 R LK - B K G E v e , — e R AR I D RABA 2
YR FGF2 1y PR 18 Bl A 520

[0401]  Sjiifs18

[0402]  HARK LG MABIRE LK R - (L15) -FGF21 41 & FE AR AR [ il £ F1 R IA
[0403]  Hil £ T & A B~ il i TR AR DL A DR i 1 I A AR T A K 7 A1) TR AR 1) 22
FGF214H & 53844, 7482 H1gGl Fedy 1 (SEQ ID NO:11) 24 o iX BEFGF21 SR AR A 3L A 47 51
TG LRI IR T v

[0404] Syt fs]19

[0405]  H AR PTG AR E LK RIFc - (L15) -FGF21 S AR AR ST 5

[0406]  EELK- % 't R BEAAR SN e vk, JEAT T %5 8 R FFEF A UPGF2 1V P (M FGF2 1 4 & R
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AR AR () S o ELK - 58 ' 2R PN 5 V25 42 SIS Tt 494 B iR T V5 384T

[0407] & 25A-25DFK R"Fc- (L15) -FGF21 54 fAFc- (L15) -FGF21P171G Fc- (L15) -
FGF21P171SHIFc- (L15) -FGF21P171T (& 25A) ;Fc- (L15) -FGF21 538 f&Fc - (L15) -
FGF21P171Y.Fc- (L15) -FGF21P171WAIFc- (L15) -FGF21P171C (K25B) ;Fc- (L15) -FGF21,Fc-
(L15) -FGF21 (A45K,G170E) AIFGF21A45K (B25C) ; flFc- (L15) -FGF21.Fc- (L15) -
FGF21P171EMIFc- (L15) -FGF21 (A45K,G170E) (K&125D) [MELK - % )t 2% B vi% 14 I 5 45 IR . 1X 4
SEEG 25 SRR, 5B A P e- (L15) -FGR2LAHL , SRAZY H M AE T bt A2 e e, B FooE 1t
AV R LW, 1A 2 F ARSNGB 2 , FGF21A45K R AR /& B A A X T B A2 B Fe -
(L15) -FGF21 ) i ThAL

[0408]  [E[26AFK /R HF65mg/mLEE H HifE4°C MR & 1R 2R MAK 5, FGF21 X% & (WT) 1
FGF21A45K 1) SR AL H 73 bL B R R 0, S8 AR 2 1 BUARLL , A4BK A8 3 3508 1 i i) 2R
kb

[0409]  [&]26BFK /R~ #65mg/mLEE H FifE4C Rt B LR 6 RMLO0K J5, FGF214F & (WT) LA J2
FGF21P78C.FGF21P78R.FGF21L86T .FGF21L86C.FGF21L98C . FGF21L98R.FGF21A111T.
FGF21A129D.FGF21A129Q.FGF21A129K . FGF21A134K .FGF21A134Y FIFGF21A134E [ B £E 454X,
Bt AR R, 58 AR E E UM, FGF211L86C FGF21L98C FGF21L98R FGF21A111T.
FGF21A129QFIFGF21A129K 5 8085 1 J5i (1) S A ik /D>

[0410] P27/~ NFGF21 %} HE FIFGF21 R AFAAFGF21A45K \FGF21L52T FIFGF21L58E R ELK -
G IE PRI E 45 B o 1% T 52 06 % B FGF 21 A45K 28 AR A4 (- 35 B A= RUFGR2 1 () 4 BB Th 2k , B
FER T B A TUFGF21 B K AR T , 5 B 4B BIFGF21 A EL , FGF21L52T MIFGF21L58E 58 A5 44 [ 3%
FIFNT R EAR

[0411]  [X|28A-28BFE/NTEAC FILE 1R 4K M8K Ji,Fc- (L15) -FCF21 R AFfAFc- (1L15) -
FGF21 (6-181,G170E) \Fc- (L15) -FGF21 (A45K,G170E) Fc- (L15) -FGF21P171E.Fc- (L15) -
FGF21P171AFc- (L15) -FGF21G170EFFGF21 %} HR it B 45 /K P 1 24K o iZ T SL 56 R B , 7E8 K
A, Fe- (L15) -FGF21 (A45K,G170E) RARA R L Fe- (L15) -FGF21G170EE Fc- (L15) -
FGF21P1T1ERZZ R (H T A = PR AR 1) R EEH L Fe - (L15) -FGR2 1% B IR K 1758
NEACEUE R B 0K V2R B3R VEARBUERTR 515 2] Fc- (L15) -FGF21X] B Al
Fc- (L15) -FGF21 (A45K,G170E) FRAA ) A H 4Lk .

[0412] 17
[0413]  Fc-FGF21MIFc-FGF21 58 AR A [ B8 4 1 43 bb
b= 00X 2R 3R 4 K 7R
Fc-(L15)-FGF21 WT 4°C 1.12 1.71 1.89 2.14 2.32
[0414] 32 mg/mL RT 1.12 6.09 7.94 9.57 12.59
Fe-(L15)-FGF21 (A45K, G170E) 4°C 0.45 0.77 0.88 1.03 1.24
33 mg/mL RT 0.45 3.86 5.22 6.62 8.60

[0415]  sIZjitafs120

[0416]  Fc-FGF21 k& 4 & S AR PRI il & A1 SRIE

[0417] Qg1 bRl ad , w] e ot 51 N AR e 117 A0 RN e B R B SK T T FGR 2 1 ) A2 v 1k VA A o
FAN, B K X RASAHFGR21 8 5 N A BREE (A 1eG LI K Pl 7 b & ok it — B
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FGF21%8 58 P . bbb, i@ i 5l N BRIl &, AT DA~ H oA e T R At T W o 13 v
[FIFGF21 73 o N F B IR 3 AR SR ] 28 G i 32 1 8 T 1 IFGF2 1 21 & R ARAR FIAZ R 17 51 o 5 FH Y
32 3L 115323 GGGGGSGGGSGGGGS (SEQ 1D NO:28) .

[o418] K18
[0419]  FGF214H & 28745 k&
RERARE a1 72 K&
Fc Bk

ABE X RE
1-181 G170E A45K -NH, L15
1-181 G170E LI9SR -NH, L15
1-181 3170E A45K, L98R -NH, L15
1-181 P171G A45K -NH, L15
1-181 P171S A45K -NH, L15
1-181 P171G L98R -NH, HE

[0420] 1-181 P171S L98R -NH, L15
1-181 P171G A45K, LI9SR -NH, L15
1-178 G170E -NH, L15
6-181 G170E -NH, L15
6-181 G170E A45K -NH, L15
6-181 G170E LI9SR -NH, L15
6-181 P171G -NH, L15
6-181 P171G LI9SR -NH, L15
7-181 G170E -NH, L15

[0421] 29K /RTEVESIFe- (L15) -FGF214H & RAFKFc- (L15) -FGF21 (A45K,G170E) \Fc-
(L15) -FGF21 (A45K,P171G) B§Fc- (L15) -FGF21 (LI9SR, P171G) (1] /INEs, il & () 1hp 7K °F
[0422] 78 % —Tseih , 58 A4 B B S FGF21 MIFc - FGF21 34T BF 9T T FGF21 R AF{AFe -
(L15) -FGF21 (L98R,P171G) o fE— TSR 1 , K B ZH 293 T A i R AE AR FE (I FGF21 \Fe -
(L15) -FGF21.8Fc- (L15) FGF21 (LI9SR, P171G) £74E N 15 F£6/NF o 4R J5 43 W 41 4 A e g
2 EYE . B 307 7% , Fe- (L15) -FGF21 (L98R,P1716) B4 HFc- (L15) -FGF21 45 2K
T S IR R B BN 5 AR AR oy T AR A

[0423]  7E X —TUsied , fE B AN R B0 B (RE =R AN4°C) ', H5FGF21 fiFc- (L15) -
FGF21—#2 , X}65mg/mL T [ Fc- (L15) -FGF21 (L98R,P1716) ffa g it 4T T3P iZ 9K . Eiﬂ%
& HAJ5 » FISEC-HPLCS 4 Mu 2L ARV BEAT 1 40 B LIRS 28 72 AN [F) 350 B2 1 AR T ek [i) 2

£ EI3TAFI 1B /R B4 R A AE 2 iR T (B STAMR) S uwﬁ@ﬁﬁé) ME4ACTF (l%zmsﬁ%& TR
=M L) ,Fe- (L15) -FGF21 (LI9SR, P1716) [ 58 85 T Ji ikl 26 & B P AIG

[0424]  SEjtifs21

[0425] 5 CoR v S8 A8 1Y) B 1 BB A DL R FGR21 S AR A

[0426] W 5T T H A BRI ) B E PR HE R L UE, 7E R O B BB A o, K Fe -
(L15) -FGF21 (L98R,P171G) f4& N fa 5 4 5Fc- (L15) -FCF21 & g M k4T 1 HL i RIWAE
P b g AR . 7 B BT 5, BA23 . Smg/kg 22 ik PN U S Fe - (L15) -FGF21 (LI9SR,
P171G) FlFc- (L15) -FGF21, £ 45 24 J5 K3k 840 /N 149 Bef Ta] o5 Wi B 45 4 B 1) T35 AL 2 o o K
IR 168/ NI [ IS 18] s AT 1 40 A1 o 25 IS 8] SORE et A58 BT e il Rl ik AT S A alid , 28 5 8 H
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MALDLJSE 2 HEAT 140 AT o 75 P I A1 HH 485 SR A AR ) SR B

(04271 {i FH 9% 51 FIMALD 145 21 43 04 WA 2 T-P17T1 2 PLTIGH AL, JHFR T Fe-
(L15) -FGF21 (L98R,P171G) 4> FHP17T1LL I 8Y U)o SR , WEZ2 B Fc - (L15) -FGF21 (LI9SR,
P1716) SR IE 3ACA i 7% J: 0T U BRI GE18 1) [ A (B132) o AE S BE R AR I 1 T1 AN 7222 )
25 5 52 S DI BT 55 4k 35t A S, P B FGF 21 S AR A48 WL 82 51 78 34N CoR I Ak kB A IR
FLY)E], WL 20 F1 B 21 0 3N C AR i i 2 V) 1) ] g AR 48 K LA AH 4k 1 e S B2 ik 2 7 UM
Iy T-OAR S ) BN 2% 1k, B AE S I R AR L 1 T8 A L 7O R 7 1k 2 3 il oy 5 70 S ik PR Bk 3k
179-180F1180-181 FAE4s F 1% B U FEC R Iy 45 2k 2 - 3N & FE R 7] g 51 B -K 1o tho 4 & 1%
IS, FE B A BEAR T BT AR NI, 2 WA anYies, 2009, FEBS Lett.583:19-24.4 1
T AR C AR ity B S 1D 7 JOR T A, o) o L 2 R TR 2k I (cap) ” MBI % FRFGF21 S8 A8 A £ ik | 7=
ARSI AT T AT o R A SCRTIR AR, il 46 1 B HE R 19 FT7m 7 AR 7E P4 1 &% Pl ) 2 A
FEHHAT T IN5E R IIMEHE T R /MELKEE e 2B I 2 v 45 R

[0428] &3 (1 2 L FRIE I K JE /] A T LA AN LR 2 18], 9l i B 1.2.3.4.5. 108,
15N BE TR o AT 2 H A B 2 BB AT vT FAEE L 451 G B A i 2 R Wk 2 AN B A H & IR Tk
B HRRRIE  EA B RR R DL LI e A A AR B F R 19 34t T e
S

[0429]1 R4k, N T TEIRAE R FERR AR FE 178179 i B R A g e ds , REAE179. 18041181
A1 b B S PR TR ) FRAT AT T HHTE bk, SR FIASCHOR , il 2 A3 R 19 FI A AR AE N
(SRR AR, HHEAT T 7T IE AT 1 R ALK 807 & L RS AL A 52 . R TOMESS T
5% s IR AR, I AR A SO 77 v AT AR 4 ELK - 5 6 R B e vk di AT 7
WE 5T o 5 A SO fd B R B — 30, hFe & 48 AFc /741 (BISEQ ID NO:11) ,L152&48L154%k (R
GGGGGSGGGSGGGGS,SEQ ID NO:28) .

[0430] 19

[0431] AL CARIREIMAIFCF21 2 fk 1) ThRE FIEC501E.
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LB 2 EC50(nM) A

huFGF21 0.4 100.0%
hFc-(L15)-hFGF21(L98R, P171G) 2.5 76.1%
hFc-(L15)-hFGF21(L98R, P171G Y 179F) 2.6 78.3%
hFc-(L15)-hFGF21(L98R, P171G, 1-180)
hFc-(L15)-hFGF21(L98R, P171G, 1-179) 7.8 77.4%
hFc-(L15)-hFGF21(L98R, P171G, A180E) 1.9 79.6%
hFc-(L15)-hFGF21(L98R, P171G S181K) 130 87.9%
GSGSGSGSGS-hFGF21 -(L15)-hFe

[0432] -
MKEDD-hFGF21-(L15)-hFc 834 83.1%
hFc-(L15)-hFGF21(L98R, P171G, S181P, P182) 272 69.9%
hFc-(L15)-hFGF21(L98R, P171G, A180G) 3.25 76.9%
hFc-(L15)-hFGF21(L98R, P171G, S181G) 3.43 77.3%
hFc-(L15)-hFGF21(L98R, P171G L182)
hFGF21(L98R, P171G, G182)
hFc-(L15)-hFGF21(L98R, P171G, Y179P) 428 44.4%
hFc-(L15)-hFGF21(L98R, P171G, Y179G) 61 82.6%
hFc-(L15)-hFGF21(L98R, P171G Y179S) 25.3 74.8%

Y EC50(nM) K

hFc-(L15)-hFGF21(L98R, P171G, Y179A) 432 79.6%
hFc-(L15)-hFGF21(L98R, P171G, S181T) 3.07 77.6%
hFc-(L15)-hFGF21(L98R, P171G, S181A) 2.66 73.5%
hFc-(L15)-hFGF21(L98R, P171G S181L) 3.46 72.6%
hFc-(L15)-hFGF21(L98R, P171G, S181P) 33.8 79.5%
hFc-(L15)-hFGF21(L98R, P171G, A180P) 617 77.1%

0433) I Fe LisynrGEzi (L98R, P171G, A180S) 2.18 84.7%
hFGF21(L98R, P171G, GGGGG182-6)
hFc-(L15)-hFGF21(L98R, P171G, P182) 6.1 85.9%
hFc-(L15)-hFGF21(L98R, P171G, G182) 6.5 71.1%
hFc-(L15)-hFGF21(1-178, L98R, P171G) 167 63.9%
hFc-(L15)-hFGF21(L98R, P171G, GG182-3) 1941 84.2%
hFc-(L15)-hFGF21(L98R, P171G, GGGGG182-6) 4307 99.7%

[0434] 33K /NTEVESPBSXS HEL L R AR EF A IFGF21 \Fe- (L15) -FGF21 (L98R,P171G) BA A
FECA ¥ N 1 I 2 2 B H 22 B8 W 22 1 PR 4~ I 23 1 R Fe - (L15) -FGF21 (L98R,P171G,
182P) AllFc- (L15) -FGF21 (L98R,P171G, 1826) ¥ fR idb/db/INiR (CHTB6EY %) H M 42 21| 1)
AR 7K PR AL 23 B o 2500 5 22 n 281 BB A 2R B SR AR AR FGR 21 22 IR C AR v i), FH i AR 2 i it
HAE TR R 6 Bk om . Rt , “18267 Fen H 2 BR VR L 405 i 28 i 3 1 8 1k Bk iy A 7Y
ok JE AR R 2R R C AR S o ] 333 75 T SRFGF2 1 B4 ARG M 4 7K S35 6 /N, T F 92 1 T A = ol
Fe-FGF21 58 4% A ¥ 7 4 2852 (1) I A% P GG PR Ak 22 /0 120/ o 5Fc - (L15) -FGF21 (LI9SR,
P171G) #lFc- (L15) -FGF21 (L98R,P171G, 182G) AHLL ,Fc- (L15) -FGF21 (L98R,P171G,182P) ,
RIS & s DOAE k& 23 1 HIFGF 21 40 73 C AR v P il 22U R W (1) 29 T AL e B AL, FF 51 S B IR
HAE K
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[0435]  7F fqkszie W78 T Fe- (L15) -FGF21 (L98R,P171G,182G) AFc- (L15) -FGF21
(L98R,P171G, 182P) My fA N ¥ 14 , I 5 60 5 I INAE CoR I 19 R A H 2 BR 1) N 43+ (B Fe-
(L15) -FGF21 (L98R,P171G, 182G, 183G) ) MR N iG EEAT 1 L AR« B 343 R FEVE ST PBS X HEL
Fc- (L15) -FGF21 (L98R,P171G) \Fc- (L15) -FGF21 (L98R,P171G, 182G, 183G) Fc- (L15) -
FGF21 (L98R,P171G, 182G) FlFc- (L15) -FGF21 (L98R,P171G, 182P) [fJob/ob /| s, H WL 82 5[]
MAEKF A 73 L

[0436] 4N 34577 , SPBSXS HEAHLL , BB 55 0 BT A 43 - #0048 B2 110 4 267 il P20 IR 12k
ZOSLISUESE T 2 BRI 45 R (B133) , Bl 5 G2 BRE 1 73+ (il 4nFe - (L15) -FGF21 (LI8R,
P171G)) ML, FECA ¥ s I & BRI Fe - (L15) -FGF21 (LI9SR, P171G, 182P) H. 45 I 47 = 1 7
2 Bl R AR D %o SR 5 AR COR Wi VA8 I A H 2= IR B &% » 1l iF e - (L15) -FGF21 (L98R,P171G,
182G 183G) » ALh-T-FEAR A>T BRI N 207 5 FF 24 50 A 73 00 26 B A A SR ) R 200 1]

[0437] K| 35K /N AEVE ST PBSXT B B FGF21 28 A8 44 2 fikFe - (L15) -FGF21 (L98R,P171G) Fc-
(L15) -FGF21 (L98R,P171G,Y179S) Fc- (L15) -FGF21 (L98R,P171G,Y179A) Fc- (L15) -FGF21
(L98R,P171G,A180S) FlFc- (L15) -FGF21 (L98R,P171G,A180G) [¥) % FR Jdb/db/INER (C57B6Y
5¢) W8 2 1) Mk KA 40 H 43 EE o BT A AR A FL A AR ACA IR i 26) B B A1 14 -5 AR BAE)
FreEH .

[0438] X363 /N EVESTIEME X E \Fe- (L15) -FGF21 (L98R,P171G) Fc- (L15) -FGF21
(L98SR,P171G,Y179F) FlFc- (L15) -FGF21 (L98R,P171G,A180E) [ bR i db/db/N s, (C57B6TY
56) FROE %2 2 F) I K AR 4 B o S Fe- (L15) -FGF21 (LI9SR, P1716) #HEL ,Fe- (L15) -
FGF21 (L98R,P171G, Y179F) £ B AR MK B AN KA R4 o SR T » Hrb 78 2 L R 180467 1Y A U R R
A A BRI Fe- (L15) -FGF21 (L98R,P171G,A180E) H.Fc- (L15) -FGF21 (L98R,P171G) FH
%, EFc- (L15) -FGF21 (L98R,P171G) #HEL , 512 ML BE /K P &AM & K 20 %6 o 1X Lo £ 4 R B
ATSOETRAL AT fie P2k LA PN CoR B 2 A28 » AT 50 231 ) A4 N 8 3 AN 288

[0439] Syt fs|22

[0440] M5

[0441] SR HASCRTIA J7 il 8 Fe - #23k -FCF2 1 My g 44 o i i AR 0 5 196Gl Fe /741 (SEQ 1D
NO:11) FECA i 5L15 (Gly) ,-Ser- (Gly) ,-Ser- (Gly) ,-Ser#%3k/7 %1 (SEQ ID NO:28) fili#,
B34 7 B8R JE 7E CoR 3 5 R BAFGF21 /£ 41) (SEQ 1D NO: 4) [INA S fl4r , 78 I ZAFGE21 5 %1 v
FINT AN RAL, RILISRANPLT1G o 2 A ST IR 77 V2 338 A A4 X P A 4 d E i —
BRI 5, o i 43 1 18] AR BEAE & BRI F e X 2 [R5z - 3 AN 5 1 72 AR SE it 51 22
IRFRN “Fe- (L15) -FGF21 (L98R,P171G)” , H EL A SEQ 1D NO: 43 &ML 741, HSEQ 1D
NO: 424 f5 . 76 % S f5 v , FOF21 & F8FGF21 [ A JE =, BPSEQ 1D NO:4.

[0442] 22 1B 9E %1t

[0443]  ZEMBHWZ R (“SC”) ¥4Fc- (L15) -FGF21 (LI9SR, P171G) M EAAZ T BMI > 351 TG b
PRIGIEMERRE L e =101 /4H) FEGEFGR21 (BISEQ 1D NO:4) BLE XS VA TT
[0444]  FEZ5 TARAT RIS AL S VI RT 42 RAT S IE R 5L, SR J5 70 4H, B AH 10 A, #2 & 3T Fr
TN FEEIEZ IR R PR T RIS S s BT, o T B il , B R 45 B R s Wi i — Ik fk
S FGE214 H 451, iFe- (L15) -FGF21 (L98R, P1716) 4F JA4: T . 45 W J&3Z 45 384
Fc- (L15) -FGF21 (L98R,P171G) FIFGF21 1) 7l & , WIEI37 o 75 #& Nk 71 b s 4k 3 A 4045
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HY . CROX YR IT A HIE -

[0445]  FEFFURVEYT AT, AT 1 PR IR I IR %0 BRI & 15058 (0GTT) o OGTT1 F KX 3473 %13
ANER P, &0 2 A AR 5T il 28 R AR (AUC) A4 =5 (1) B4 43 A o 55 —IROGTT
(0GTT2) ()45 F R AUESE 25— X OGTT (0GTTL) ) 73k « — ik 5 (OGTTL) HIOGTT /A ¥l 5 T
TR S (0GTT2) FIAS— BRI i HERS: - OGTT L AOGT T2 45 5 I, ] 38 A1 &) 38B , FHLAUCHI & A
DL 38C o J 28 44 E5 DL €] 38D A1 20 .

[0446]  FEAIR . Hh A S R 1) & SR B V6 97 45 SR INE, B P9 JAEAT T OGTT 3.0GTT 4M10GTT 5.
I JA N7 I Bh Py SR AR RS, I FH ORI 52 6 26 0 L JBR 5 2=« T vl = BB /K P DL AR 3R A0 & )
P AE3 TR L R AR R AR MLAE

[0447]  FLZROGTTLIANOGTT2 7 Hi 5 78 1E W B b W4 — B0 TR0 i 260 W% 70 A, 7E 3043 %
PN IA 31 d K L3R T B, IF R W3S AN R H I A2 E AUC .

[0448] [ 34k 2 B0 1 2 B R 2R A L 26 20 - X 7E T BB 6 I7 BT BT R A5 1 L REBEAT T I Ak

R 1R R
[0449] 20
(04501 BZHJmApe 1) 4% 2, =0 g I 4 81 7 W e oty 2 R H it = R /K P I R B 4E
s 1 Fe-(L15)-FGF21
Ve FGF21
(L98R, P171G)
N 10 10 10
[0451] HE (kg) 8.5+0.5 8.7+0.4 8.5+ 0.4
Ao 3 F) #) 42 (mg/dL) 91.9+438 94.8+53 822+3.7
Jik £5% (pg/mL) 942.6 + 121.4 976.1 £107.7 1023.4 + 205.1
i = A5 (mg/dL) 444+ 4.8 58.6+52 71.7+£9.8

[0452]  3&F% T 3FHA[E IFE K F, 6T FGF21 fMlFc- (L15) -FGF21 (LI9SR, P1716G) , {57 &
43N0 . 1mg/kg F10 . 3mg/kg , 1 2555843 5 N0 . 3mg/ kg Fl 1mg /kg , = 75 & M 43 i) 1mg / kg F1
5mg/ kg o M4 7E /)N B HH BiT W 25 21110 771 5 s 87 5 28 T NP LR 9 S0 A0 26 1 551 7 3 SR 57
K R TR A S R &, R H S5 BRI B IFGF21, K Fe- (L15) -FGF21 (LI9SR,
P171G) =7l &t % 5mg/kg (RIA /& 3mg /kg , IX 7] 5 1mg/kgFGF21 71 &8 55 B IR) &

[0453] 22 2iR 564k A Wt A 5 14

[0454]  FEARISZLG A, A T I iR B8k A Wt A N 2 ) A B AR R, A R E B 3N
I) BB 4L P AR T 3 2R i AR B AR AL 40 bE oIBR8 T FE 3 SR 15 ST Y A4 B S AL B 2k
P EEAE L3220,

[0455]  FEHEANEFLH 2 YR B A TR I A V00T 5 AR E AR T IS Sy B 2 ) AR
AR A, 4y L 6 S IR 8D 17 386 50, 1 FFe - (L15) -FGF21 (L98R, P1716) AIFGF21A97 B Eh Wik &
FE6 JFG YT SH R IERE b LS SO J7 208, LI 39 . 1E 402 Hi 78 M 143 34 h i L 52 21 1)
—# (Xu%§ ,Diabetes58 (1) :250-9(2009) ) , FFGF2 13697 Gi i1 i # M Hh Jk 42 AR & . Fe -
(L15) -FGF21 (L98R,P171G) LLFGF21 B & ki 5 & (49 B WL 48 FN&47) , iX 5t NFc -
(L15) -FGF21 (L98R,P171G) L FGF21 5 B 3 Hh i 4 FE 2 (1L 1 7T 6% () AR RS

[0456] 223 iRZAL G WX I & =K PR H
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[0457]  WilsE 1823 MO AR G BUCE A Jo 148 I SR AR I TR 1D JBR % 25 7K P
[0458]  {E FHIEHE \FGF218Fc- (L15) -FGF21 (L8R, P171G) 677 FIAES FH e ¢ A 11 5h
Hh A JE I S A ) 7 T 2R R & 25 /K o fE R J5 — IR Fe - (L15) -FGF21 (L98R, P171G) y3
J& 5 R FATE B¢ Ji — IRFGF219% 5 )5 2921 /)N i 2 B I A
[0459] 7 7 VG T WA, 76 FHVA S B FGF2 11697 () 455 JE A A5 6 JE P9 W 58 1 BRI R 48 )5
I3 J 8 27K P . £EFe - (L15) -FGF21 (L98R, P1716) J3 5 J5 £13 K FILE it J5 — IREGF21 3% 5t J&
292/Nf R S5 A o Bl 40 s FE BN R FE S N ¥ 8 FGF21 MlFe - (L15) -FGF21 (LI9SR,
P1716) % 2% MG &5 2 /K P B 52, T 1 4 1 3R 7 75 BB 5 FH6 Ji RS i R 48 ) Tl 5 27K F
[0460]  MEFEHLL, ZEF N A BT, FGF21 flFc- (L15) -FGF21 (L98R,P1716) B4 #h 41t &
5 R LG 2 I RN S IR B B 3R /KT o WL 5¢ 31 FHFGF21FIF e - (L15) -FGF21 (L98R,P171G)
TRYT IR B ) 1R B 2R 7K P AT A WL 5 2] 71 6 WK~ T v 38 B R B R U AR 2192 i
[0461] 22 4RG4S WA OGTT (el 225 Wl 0 15 2%) (194
[0462]  {EJFUBVAIT )G , 34T 7 =¥ROGTT (OGTT 3.4H15) /& A M .FGF218iFc-FGF21
(L98R,PL71G) ¥5776 FE zh# , M 5E T OGTTS 5 41 bl A1 5 25 /K143 A3, %o BT 8 S 1R ) )
E R T R AE R JE—IKFc- (L15) -FGF21 (LI9SR, P171G) VST E 417K, A R AE e J5 — IRk
FGF217E 5 J5 2921 /NP AT 1 OGTT5H - OGTTS i 26) B A1 Gk & 2% 43 A1 43 7l WL 42 F1 ] 43 . 5 A H
B¢ 1 1) B PR VA AR VE T RNLE 5 J B TR) s I8 B B AHLL , FHFe- (L15) -FGF21 (L98R,P1716) ¥
7 W S H AT Bk i A ) B E B R, 42 FE B e — IR GT B 45 R, Fe - (L15) -FGF21
(LI9SR, P171G) B A5 fx 5 4032 ) 1 60 T B R FGR211 S 7 4 6 BT B R deidk o Fe - (L15) -
FGF21 (L98R,P171G) B A HLFGF21 K1 5 55 5 (4 il WL R A8 FNE A7) , Sy 78 i 2 W 15 1 2 Thi
Fe- (L15) -FGF21 (L98R,P171G) HA 5 B R A 4/E R Wit T nl gem ik . 5 IS a7
IS AL , 7€ FFc- (L15) -FGF21 (L8R, P1716) VA J7 A Sh#H , 75 f Ja s 1] &I € A 0GTT5
HAM] A R S R K R AT B P R
[0463]  GnEl 44w , TESH AR BRI L rp 5 V155 HE R B AR o e 77 B 5 R i3 AT 119 3
ROGTT (OGTT 3.4F15) [ AHXT T2 28 1) 78] & BEAUCAR 4L /5 43 LU o 7E B J§ — UK Fe - (L15) -FGF21
(L98R, P171G) V5 J5 297 R A i J5 — IREGF21VE 5t J5 21 /N #E4T T 0GTT5, 45 5 i /nFe-
(L15) -FGF21 (L8R, P171G) i & 35 1 Hs A AIRAUCS o & 4H () FE£R0GT T/ W, &1 38C
[0464]  FEANHEATOGTTI 24 M e 1 2 B I 252 70 67 1 K Y o 78 S EH. sl 4 b A I 1) 2 B i 2%
BEREACER A MERE R NS0T L ES .
[0465]  22. 5158 AP H il = BazK P 4E H
[0466]  {E I \FGF218Fc- (L15) -FGF21 (L98R, P171G) 1877 i Sh4) v FIALE 3 JEI 3 14 1
P, A T H SR H R R 2 I S I = R KT R AR AR A bl o fE B JE — IR Fe- (L15) -
FGF21 (L98R,P171G) V5 J5 295 R AITE & J5 — IRFGF2 1V E ST J5 292 17Ny $h B I IfL A o 72
BIGYT SRR R E T H =R AT AR TR LR AR B 23 b LI 45, A5 IR AR 2R 4E LR 20
[0467]1 44507, FHFc- (L15) -FGF21 (L98R,P171G) BFGF2 13697 i Zh 4 o H i = g
AKP 70 AR 1 B AR, Ho S5 FGR21AHEL , Fe- (L15) -FGF21 (L98R, P1716) E A e KBFRAL
R
[0468] (463 R1E VA Fe- (L15) -FGF21 (L98R, P1716) BRFGF21 Y47 I 55 5516 J& 1A d]
ME IR T B H SR A i ) S H i = 7K P . fEF e - (L15) -FGF21 (L98R,P171G)
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VR 5 213 R ANAE i Ji — IRFGR21 3 5 i 212/ Nk S B8 I LR . 5 RV 898 7 1 sh i H
M =TEKSFHEEL , FHFGF21 FFc- (L15) -FGF21 (LI9SR, P171G) ¥A¥7 I Eh I i I 2% H i =
Big 7K~ Ge v 3 3 1 1 PR AR (K1 46) .

[0469]  22.61R384L B VIR E

[0470] 7 BEANF FCHAN] , X DL 24955 BE IR ' /K 48 T B B Ak & W 1) 2% i 230 AT T T
Wi o FELE 25T R J5 — RIS G 295°% , MI5E 1 Fe- (L15) -FGF21 (L8R, P171G) HIMKFE . fE45
YT ANFEZES 12 19126 RIE T FCF21 /K- o FE 85 J5 — IR VES Ja 292 1/Nsf Sl B A
(04711 & R I A & V0B & AN EE WL AT A48 i AT flr 7 , FGF2 1597 b, 244
HPEIIRFEART 2 2R - B 48K IR AE & A 2 AN (LUARIR 1) 71 &9 FE A I IR %A ) ,Fe-
(L15) -FGF21 (L98R, P171G) ya 7 4HH () sh W BA nl Rl Fe - (L15) -FGF21 (LI9SR, P1716) 7K
P X TFe- (L15) -FGF21 (L98R,PL71G) , & 45 25 W1 ~1- 39k B K 305 771 = R b 41 b A
0.3mg/kgHhe m 2 5mg/ kg o 7L AL A 0T 35N 1 B ish MG T P9, A7 A5 B /N & B, IE AnAE 3 S
B — A R S AR e IR B AT SR B — B AR TR VR T B (P ) S Fe- (L15) -FGF21
(L98R,P171G) /K H B H4TR (e Ja— UG F12%) fml ket , BRI SR T2 & TR
(LLOQ) »

[0472]  FEZOGTTHAIR L XHA IS0 & i 2 7 St AT 1 Il fEFGR2 VIR R FI VR IT S
FEOGTT 3FN4MHIA], Ada HHFGF21 o RT , 7E =i 7l & VR JT J& » FEOGT T I [B] WL ¢ 21w il & 7K~
78 DL G 75 B 7K ~F I 5 = 5 58 TLOGTTIHIA] , W& H|Fe - (L15) -FGF21 (LI9SR, P171G) 7K-F-H 5
R EI N, W49,

[0473]  fb& W KPR e ST, B4 LA R =k 4 5 X B 2R T PO I &R A & A R
FGF21 fiiFc- (L15) -FGF21 (L98R,P171G) H o 7E ATl i€ I FGF21 8 v WA 21 K (1) 22 ek, T
eI — IRV G 2121 /N S RE, 3F HFGR21 10 2 75 A 20 /NI, DR i3kt 2 T30 v 1) 485
e

[0474]  22.74518

[0475]  FGF21 P AR ZS I8 A o if 3% H i = 8 A JBE 5 K1, R e fe s 1l & R Ik i
Fe- (L15) -FGF21 (L98R, P1716) et OGTT , H 75 B e 77 5 PR AR R & 2R /K P, 1 EL 751 5 4 3t
P 1 28 AR 2 R RT8 Ji IL 2 H Ve = T 7K P DA S A& B o FGF21 Ml e - (L15) -FGF21 (L98R,P1716)
P 2 A1 E T R B B AR 2 AN B 5 A e & S F N E AL & /K A T AR LE
BBl B, FGR21 AlFc - (L15) -FGF21 (L98R, P1716G) 2 [a] fif & 2 AH- I = 15 /K - () B AR AR A «
TS 5, R E R 2 H S35 hFe- (L15) -FGF21 (L98R, P171G) £ FFGF21, I H.A]— &
— IR 2 DA EE XA S E Th Ak

[0476]  Sjiif523

[0477]  Fc- (G4S) 3-FGF21 (L98R,P171G,A180E) Fefi &4 1

[0478] =R AL EFGR21 RAZARHIF il &4 , SR RIE I H 3k EH: 2 1gGl Fedl 4y Feh
EPIIFGF214H 73 A& = ANEFGF2 111 2 ik 7 31 b T AR BUIE ) s R A%, BPLISR \P171GA180E
(GETEASEQ 1D NO: 442 HIFGF21 [ BB g 5) o8 # AFe (SEQ 1D NO:11) &l
P GGGGSGGGGSGGGGS (SEQ 1D NO:31) A 15- R IE MR H2 L 51LI8R,P171G, A18OER AR 44
FGF21 (SEQ ID NO:39) BIN- Kui & & , R Z 5 T - %5 1w %4 NFc- (6G4S) 3-FGF21
(L98R,P171G,A180E)” , B &K & FE MR T 1 W/~ fE B 50 MIFESEQ 1D NO:47H ;38 SEQ 1D

62



CN 107188950 B ﬁﬁ HH :I:; 61/70 7L

NO: 46 K% TR 4L & o Fe - (GAS) 3-FGF21 (L98R, P171G, A180E) IR AN & : B 7E I Bk
i5B-K1lothof H 20 4 i = & Erk B BR 4k 09 ORI B - 5 B A= TUFGF2 1 I F e il & 9 B
FGF21- (G4S) 3-FGF21 (L98R,P171G) (SEQ ID NO:45) fFcil &44HL ,Fc- (G4S) 3-FGF21
(L98R,P171G,A180E) 1 s~ B4 58 [ B-K1othoZh & 355 A1 J7 o 244 HvE 5 N0 R I 5h W i A
i, Fe- (G4S) 3-FGF21 (L98R,P171G, A180E) P AR ML BE /K, yel /AR HE , - H H &3 A T JE
—IRVESS

[0479] 23.1

[0480]  Fc- (G4S) 3-FGF21 (L98R,P171G,A180E) [R4A4ME 1

[0481] @47 SLEG LAKS & FEELK - 5Ot R B4 2 H , Fe - (G4S) 3-FGF21 (L98R,P1716,
A180F) & 75 - B 5 87 A BUFGF21 [ F e il & ) Bl T A 1R R ARFGR 21 ALk v 2

[0482] i FH E 4 A\ 293T'5f ZH Ak R HEATELK - B2 OB B E , Hih293Tid & % i%B-Klotho
AR Y B BG4 T MK . B-Klotho /2 FCF2 1 BE FOF 32 44 Flli% S A0 3R Er kB B A4 78 TN 11
YR N 155 1% T TR 3R 2R Erk - 8O R EERIE 70 T I @ A8 & g i3 GAL4 - ELK 1 AN
5xUAS -8 R BEHRIE 7 7 19 7 51 8 I 5 A AN Galagh & 0 551 58 5 DL 5 3l 1 3K 3l
5xUAS -8 Y R BEHRIE 7 1 o S L B FR AL Erk (1) 7K P 1 715 #5008 2073 1, o ELKS 3008 2 73 1
FH St T) 422 W I A 52 B FGR2 13 M

[0483] 1 NEATELK - %8 S 2 B i « 30 b 7R A [R) ¥R B (1) Y A= PG 21 B 2B BUFGF21 1) Fe
Bh-&¥IFc-L15-FGF21 (L98R,P171G,A180E) FIFc- (G4S) 3-FGF21 (L98R,P171G,A180E) f£1E
T, FGFR293TH M6 /NI, SR Ji5 I A e ZEAAR W) B2 RS P o S PCF2 1 M @ AR FEELK - 55
HHGIE SR R ATy - R R A B VIR E X - B R IR

[0484]  [&]51 W nfEErk - 820 25 Mg I 5 56 A0 & W0 1) 77 & IO o AH LG T-FGF2 1 B A= A
Fefil &4 ,Fe- (G4S) 3-FGF21 (L98R,P171G, A180E) {4 BY 2R v 14 , ;X R HH LI9SR P17 1G AN
A18OE) RAZ I 2H & % A e AEFGR2 L A i 1 o 5 R SR B AR RUFGFR2 LAHLE , 7B B Rk L A
2 AAB-K1otho I3 FhJE 140 ML 4 W 52 1, P il -A 1) B A Sl 7 A il 20 1) 2 i A e R 12 o
[0485] 23.2

[0486] £ AR[A] 42k FEHI I Fc-FGF21 (LI9SR, P171G, A180E) fili &4 )4 4 h i 1k

[0487] @it HHASIE] 9382 3k FE #1)GGGGGSGGGSGGGGS (SEQ ID NO:28) ¥ A 1gGl Fe 5FGF21
(L98R,P171G,A180F) filt & , P AE AL I Fe il & AU o F iz 82 3k Ay 44 WL 15, DL K A5 i
&5y T4 ~NFc-L15-FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) fEi%SZEd , B 55 AN
(R 423k 7 F1 6 Fe -FGF21 (LI9SR, P171G, AL8OE) El&r Mninid eI /R F

[0488] 40 F#EATELK- G R BN E < 8 i AEAN R FE M Fe - (G4S) 3-FGF21 (LI9SR, P171G,
A180E) FllFc-1.15-FGF21 (L98R,P171G,A180F) /71E  , 5577293 TN 6 /N, 2R 5 I 5 i 24
R A R WIS 1 s Fe- (G4S) 3-FGF21 (L98R,P171G,A180E) &7~ 5Fc-L15-FGF21 (LI9SR,
P171G,A180EF) AU I M , IX R BHA R )82k 7 51 (15140 (G4S) 3L 154% k) XJFc-FGF21 il
BN A R R

[0489] 23.3

[0490] 454 MIsEEH Fe- (64S) 3-FGF21 (LI9SR, P171G, AL80E) %fB-Klotho K fA 4 4h &3k
A

[0491]  fEBiacore & V-1 45 & Wl € i llikFe - (G4S) 3-FGF21 (L98R,P171G,A180E) 5
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AN A B EB-Klothof 45 & o i L BiF e - (G4S) 3-FGF21 (L98R,P171G,A180E) F1 X A LISRAN
P171GAS (I FcRl & FGF21 254 (BIFc-L15-FGF21 (L98R,P171G) (SEQ ID NO:43)) [fI2E 0
715

[0492]  FECM5:ES fr BRI AR B K Neutravidin bl @4k . AE Y & -FGF21 7E 28 —Jit i it
(flow cell) L4fi#E 2 Z1500RU ¥4 56—y il it FHAE 15 5% MR B 5 x B B FGF 21 R AR A
(0.03~2000nM) 5PBSH 1) 10nM A B 25nM & BB -K1otho M0 . Img/ml BSA.0.005% P207E
Fi TR E VNGB R R A Y &K -FGR21 L 1 _E Sk & VR A VE TR Th i B B-Klotho i 45
B A FGR21 AR TR P M 52 100 % B-KlothoZh 515 5 o B & FGF2 1 R AF AR 1k FE
Whn,B-Klotho&s & MR /D E B . B-KlothofE IR T 5 FCF21 58 A8 4k 45 &, iX BH KT B -
Klotho 5[ ek AW 2 -FGF21 K [ 45 & o i FGraphPad Prizm SR G PIHI AN 456 %)
FGF21H) B IRk FE 22 1 AF FH By i 2 - JE A #L6 (one site competition nonlinear
fit) ZEARE B BREC,

[0493] X528 ~Fe- (G4S) 3-FGF21 (L98SR,P171G,A180E) fllFc-L15-FGF21 (L98R,P171G) 5
A () FIEEEB-Klotho (A) KIBiacore iR Vi 45 & Ml e LR 45 - HFc-L15-FGF21
(L98R,P171G) #HEL ,Fc- (G4S) 3-FGF21 (L98R,P171G,A180F) x5 A& #M#B-Klotho B
RN A A TE T

[0494] 23.4

[0495]  ZEHE R Gdb/db/Nis, i Fe- (G4S) 3-FGF21 (LI9SR, P171G,A180E) )44 P Thak

[0496]  HF T AERE R Fdb/db/NR 1, Fe- (G4S) 3-FGF21 (LI9SR, P171G, A180E) 42 15 1] K #4K
W 7 A FH 18] G B8 A I R sl 2 4k R (1) ) R B AT 00 B RS B FRLIRVE S IS Fe - (G4S) 3-
FGF21 (L98R,P171G,A180E) [ 4 L2 [A] Al 7 & [ N o K5 Fe - (G4S) 3-FGF21 (LI9SR, P171G,
A180E) LAFfI & 40.1.0. 3. 1F13mg/kg I N VE ST 28 /R pidb/db/NR o B (10mM Tris,
2.2% FERE,3.3% L ALEE , pH8 . 5) V6T I B A FEAEWT FL vh o AEJE LR (U 5 Bl) A5 )56
24.72. 1201168/ 3REUEE R Bh¥ (n=10/41) B ML AL S - FHOneTouchGlucometer
(LifeScan, Inc.Milpitas,CA) JlI5E MLAE K. FEFE 2R (OF)) v 5t 524 .72 1200168 /)NEf il
SERE,

[0497]  &|53AGE RAEVEST VA EFC - (G4S) 3-FGF21 (LI9SR, P171G,A180E) J5 7 & /M A]
db/db/INER B LBE 7K “F . Fe - (G4S) 3-FGF21 (L98R,P171G,A180E) & Edb/db /)N s, F ML /K
PRI F AR A D o B FE 2R B SV IR T AL AL, B KR A B D 2950 % o B K AR FAETE
SN J5 6 /NI Pk 2 I H YRR IATE S 5 1207 o FE 2168 7/INRf P IUHE 7K P Uk ] R 2 o Al B
[IED50 G 3 KAF I — 235 B (K Fc- (G4S) 3-FGF21 (LI9SR, P171G,A180E) [¥) 7 &) 7Edb/
db/NR F 2 N 1mg/kg

[0498]  [K|53BE /NAEBARVESS Edb/db/NE JGFc- (G4S) 3-FGF21 (LI9SR, P171G, A180E) i {&
HAEF - 45 5 F MO G5 1) &2 1) 44 31 AR 3R R I BV T 1 /N BRAE TR T 98 S 18] Sl 7w
REAT P R 5 A S 3 0 o SR17T L 78 FF e - (G4S) 3-FGF21 (L98R, P171G, A180E) ¥ 77 1 /N B 1 A
) B MRS 1 7 A ) s B G ) T R R B RO, XS A B A R A o A — N SE R Fe-
(G4S) 3-FGF21 (L98R,P171G,A180E) 7E3mg/kg | ik §5 17 B8 B4 ik 5K , 1mg/kg | Yk 95175 2 1%
BIE3R , 8Y0 . 3mg/kg T ¥k 55 44 B 38 Ik 1R - i Ji5 Mk SR 3G K 26 o AEZ Sk B v, Fe - (G4S) 3-
FGF21 (L98R, P171G, A180F) i 7 H ek /b i) 4t B HIED50£4 9 1mg /Kg o
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[0499] 23.5

[0500]  FEAN[EVE ST AR AIDIO/ N i Fe- (G4S) 3-FGF21 (L98R,P171G,A180E) AlFc- (L15) -
FGF21 (L98R,P171G) A Thk bb 45

[0501]  AHF7E &N T HiEFc- (G4S) 3-FGF21 (L98R,P171G,A180E) /& & AJ HFc- (L15) -
FGF21 (L98R, P171G) SEAIRAM 2 VE 5 {H AT AH SR AL DR - A 72 FH & J 45 7 — ¥k QD) Blidsk
P JE 25—k (Q14D) [JFc- (G4S) 3-FGF21 (L98R,P171G,A180E) u & & A4 T Wik (BIW) .
Q7DEQ14DfFc-L15-FGF21 (LI9SR, P171G) ZEDIO/INR FH #HE4T

[0502] 3@ i m) 4 8 K BEPECSTBL/6 /N RO & H 60 % Sk B & & 1 A g 5 B2 7 g iy
(D12492,Research Diets, Inc.,New Brunswick,NJ) BIRE =K & TR &, KHESDIO/N
B o 7 ME 4] 12 & 1) v M W AR B IS, W5 A 3R NI R 7K S o SR 5 4D IO/ R BB ATL 43 B di 4
YEIT 2, M 32 B R ACL ) JE 26 51 2 IR /K SF AR B EF 70 TP A0 48 T BSE 74N BLQTDSS T
(R4t LLQTDERQ14D4S T K Fe- (G4S) 3-FGF21 (LI9SR, P171G,A180E) ; B LABIW.Q7DELQ14D%s
THIFc- (L15) -FGF21 (LI9SR, P171G) o IR P y3 43 LA SR Bt 57 3847 31K o 453 o N o Ak B 7E T
FUEB 28 R I FEATGTTH: HAE3L RIS 4 AR 72 o W 78 e 1 Bl s FE Bl 54 .

[0503]  [&]55 7~ 7E LAANIA] ) 25 25400 3% I B W Fe - (G4S) 3-FGF21 (L98R,P171G,A180E) &4,
Fc- (L15) -FGF21 (L98R, P171G) 47 /N IIGTT /0 A5 B o 24 S5 A B AR EL I, 7EBAQ7DER Q14D
252 FFc- (G4S) 3-FGF21 (LI9SR, P171G, A180E) JA 7 FI/ING HH , 6 ) B i B 40 112 - B &
I3, X FWIFc- (G4S) 3-FGF21 (LI9SR, P171G,A180F) /&4 Rk LA f i & F T ZEDIO/N R 4%
Q14DZ5F o 4 F4EBIWELQTD, 1 A 2Q14D%5 P it ,Fe- (L15) -FGF21 (L9SR, P171G) 4 35 %4 %) W iif
&, X FRMWFc- (L15) -FGF21 (LI9SR, P1716) fE/INR HH AT BRELANIE T-Q14DVE ST - #%Q7DEKQ14DH]
Fc- (G4S) 3-FGF21 (L98R,P171G, A180E) B T4k 43 il AH 4 T-#%BIWEQ7DH]Fe- (L15) -FGF21
(L98R,P171G) I ZhRL, ix F B m] #4Fc- (G4S) 3-FGF21 (L98R,P171G,A180E) LLFc- (L15) -
FGF21 (L98R,P171G) FA1/ 28 FRLE T .

[0504]  [&]56 5 7 LA AN 6] [ 45 24 4% FH A 6 W Fe - (G4S) 3-FGF21 (L98R,P171G, A180E) B{Fc-
(L15) -FGF21 (L98R, P171G) ¥4 47 I /N H AR 2R (0K) AE 4 E AR 4k, . 5 FiFc- (L15) -FGF21
(L98R,P171G) #%BIWIAYT I /N —FE, FIFc- (G4S) 3-FGF21 (LI9SR, P171G,A180E) #%Q7DVATT
() 7N BR A2 B 3 5 MR o fE FF e - (G4S) 3-FGF21 (L98R,P171G,A180E) $%Q14DE} HFc- (L15) -
FGF21 (L98R,P1716G) #2Q7DyA 7 B /INR H , 4 B & Y Hhyd 4% . /£ FFc - (L15) -FGF21 (LI8R,
P1716G) $%Q14DIETT B /N A, A WL 210 2 1 ARk B4 B o X 4k B /R F an IR XS GT T AR
F— 30, X £ : %Q14DZ5 24515, Fe- (G4S) 4-FGF21 (L9SR,P171G,A180F) 24 Rk, 3 H ik
FIAE AYE R, Fe- (G4S) 4-FGF21 (L98R,P171G,A180E) FE LLFc- (L15) -FGF21 (LI9SR,
P171G) 291/ 28R E 5+

[0505]  sZjfify)24

[0506] U &5 FGF21 T AR A /K i fie 1) 751

[0507] RN R T2 T8 0 Joa B Va7 70 R0 T ) 711) , 7K g Pl 4k oK SR B 1 1A Jo o 437 2, 7K
IR R B 45 N oK B IR ) B 8 L) R SR G5 M R RE o T L, BT TR S 52 FF B e TAC BRI 2R &
VIRNZERL, EATAT DL A mT B fg 100 o e A1, LART s Dok 7K e fise FH T 8 1 T RF 2R
PRI I, Bt 98 7K B AR 9 AR SCH A FFIIFGR21 SEAR AR v B 1 3 7 2%

[0508]  Stof A i Jih 5] 4 A8 1A Pl A3 SIZ 56, AR IR 4n T i) £ o il 45 1. 25 % 2F B IR (Sigma)
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PBSYA VR o 165 22 T 771 HH 25 DA s TR I im 22 445 R /K B 28 (MA: BHR) 916124118432 1 K5
(0 0T 7K G2 AT DA RS B A AT 1 S 5 A 1 R 25 R s Tk e » AT i 8 7K 8 e 28 A o 3¢ i 1 7K e
IEEARIE T I A AEAC N B2 U4 ) 4 0 SFCF21 3 AR R I /K B e o ] K7 1% 1) 4% 5 v T
il 2% 25 T BH B 1 /K g Pl A, FL T S5 38 B T L ST A SR A P HIFGR21 RAR Ik
[0509] 4R il £ 5 KE B FGF2 1 TRABAA 1) 7K 5 JI o T 1 1) % 75 10 %6 R T+ P P22 TR A4 7R PR e
TR JI B PRIV T o 4 7K B I A AR THIRL » SR I 5 o8 R T PR MA B R 7K 5 JI2 8 A 35 fife AL o
SR G W IR BN FGR21 85 13 i (A 2 9 v IR FGF21 (LI9SR, P171G) , (SEQ ID NO:37)) MIAE WK
A ) IR B R ZE T 5E IR P & SR 5 K TEMED R VRN, o SR 5 B KPS i ViR I N 5 32 M YR
VK Im ] VRS 2RI R 220001, A 2 AE IR N ERE L. 52 2/ VR ST 2R A7 16 - 20
‘CF, 23 AT EAC AR RIS - WAL A pHS . 510mM  Tris 9% e K AR I AFGF21 2R AS 4 1)
K JR 288 Ak FEAE R R

[0510] S - PNy SR , 763 S 2= SRR S 28I ELAE 3T C I IiFAE 2910538
[0511]  24.1

[0512] A& APACIREL 2211 10 %6 /K B ROBE I FGF21 (LI8R, P171G) 1) 44 71 4

[0513] ARSI H & 7 MR TEELK - 52 R B AR 4 2 H , 5FGF21 (LI9SR, P1716) 1)
FARTERAREL , WK B B FUIFGE21 (LI9SR, P1716) & 75 A WiE eI

[0514]  #il| &FGF21 (LI9SR, P171G) JF¥4 45 N\ 42 I 13 1y FFY 266 75 6 PR W JIR A2 Bk LE M 16
1,24 1RI32: 110 %6 FF JE TR M TR B FR VA W o S8 T W 7K i e 2 B RSk 70 5 v VS VR A8 F GR 21
(L98R, P171G) BEJif - 7E 100K 150/ N JFUSC AR AT 5T, A L2 JFGF21 (LI9SR, P1716) v PR A
AN E o 43 AT E (51140, SDS - PAGE )R~} HEFEHPLC A e AHHPLC) & 7~ B FGF21 (LI9SR,
P171G) fEFTA B 18] m A2 SE#E )

[0515]  fii FH B 40 A\ 293 TS 41 4 R HEATELK - %2 0% 2l il 12 , oA 293 T4 i & 2 1A B-
K1othoFil%E 3 2 MR IE 4> T H 4K . B-K1otho /& FGF2 130E FLPCF 32 44 (1) Fr 78 B iy S 7] 5%
A AEZ I HR A I FGR 32 4402 29 3T 4 B A 328 1 P R PR FGF 52 A« 5 't SR IR T8 43
MR AR 5 & mbSGAL4 - ELK LRI G R B IE 4> T 1 751, HH & F Gald4s &4 il
AN ERERHE DL (5xUAS-Luc) 1 JA 817 IR 3l o B 2 BT 14 52 B R A Erk /ELK 1A 7K~ 75, FH T
[ 22 1 U AN e B FGR2 13 1 .

[0516] 40 FEATELK- B0 25 BE I AE < 8 ik FEAS RV BE R FGF21 (LI9SR, P1716) B RAATE I
ol K B BB AU FGE21 (LI9SR, P171G) fE4E K , 75 77 293 TR M6 /N, SR Jim M 58 4 ff 24 a4 1)
6 R P - 57 AR ELK - 85 B IN E (A Ah 45 5 . B DR R A T A B L 6 16
1.24: 1AI32: 1Y /K &k e B TR FGE21 (LI9SR, P1716G) 2 A= Wi M1, H 5 FGF21 (LI9SR,
P1716) ) R AR A S 35 M o B8 52 - /K B 87 8 N 10 2R (1 R 1 45 i ATl e, 9F H
FETUFIFGF21 (LI9SR, P1716) FEAN i E 2 7E10- 15/N fa 2 i M AR 2 1

[0517] 24.2

[0518]  fEob/ob/NiR FHEASE I AZ Bk L R R /K BEEFGF21 (LI9SR, P171G) [I44 A

[0519]  ThHiK

[0520]  ASZEGHY H /SN T IS : H5FGF21 (LI9SR, P1716) fRARIL AL , I H 3 75 45 iR
B RS AS BE L 8 24 - 1132 17145 FRIFGF21 (LI9SR, P171G) /KB ik /& 75 B it A= i VE I FGR21
(L98R, P171G) 7EAA N I FR SR T, H e 24 T B A HIAR N Do ek, 25 TR AINRE TG 2 (1)
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PEA, 7 B ey 2 B bL 2 1 R DY U IR A I = AR BE B 1 45 AN IFGF21 (LI9SR, P1716G) Y4745
FETBC o PRIk, ARSI BG 1) 55— H 0492 P A5 79 P P R 28 TR 0 T P R A8 B L 23 224 - T3 2 - 1 4%
[FJEGF21 (LI9SR, P171G) 7K kK »

[0521]  FGF21.2A Z P EWEYE , 48 PR AR MBS L 5 25 H v — g S5 0 6] e /K ~F- 1)
VRS B IR RS 0 5 TR R A R T R 1 B 7 B Y RE R S R R I RE ) B FGR21
(L98R, P171G) 7K &EfZ 51 N g 5 2 HKHiob/ob/ N, 2R JE B FGF21 (LI8R, P171G) 7Kk I B Ak
IRE AR AR e T AR N ERAERE P a0 T

[0522]  fifi FH b IRFE T il £ /K BEAL o 448 Ji Kob/ob/IMNit (Jackson Laboratory) fEES 7 B
B 9 e TE 5 T FH S5 R O BRI o K K B8 2 (0. 2m1) 22 4% 7 iz T v 5 DA R TE VR
Je Bt Ve tbond fifi F ZEVE ST AL B E I (10mM Tris, 9% BEREpHS. 5) B K SRFGF21 (LISR,
P1716) tH A 45 7E 5256 o H 15 /K Bk e AU 1 5 o 45 1 BRI o B SR s O s [l e A1 4 28
T o PETE S HI R S 5 1 &SI TR) s SR LA &, 45140, 7E 3 5 5 0.3.6424.72,120,192
1264758t . FHOneTouch Glucometer (LifeScan, Inc.Milpitas,CA) Ml 5E M4 /K F . i W il
R,

[0523]  [&I58 FNSOMEIA SLUG 1 &5 B . 5 i i slont UK BE R AR EL , FGF21 (L98R, P171G) IR AA
T AETE 5 5 3 F16 /)N ST 1 B I I B /K °F o SR 17, FGF21 (L9SR, P1716) [l R AR M4k
T PR D I HLAE TR S 5 24/ NS I 7K ST [B] 94 32 35 28  FGR21 (LI9SR, P171G) 7K #k i 5 25 ik
FEVE S} G B2 3 /N PR AR BIE MERF 82 2 28K AR EL 24 : 18032 1 2 [A1 7% 45 5 & 1 2
S o 55 B PV O B K B IA T /N BRFEEL L FGF21 (LI9SR, P171G) 7K 5k Iz 41 A1, . 7 B 18 g 4
I N IR e 4E BAESE - 5FGF21 (LI9SR, P1716) (R ARIE A AL , BB 35 74 45 R I fiss 22 Bk L
FON24: 18132 14| £ IFGF21 (LI9SR, P1716) 7K ik I RE % 2 {1k 24 3% YE A FGF21 (LI9SR,
P1716) TEAR N R SRR, I I 4 S BUE AR AR N T 3K

[0524] 24.3

[0525]  fEdb/B6/)NE H FEAS R FIAZ BREE 28 T 7K &k IRFGF21 (L98R, P171G) FIFGF21 (LI9SR,
P171G,A180F) )44 P Thik

[0526]  f#i FHA-BH iR (Sigma) AN TFCF21 2 ARAA 5 #4344 (BPFGF21 (L98R,P171G) FllFc-
(G4S) 3-FGF21 (L98R,P171G,A180E) ) ffil] £ 7K 5k JI ] 1) o 345 ] £ 7K 5 JBE T HEL o 440 . 2mL 7K 5 IR
B A 21GE i Im 1y S 25+ .

[0527]  {u1 I B s il % 60 B FGF 21 58 A8 A4k 1) 7K 8 Fie o) RN 7K 5 B« 4 8 JEl K db/B6 /N B
(Jackson Laboratory) fEF 57 B I T I 15 5 75 1 5 1 FH S 900068 A0 R o % 7K st JI
(0.2m1) NS M AE B N VEST DL M AEVE 5 5 B Ve tbond it FHAE VE S B b (10mM Tris,
9% FEHEPHS. 5) B R ARFGF21 (LI9SR, P171G) o ALHE 7R S I Hh I 5 /K Bt i F AU v 55 o K E AR
P e R S T B TSR E AT JE - o PR3 58 0 ATV 56 5 049 8% B 1) s SR BT o ot » 610
FEFSJE0.24.96.168.240.312/Mi o FHOneTouch Glucometer (LifeScan,Inc.Milpitas,
CA) W 5E MBE 7K P o 340 1 AR 2

[0528]  sREGiZiHan T -

[0529]  Z4H (n=9/4)

[0530] A X%FME/KEEAR32:1 (10%) MA:HU4 200u1

[0531]  B.FGF21 (L98R,P171G) 7K#E32:1 (10%) MA:HU4 0.5mg/ /MR
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[0532] (20011, %110mg/kg)

[0533]  C.FGF21 (L98R,P171G) 7K#E/Z32:1 (10%) MA:HU4 1.5mg/ /MR
[0534] (20011, Z130mg/kg)

[0535]  D.Fc- (G4S) 3-FGF21 (L98R,P171G,A180E) (/K #EEML)

[0536] 3mg/kg

[0537] Il & Fh S, S22 1 B R E R 60-630 o 60 5 s 78 14K S 56 1o 42 o 1) I 4 A
b, T L6 155 s 78 AR R B 3 A 1R A AR 4k B 0 L o B 6290 7R 7 145K SE B8 F o (1) Ak E AR 4L,
117 1163 35 7~ 75 AH IR B 1A P AR B AR A 0L

[0538]  KE60-63H /R 1 SEEG &5 SR T REIR U T

[0539]  10mg/kgffJFGF21 (L98R,P171G) 32:1 (10%) MA : HU4ZEIF: & Ji5 24 /N 76 B AR 1L 9% 5
THI A2 200 TEA- TR [R] M E KPR R 48 32k

[0540]  5510mg/kgf)75)EAHLL , 30mg/kefIFGF21 (LI9SR, P171G) 32:1 (10%) MA : HU4AZE P& %
AHE 77 T BE A 3%, I HL o] 75 B M B K S AET - 10K (AR R 2 564k

[0541]  3mg/kgffFc- (G4S) 3-FGF21 (L98R,P171G,A180F) [ & 75 V4 i 24 /)N [ ARG ifi b (1)
T2 % 555k E /K EE L I 30me / kg FRIFGE21 (LI9SR, P1716) AHZEALL.

[0542] Kk IR (IS AFGR21 9 A8 1) AN EL A A ] B ARG At g 0 4

[0543]  AHNF T FH /K #E i At BEIG J7 B9 /N B, FGF21 (LI9SR, P171G) /K B 4L FlF ¢ - (G4S) 3-
FGF21 (L98R,P171G,A180F) (FLAE /K& HAAFAE) TR s/ I A S 38

[0544]  Sjiif5)25

[0545]  EERMEWIT

[0546] R AR STk 77 V2 il 46 P AP e - $22k - FGF2 1 M i@ Ak . — P i A (0. 5 TgGl Fe /741l
(SEQ ID NO:11) , HAECKG 5 (Gly) .-Ser- (Gly) ,-Ser- (Gly) ,-Ser$3k/¥ %1 (SEQ ID NO:
28) il , Sk R BAR I 5 EARGE21 /741 (SEQ 1D NO:4) FINA sl A , 76 L EAFGR21 41 Fh
FINTPARAL, BILISRAIPLT1G . 1% 4 T FE A L i 451 FR 9 “Fe - (L15) -FGF21 (L98R,
P171G)” (SEQ ID NO:43) .4 — ity fAf £ 1gG1 Fe/5%1 (SEQ ID NO:11) , HAFC K5
(Gly) ,-Ser- (Gly) ,-Ser- (Gly) ,-Ser##%3k/7 %1 (SEQ ID NO:31) @il&, 3k 7 519K JG 5 R
FGF21)J7%1 (SEQ 1D NO:4) INARumfib &, HA 5] A=A R4, RILISRP171GFIAL80E . 1% 4 F
FEAS S5 TP B A “Fe- (G4S) 3-FGF21 (LI9SR, P171G,A180E)” (SEQ 1D NO:47) 4R J5 Kix Lt
P AR WA SRR RIE A4, H 0 B oA E B i E) R, R AN & RS RS
FPREIFC X 2 6] (1) 43 F[8] A iid s

[0547] 25 1Ff9E it

[0548] 7545 7l 4 bl i £ AR (TGT) FUARFAE A & B AR rh EAT B 78 M 7 98- 18 % K. BT
R Y ) 95 - 15kg L S BMT§E i 932 T0ke/m” o ZE AL B 045 T T U6 16 1 44 FUOR 138 i 3F
5 o 7638 N FR S ATE] , 764 5 N B R NG T I AUk, A RS 7, C3E s T R 4 L % R
% (PBS,0.1m1/kg) E M UK, 10ml /kg) 4 A T FEOGTTFIOGT TAE &t ¥ 1L 7 » 7E 23 4 S
(RIS , T E B 2R OGTT AN AR 5T 2 58 W44 FOETrhak 40 1, FRBENL A B =AME974H
H DL 244 B L OGTTAUC J 82 A L 2% 71 40 B 5 H i = 7K S I R AL 42 /K«

[0549]  FHE TR AL (n=14) .Fc- (L15) -FGF21 (L98R,P171G) (n=13) FFc-
(G4S) 3-FGF21 (L98R,P171G,A180E) (n=13) #xic N GHIABHRIC, I i J 5 4 i 45
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TR NP LT 2 IE A8 38 i 77 XK (0. 3mg/kg) ~H (Img/kg) &5 (3mg/kg) 7K-F
9T, B = IR AR S IR IO R, BB 3 A3 B T AL S e v AR T
S E AEFEABE T I YN AR E L Im R 22 FNOGTT o BRI 8 B AR o A DN A
BB JAAE R RS S5 5 R WS MR i DL o i 20 Bl H vl = 15 S L] 2 L DL JIH [ e
LDLAH [ B 7K~ o FE VR IT 46 fa B = Ji (FEREN 2 K45 I iE 4T 0GTT . FF e VR 97 I R 3k
F8 2 R0, FEARIB 7T TR B s fEE 64

[0550] R IR AEACSL it 5] H (1) 45 2 AR 9 JEVE 97 45 A i SR i E i -

[0551]  25.2i 54k &YX &N IIAE H

[0552] 71 A5G AR 4 sh ) R MR P o, Horb i R 304252 120 1) O B i i 52 &
W AERE R E TR I BV HARE L H WA R I [A] 72 A8 : 00AMZ8 : 30AM (30
340 AR5 M4 30PMZES : 00PM (3070 41) « A7 A4 SR E (treat) , fF R ¥SER (150g) 7E11:
304212: 30PM (2= 30435 it 45 & H 504

[0553]  HjyEAHEL ,Fc- (L15) -FGF21 (L98R,P171G) FlFc- (G4S) 3-FGF21 (L98R,P171G,
A180E) #h /T  &45 N (B165.66F167) 0. 3mg/kg 7 & MIFc- (G4S) 3-FGF21 (LI9SR,
P171G,A180F) #HI4FE I YR , B HEAM . 7K R AIPMAE o SR 1T , 24575 B N &2 Img/ kg , 7R
R T I BAEZI30 R IR IT Ja BNk 5 8210 36 28 50 R K~ o Fe - (L15) -FGF21
(L98R,P171G) XFAME MR NBEA W WIAE R, UL 455 5 38 in 22 1 R0 3mg / kg, 4303 2 i gk
/DPMA KB IR o SR , Fe- (L15) -FGF21 (L98R, P1716) 98/ 7K BAZN , KLl T-Fe- (G4S) 3-
FGF21 (L98R,P171G,A180E) . Bkt , HFc- (L15) -FGF21 (L98R,P171G) #HLL ,Fe- (G4S) 3-
FGF21 (L98R,P171G, A180E) X #ill & )+t N\ i 7~ B 5 I A FH o X P8 N R AE FEALL T 22
W, BN AELIB0RIIETT G .

[0554]  25.3 R4S WA FEFIAE H

[0555]  FEHEANH FT b A3 A e AR B . 729 JEVE 97 B I RE b, VR IEYE T 1O B 1k B DR 5
H 58 , M FFe- (L15) -FGF21 (L98R, P171G) FlFc- (G4S) 3-FGF21 (L98R,P171G,A180E) 547 1)
SR E T . W 68T 7~ , S5Fc- (L15) -FGF21 (L9SR,P1716) #LL ,Fe- (G4S) 3-FGF21
(L98R,P171G,A180F) ‘T2 5 {2 (1) AR H il 2>

[0556]  25.4 iRIGAL A VxR EA5E (BMI) 2 #5JE FZ (SFT) AEH (AC) FI4E

[0557] Y45 R I, 72BN 9T R (FE RIS S Y080 45 T 110 fa) &5 5 I IBMT . SETHIAC.
BMI 7 AN AR A B B DAt B b w5y B2 19 °F 5 o SET & X2 2 Bk F LR 5 B e e R~
(caliber) ¥ g M JE B 5 12 M5 i 02 8 i 0 172 (495K 77 BMT L SETARTAC A2 AH X AE A ] H.
ROSE B 1) B AR 2H R ) 7 &, G HLSRAE K2 T T i o FE AN FT b, VA SRV 97 B Sh ) S 7 AE G
Fa € IBMI \ SFTAIAC. 7E9 JH [ 71 #E H , FFce- (L15) -FGF21 (L98R,P1716) FlFc- (G4S) 3-
FGF21 (L98R,P171G,A180E) Y547 I &0 i /kBMI  SETAIACH 7K sk 2D , 3 22 BH PR Fh Ak, & )
S UIE G B E R /D . 5Fc- (L15) -FGF21 (LI9SR, P171G) #HEL ,Fe- (G4S) 3-FGF21 (L98R,P171G,
A180E) 5 4 %%, 3 S F(BMI . SFTFIACHE 2 3 ik /b o 45 B S R 7E 69 . T0FI7 1 .

[0558]  25. 5504k &40t 2 IS IR 7K~ 1 1 F

[0559]  1ffc £ 7 I 3t A Bh 0 ) I o s ) A B 3 30 J 5 OR IEAT I . Fe - (G4S) 3-FGF21
(L98R,P171G,A180E) FFc- (L15) -FGF21 (L98R,P171G) #i & AR 23 I i bk /K P . Fe - (G4S) 3-
FGF21 (L98R,P171G,A180E) 7£ 7|5 40 . 3mg/ kg P ARG A g B /K, 3F H 4758 3% 4 1
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F 1mg/ kgl , i 1) e K56 ) BB SR, Fe - (L15) -FGF21 (LI9SR, P1716) 7E Ik ) i e 77 B
(3mg/kg) AT F A 7K T F0 38 FEE AR o (R Bk, 5 Fe - (L15) -FGF21 (L98R,P171G) AHEL ,Fe-
(G4S) 3-FGF21 (L98R,P171G,A180F) B A5 4% H. /™A= 55 i 2 1) If % P4 A% - ZEAEA7] FHHF e - (G4S) 3-
FGF21 (L98R,P171G,A180E) B{Fc- (L15) -FGF21 (LI9SR, P171G) YA IT HIMET-Hh 5 A WLEL R MI% ifiL
W o I 7208 7 AT 9 30 1) 25 U 100 200 0 28 W 1T /KT

[0560]  25. 64560 A WXt 11 AR A 26 A i =2 3056 (OGTT) I

[0561]  FEFF4R VAT B fFEATOGTT o B = AT 45 25 F5 OGTT LA M4k & W 15 % 77 B /K 11
YEH .Fc- (G4S) 3-FGF21 (LI9SR, P171G,A180E) 7£ M0 . 322 3mg/ kg i1 BT A MM ik 751) & T 48 e 32 il
%) WHITN & o W N Fc - (G4S) 3-FGF21 (LI9SR, P171G,A180E) Y47 , %1 %1 Bi /K B A 3T .76 % %5 b
BUti A0 i, 6 %0 B sh 3G i o AU 5 21 77 B I B, IX K B Fe - (G4S) 3-FGF21 (L98R, P1716,
A180E) 7£0. 3mg/kg 77 f i i 2 H e KA FH . Fe- (L15) -FGF21 (L98R, P171G) 1X{E 1mg/ kg7
I T O AR B o, I BB R AR 2R A N 2 3mg / kg, AR AT A2 TH 2K
K] 735 7R OGTTHI Jim il £ 53 A1 B FHOGTT il 28 T i A4

[0562]  25. 7584k & 40t H i = e K-~FrI1E H

[0563] M\ 7 it A 1) s rh W B I VAR o o FEIAE B IR 5 S IR 1B AT b IfiL o 78 FHF e - (G4S) 3-
FGF21 (L98R,P171G,A180F) BiFc- (L15) -FGF21 (L98R,P171G) Ja 47 Iz , H i =g /K F
& Z WD AR, HFe- (L15) -FGF21 (L9SR,P171G) #HEL ,Fe- (G4S) 3-FGF21 (L9SR,P171G,
A180E) ¥ NG %% . 0. 3mg/ kg Fc- (G4S) 3-FGF21 (L98R,P171G,A180F) Sl ¢ H i = a7k
S B R L T P e AR 77 (3mg/kg) fIFe- (L15) -FGF21 (LI9SR, P1716) 1Y S H i = g
AP A BENR D o B T4 SR FE A T I AR AR s B I 2R H v = BRI 7K

[0564]  25. 8155 A0 & o6 ik JIHL ] B ANHDL - JH 8] Bz 7K~ ) A F

[0565] M7 JIE ik 2 1 2 W v Wig B TR« s JA FE B R VR 5 J5 5 R AT il IfiL . #EF ¢ - (G4S) 3-
FGF21 (L98R,P171G,A180E) BiFc- (L15) -FGF21 (L98R,P171G) Y547 J5 , I3 A F [ fis ATHDL -
[T B2 7K ST e 1) 92> o B 75 RN 76 35 7~ 7 AFF 58 ok R Fp A JE 3] A2 FHDL - L [5] BE 4) 7K T
[0566]  45it

[0567]  FEAFEVEIGT &8Nk b EAT IR R840 G hnaft i, P28 -A IFGF21 R A2 44 (RIFc-
(G4S) 3-FGF21 (L98R,P171G,A180F) AlFc- (L15) -FGF21 (L98R,P171G)) ¥&J7 IS Bon il &
(R AU 2 5 9k 9 HL O B A 2H i - I 8% 21 B 03 N B R S0k /D 9F BAERR S B
BN AT 28 B 2R 50 BB /K F o PR AL &4 (Fe- (G4S) 3-FGF21 (L98R,P171G,A180E) HiFc-
(L15) -FGF21 (L98R,P171G) ) tH 8275 I If b 7K~ A H e — 8 7K~ 203 0GTT - HLHDL - fH [#]
1 7K R i . S5Fe- (L15) -FGF21 (LI9SR, P171G) #AtL ,Fe- (G4S) 3-FGF21 (L98R,P171G,
A180E) TEATART P4 71 & T M2 B Br & S 2L F- &R T-Fe - (L15) -FGF21 (L98R,P1716) - 4 LA
0.3mg/kg%s T ) ,Fe- (G4S) 3-FGF21 (L98R,P171G, AL8OE) X 34543 M 58 1) 2 ik 2| H ok
VE R o BRI AE s 5 Fhrb  Fe- (G4S) 3-FGF21 (L8R, P171G,AL8OE) [KVAY7 A %5 & K T
0.3mg/kgo

[0568]  SiZjitif1]26

[0569] & fEfe e YERF AL

[0570] Vit AHE 7T LB EFc- (L15) -FGF21 (L98R,P171G,A180E) (SEQ ID NO:57) /&5
Fc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) B ki & H B . 7 ¥4 Fe- (L15) -FGF21
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(L8R, P171G) y3 4 2 an s i1 2 1 B 7~ 1) /0N BR B 1 S5 5 W0 858582 IR R i Kb B« 2% A 5 EXU ML C -
AR SRR 1 28 3 S FE IR ik 2k o a3 45 C- AR 3 IMME B 51 N R AR 98AE 2 F e - (L15) -FGF21
(L98R, P1716) [ C- A uiig ) 22 7= A SEAL BRI 4 F-Fe- (L15) -FGF21 (L98R,P171G,A180E) &%
AW 7 UL fEFe - (L15) -FGF21 (L98R,P171G,A180E) 5Fc- (L15) -FGF21 (L98R,P171G) #H
b e 15 H A s AR N R e M

[0571]  7P#4:Fc- (L15) -FGF21 (L98R,P171G,A180E) FlFc- (L15) -FGF21 (L98R,P171G) 4%k
A XL M AR, B TgGl Fe/5%1 (SEQ ID NO:11) , HAECK %5 (Gly) 5-Ser- (Gly) 3-Ser-
(Gly) 4-Serk 541 (SEQ ID NO:28) fil s, 53k 7 54K Ja 5 I AAFGF21 7 51 (SEQ 1D NO:4)
INA I E A, Hodb 5N T AN A8 RILOSRAIP1 716G, 8 =5 AFEILISR . P171GHAIAL80E . 48
Jo T R AR U AR SC ik Rk AN alifk, IF 4 B O B B R AR 20, AR & AR
28 FHAE A BRI Fe X 2 18] 1) 7 ¥ 1A) S 2

[0572]  Lb s et & 8 i Fe- (L15) -FGF21 (L9SR,P171G) FlFc- (L15) -FGF21 (LI9SR,
P171G,A180E) (4R a2 % o fFc- (L15) -FGF21 (L98R,P171G) AMFc- (L15) -FGF21 (LISR,
P171G,A180F) LA23. 5mg/kgwf Mk iE 5T 22 & B M o 78 B IR 1 vy S Jim U4 45 1) 1] e (1) Ty
it o G0 2 2 AT - MALDT - TOF 5 1 0 58 v FH T WE DU 75 VR 56 I 2% B TR A AR U A« &5 SR R
HERTTH,

[0573]  EFc- (L15) -FGF21 (L98R,P171G) ALt ,Fe- (L15) -FGF21 (LI9SR, P171G,A180E) &R
C - A i o ffe Y 255 Yk 20>, B /D ] e 0 P 5 3 5 R 43— BRI 1) o B0, IX R BH A1 8OE R A% ik 2% C -
R i B P A AR o O R 22 )it 11 7E [1-376] . [1-394] FI[1-40114 i 845 10 5 K1 , %
A7 A 5FGR21 Z R FFH 1133134 153- 154 F1158- 159 A0 N o P 345 1 A ik B 1) 04 By T
Fc- (L15) -FGF21 (L98R,P171G) AFc- (L15) -FGF21 (L98R,P171G,A180F) PR M) #4414, 3
HAI8OETRARBLT- 152 A5 . 25 52 M) P 508 1100 A IO g o e 1) Tl 2.

[0574] 1 38 N4y He s AR AL AR VR S A 40715 , B 3EATMRM (22 ) B 1 ) LC-MS i3 73
v DL IR I C - 2R i 4% A B 1) 25 B =0 M RE i 2 R A ali AL ), SR e K it i 20l
Asp-NYH A o ZR Ji5 188 1 MRMR I C - AR 3 V5 446 149 22 T o C- A o B2 A B2 1) &% P AU 46 R L I
NTEE T8 I A KK PR A XS & (%) R . SMALDT % — %, HFc- (L15) -FGF21 (LI9SR,
P1716G) ML, 7645 TFe- (L15) -FGF21 (L98R,P171G, A180E) [r4E T , C- K 3fis B B IIMRMY: 5
BT R 78 MNC- A 25 2R 1 - 3N U B IR K B P ARG 3 9k 2 0 5 B 43 1) ARG 32 i
.

[0575] a2 fEREENEF, 5Fc- (L15) -FGF21 (L98R,P1716G) #HLL ,Fe- (L15) -FGF21 (LI9SR,
P171G, A180E) 2.7~ C - A b o g 9 > Rl P A M3 i

[0576]  SEjtif527

[0577] /IR HFc- (L15) -FGF21 (L98R,P171G,A180E) #lFc- (L15) -FGF21 (L9SR,P171G) K]
S AW PAES

[0578] & i1 ASHF 5T LA DA 75 B R BRIk 45 25 2 IEPECHTBL/6 /N J5 , Fe - (L15) -FGF21
(L98R,P171G,A180E) (SEQ ID NO:57) FlFc- (L15) -FGF21 (L98R,P171G) (SEQ ID NO:43) f#)
L ARSI WAL=

[05791 3L &5 ik N VEST J5 45 F20mg/kgfIFc- (L15) -FGF21 (L98R,P171G,A180E) FllFc-
(L15) -FGF21 (L98R,P171G) . fE25%jf50.083 (547 %F) 1.4.8.16.24.48.72.96.168F1240/)
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ISR IR i o O 1 e SE B K I I RIR E , I R B XN - R F1C- K B FGF21
1) G 2% S A BT EL TS AW 58 ¥25 o Wl 5 ¥2 A EL "B 1 I8 Ao 7 4 R B TR/ IN s G ) A K e B 7
T AE/NR A, 5B Fe- (L15) -FGF21 (L98R,P171G,A180E) FlFc- (L15) -FGF21 (LI9SR, P171G)
TEBRITK NS 5 24075y B TE] P () MR R B R /R AE B 79

[0580]  ZEy¥ it fE24- 168/, Fe- (L15) -FGF21 (L98R,P171G,A180F) MKk E B Em T
PUAH IR B K 45 T I Fc- (L15) -FGF21 (LI9SR, P171G) K] ML Mk B o 76 /N R, Hh i i /5 168 7]
IF T 0 3 5 35 B Fe - (L15) -FGF21 (L98R,P171G,A180E) . (Kl th, 76 /N6 1, 5 Fe- (L15) -
FGF21 (L98R,P171G) #HEt ,Fe- (L15) -FGF21 (LI9SR, P171G, A180E) i/ AUCTH AH AN i 32 15 ¥F 2
FE AN E 24% . Fe- (L15) -FGF21 (L98R,P171G,A180E) [ 2 16. 6 /NI, Fe- (L15) -
FGF21 (L98R, P171G) f - 75 129 . 4/ o 7E45 24 J 240/ NS P FhAK A P8 AR T ml A il 7K ~F-
[0581]  Sijii {128

[0582] Ay adh s fift P55 2 C - A i U7 1) A B8 I~ 75 A X NIDERRE Ji A0 SRR AR 1) 7 A
[0583] & Al AEFGF21 S AR A DA 7= A= 1 7E NI B S A0 A7 5 FH T DA e A0 B PR R R 2 Ok
R 7 5 AT AL B3Rk - M R I RAZ R B FEFGF21 (Y179N,S181T) (SEQ 1D NO:161) .
FGF21Y179N (SEQ ID NO:163) FIFGF21P124S (SEQ ID NO:165) .

[0584]  ZRAFMAKMFRIAFE293 - 6B i B I BEAT , TEELK -5 Y6 Z B A 5 HhoR 2% AR 15
FRHE)E VE o A0St 514 Bk BEATELK - BOG REEIIE , BR 10 P SR MR ) 25 AR 35 8 L i A
SRR AL H

[0585] %A 85 TR LM AT 4B « FEWRIS SRA 1k R 5P A TUARLE , ARk B AL . B
802 7NELK - B2 't 2 Bl v M U 5 45 3R o 72 B 80 R 7R 1) 45 SR K : FGF21P 1 24SRAAEA A A
IS AFGR21 3% M , (H 2 ZE B L AL A7 7E N, FGF21Y L TONAIFGF21 (Y179N, S181T) 587484 534
FEELK - 52U ZR B Hh I B0 3 1 2D

[0586]  ELARCLARYE 2 AN St )7 AT A K BHREAT T il , (H EFR AR 22 , A MUIREL AN 7
AT AT AR B AME o BT, TSl PR ASOR 22 5K 0 75 & T i SR OR3P 1 AR B VG L (1) B A
XRZEF A T A6 AR N TR R T4 238 1), A5 R 9 BR ) B ik 1 3=
i

(05871 A HAE 1 5] HIIK) 48 225 SOk AR 51 B iR AR SCH AT H 9 o
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[0001]  <110> E-J- DIy& M

[0002] MM 35 F| £F

[0003] A-E- A&

[0004] Re T s by

[0005] IR

[0006] M- L35 v /- B

[0007] =813

[0008] VFg

[0009]  <120> FGF2194F 1A K HL Hlig

[0010]  <130> A-1429-WO-PCT2

[0011]  <160> 165

[0012]  <170> PatentIn version 3.5

[0013] <210> 1

[0014]  <211> 630

[0015] <212> DNA

[0016] <213> A& (Homo sapiens)

[0017]  <220>

[0018]  <221> (DS

[0019]  <222> (1) .. (630)

[0020]  <400> 1

[0021] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tet 48
[0022] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[0023] 1 5 10 15

[0024] gtg ctg gct ggt ctt ctg ctg gga gece tge cag gea cac cce atc cct 96
[0025] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[0026] 20 25 30

[0027] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[0028] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[0029] 35 40 45

[0030] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[0031] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[0032] 50 55 60

[0033] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[0034]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[0035] 65 70 75 80

[0036] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[0037] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[0038] 85 90 95

73



CN 107188950 B

FF

5l %R

2/226 7

[0039]
[0040]
[0041]
[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]

aag aca tcc
Lys Thr Ser

tcg ctc cac

Ser Leu His
115

gag gac gga

Glu Asp Gly

130

cac ctg cca

His Leu Pro

145

cca gct cge

Pro Ala Arg

cca ccc gga
Pro Pro Gly

cct ctg agc

Pro Leu Ser
195

tce tga

Ser

210> 2

211> 209

212> PRT

213> A%

<400> 2

Met Asp Ser

1

Val Leu Ala

Asp Ser Ser
35
Leu Tyr Thr
50
Glu Asp Gly
65
Leu GIn Leu

ageg
Arg
100
ttt
Phe

tac

Tyr

g88
Gly

ttc
Phe

atc
Ile
180
atg
Met

Asp
Gly
20

Pro
Asp

Thr

Lys

ttc
Phe

gac

Asp

aat

Asn

aac

Asn
ctg
Leu
165

ctg
Leu

gtg
Val

Glu

Leu

Leu

Asp

Val

Ala

ctg
Leu

cct

Pro

gtt
Val

aag
Lys
150
cca

Pro

gce
Ala

gga
Gly

Thr

Leu

Leu

Ala

Gly

70
Leu

tgc
Cys

gag
Glu

tac
Tyr
135
tce

Ser

cta

Leu

Ccc

Pro

cct

Pro

Gly
Leu
Gln
Gln
55

Gly

Lys

cag cgg cca gat ggg gcc ctg tat gga 336
Gln Arg Pro Asp Gly Ala Leu Tyr Gly

105

110

gce tge age ttc cgg gag ctg ctt ctt 384
Ala Cys Ser Phe Arg Glu Leu Leu Leu

120
cag tcc
Gln Ser

CCa cac

Pro His

cca ggc
Pro Gly

cag ccc
Gln Pro

185
tcc cag
Ser Gln
200

Phe Glu

Gly Ala
25

Phe Gly

40

Gln Thr

gaa gcc
Glu Ala

cgg gac

Arg Asp
155

ctg ccc

Leu Pro

170

ccc gat

Pro Asp

ggC Ccga
Gly Arg

His Ser
10

Cys Gln
Gly Gln

Glu Ala

cac
His
140
cct

Pro

CccC

Pro

gtg
Val

agce

Ser

Gly

Ala

Val

His
60

125

ggcC
Gly

gca
Ala

gca
Ala

ggcC
Gly

CccC

Pro
205

Leu
His
Arg

45
Leu

ctc

Leu

CccC

Pro

CccC

Pro

tce
Ser
190
agc

Ser

Pro
30
Gln

Glu

ccg

Pro

cga

Arg

ccg
Pro
175
tcg

Ser

tac

Tyr

Val
15
Ile

Arg

Ile

ctg 432
Leu

gga 480
Gly
160
gag 528
Glu

gac  H76
Asp

gct 624
Ala

630

Ser

Pro

Tyr

Arg

Ala Ala Asp Gln Ser Pro Glu Ser Leu

75

80

Pro Gly Val Ile Gln Ile Leu Gly Val
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[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]

Lys Thr

Ser Leu

Glu Asp
130

His Leu

145

Pro Ala

Pro Pro

Pro Leu

Ser
<210>
211>
212>
213>
<220>
221>
222>
<400>
cac ccc
His Pro
1

cgg cag
Arg Gln

ctg gag
Leu Glu

ccc gaa
Pro Glu

50
atc ttg
Ile Leu
65

Ser
His
115
Gly
Pro
Arg
Gly
Ser

195

546
DNA

S

CDS

1 ..

3
atc
Ile

cg8
Arg

atc
Ile
35

agt

Ser

gga
Gly

100
Phe

Tyr

Gly

Phe

Ile

180
Met

85
Phe

Asp
Asn
Asn
Leu
165

Leu

Val

(546)

cct

Pro

tac
Tyr
20

agg
Arg

ctc

Leu

gtc
Val

gac

Asp

ctc

Leu

gag
Glu

ctg
Leu

aag

Lys

Leu
Pro
Val
Lys
150
Pro

Ala

Gly

tce

Ser

tac

gat

Asp

cag
Gln

aca
Thr
70

Cys

Glu

Tyr
135

Ser

Leu

Pro

Pro

agt

Ser

aca
Thr

g88
Gly

ctg
Leu
55

tce

Ser

90

95

Gln Arg Pro Asp Gly Ala Leu Tyr Gly

105

110

Ala Cys Ser Phe Arg Glu Leu Leu Leu

120
Gln

Pro

Pro

Gln

Ser
200

cct

Pro

gat
Asp

acg
Thr
40

aaa

Lys

agg
Arg

75

Ser

His

Gly

Pro
185
Gln

ctc

Leu

gat
Asp
25

gtg
Val

gce
Ala

ttc
Phe

Glu Ala His

Arg

Leu
170

Pro

Gly

ctg
Leu
10

gce
Ala

g88
Gly

ttg
Leu

ctg
Leu

Asp
155

Pro

Asp

Arg

caa
Gln

cag
Gln

ggcC
Gly

aag

Lys

tgc
Cys
75

140

Pro

Pro

Val

Ser

ttc
Phe

cag
Gln

gct
Ala

ccg
Pro
60

cag
Gln

125

Gly Leu Pro Leu

Ala

Ala

Gly

Pro
205

g88
Gly

aca
Thr

gct
Ala
45

gga
Gly

cg8
Arg

Pro

Pro

Ser
190

Ser

ggcC
Gly

gaa
Glu
30

gac

Asp

gtt
Val

CCa

Pro

Arg

Pro
175

Ser

caa
Gln
15

gce
Ala

cag
Gln

att
Ile

gat
Asp

Gly
160
Glu

Asp

Ala

gtc
Val

cac
His

agce

Ser

caa
Gln

g88
Gly
80

48

96

144

192

240
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[0117]  gcc ctg tat gga tcg ctc cac ttt gac cct gag gece tge age ttc cgg 288
[0118] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
[0119] 85 90 95

[0120] gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc cac 336
[0121]  Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

[0122] 100 105 110

[0123] ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac cct 384
[0124] Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

[0125] 115 120 125

[0126] gca ccc cga gga cca gct cge ttec ctg cca cta cca gge ctg cece cece 432
[0127]  Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro

[0128] 130 135 140

[0129] gca ccc ccg gag cca ccc gga atc ctg gec ccc cag cce cce gat gtg 480
[0130] Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
[0131] 145 150 155 160
[0132] ggc tcc tcg gac cct ctg age atg gtg gga cct tce cag gge cga age 528
[0133] Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser

[0134] 165 170 175

[0135] ccc age tac gct tec tga 546
[0136] Pro Ser Tyr Ala Ser

[0137] 180

[0138] <210> 4

[0139] <211> 181

[0140]  <212> PRT

01411  <213> A&

[0142]  <400> 4

[0143] His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

[0144] 1 5 10 15

[0145] Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His

[0146] 20 25 30

[0147] Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

[0148] 35 40 45

[0149]  Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln

[0150] 50 55 60

[0151] Tle Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly

[0152] 65 70 75 80

[0153] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg

[0154] 85 90 95

[0155]  Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His
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[0156] 100 105 110

[0157]  Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

[0158] 115 120 125

[0159] Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro

[0160] 130 135 140

[0161]  Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val

[0162] 145 150 155 160
[0163]  Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser

[0164] 165 170 175

[0165]  Pro Ser Tyr Ala Ser

[0166] 180

[0167] <210> 5

[0168] <211> 630

[0169]  <212> DNA

[0170]  <213> A&

[0171]  <220>

[0172]  <221> CDS

[0173]  <222> (1) .. (630)

[0174]  <400> 5

[0175] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tct 48
[0176] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

(01771 1 5 10 15

[0178] gtg ctg gct ggt ctt ctg ctg gga gece tge cag gea cac cce atc cct 96
[0179] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[0180] 20 25 30

[0181] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[0182] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[0183] 35 40 45

[0184] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[0185] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[0186] 50 55 60

[0187] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[0188] Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[0189] 65 70 75 80
[0190] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[0191] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[0192] 85 90 95

[0193] aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gcc ctg tat gga 336
[0194] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly
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[0195] 100 105 110

[0196] tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt 384
[0197]  Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[0198] 115 120 125

[0199] gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg 432
[0200] Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[0201] 130 135 140

[0202] cac ctg cca ggg aac aag tcc cca cac cgg gac cct geca ccc cga gga 480
[0203] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly

[0204] 145 150 155 160
[0205] cca gct cge ttc ctg cca cta cca gge ctg ccc cce gea cte ceg gag 528
[0206] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Leu Pro Glu

[0207] 165 170 175

[0208] cca ccc gga atc ctg gcc cce cag cce cec gat gtg gge tce teg gac 576
[0209] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp

[0210] 180 185 190

[0211] cct ctg agc atg gtg gga cct tcc cag ggc cga age ccc age tac get 624
[0212]  Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala

[0213] 195 200 205

[0214]  tcc tga 630
[0215]  Ser

[0216] <210> 6

[0217]  <211> 209

[0218]  <212> PRT

[0219]  <213> A&

[0220]  <400> 6

[0221]  Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[0222] 1 5 10 15

[0223] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[0224] 20 25 30

[0225] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[0226] 35 40 45

[0227] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[0228] 50 55 60

[0229]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[0230] 65 70 75 80
[0231] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[0232] 85 90 95

[0233] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly
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[0234] 100 105 110

[0235] Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[0236] 115 120 125

[0237]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[0238] 130 135 140

[0239] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly

[0240] 145 150 155 160

[0241]  Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Leu Pro Glu

[0242] 165 170 175

[0243] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp

[0244] 180 185 190

[0245] Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala

[0246] 195 200 205

[0247]  Ser

[0248] <210> 7

[0249] <211> 546

[0250] <212> DNA

[0251]  <213> A&

[0252]  <220>

[0253]  <221> (DS

[0254]  <222> (1) .. (546)

[0255]  <400> 7

[0256] cac ccc atc cct gac tcc agt cct ctc ctg caa ttc ggg ggce caa gtc 48
[0257] His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

[0258] 1 5 10 15

[0259] cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc cac 96
[0260] Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His

[0261] 20 25 30

[0262] ctg gag atc agg gag gat ggg acg gtg ggg ggc get get gac cag age 144
[0263] Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

[0264] 35 40 45

[0265] ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa 192
[0266] Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln

[0267] 50 55 60

[0268] atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg 240
[0269] Tle Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly

[0270] 65 70 75 80

[0271] gcc ctg tat gga tcg ctc cac ttt gac cct gag gece tge age tte cgg 288
[0272] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
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[0273] 85 90 95

[0274] gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc cac 336
[0275]  Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

[0276] 100 105 110

[0277] ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac cct 384
[0278] Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

[0279] 115 120 125

[0280] gca ccc cga gga cca gct cge ttec ctg cca cta cca gge ctg cce cece 432
[0281] Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro

[0282] 130 135 140

[0283] gca ctc ccg gag cca ccc gga atc ctg gec ccc cag cce cce gat gtg 480
[0284] Ala Leu Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
[0285] 145 150 155 160
[0286] ggc tcc tcg gac cct ctg age atg gtg gga cct tce cag gge cga age 528
[0287] Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser

[0288] 165 170 175

[0289] ccc age tac gct tec tga 546
[0290] Pro Ser Tyr Ala Ser

[0291] 180

[0292] <210> 8

[0293] <211> 181

[0294]  <212> PRT

[0295] <213> N3&

[0296]  <400> 8

[0297] His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

[0298] 1 5 10 15

[0299] Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His

[0300] 20 25 30

[0301] Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

[0302] 35 40 45

[0303] Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln

[0304] 50 55 60

[0305] Tle Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly

[0306] 65 70 75 80

[0307] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg

[0308] 85 90 95

[0309] Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

[0310] 100 105 110

[0311]  Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

80



CN 107188950 B ,? yu % 9/226 11

[0312] 115 120 125

[0313] Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro
[0314] 130 135 140

[0315] Ala Leu Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
[0316] 145 150 155 160
[0317]  Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser
[0318] 165 170 175
[0319]  Pro Ser Tyr Ala Ser

[0320] 180

[0321] <210> 9

[0322] <211> 10

[0323]  <212> PRT

[0324]  <213> AT

[0325] <220>

[0326]  <223> R FGF21 2 ki #E 7>

[0327]  <400> 9

[0328] Met His Pro Ile Pro Asp Ser Ser Pro Leu

[0329] 1 5 10

[0330] <210> 10

[0331] <211> 681

[0332] <212> DNA

[0333] <213> A3E

[0334] <220>

[0335] <221> (DS

[0336]  <222> (1) .. (681)

[0337]  <400> 10

[0338] gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg ggg 48
[0339] Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

[0340] 1 5 10 15

[0341] gga ccg tca gtc ttc ctec ttc cce cca aaa ccc aag gac acc ctc atg 96
[0342] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

[0343] 20 25 30

[0344] atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age cac 144
[0345] Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

[0346] 35 40 45

[0347] gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gtg gag gtg 192
[0348] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

[0349] 50 55 60

[0350] cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg tac 240
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[0351] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr

[0352] 65 70 75 80

[0353] cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat ggc 288
[0354] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

[0355] 85 90 95

[0356] aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce atce 336
[0357] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

[0358] 100 105 110

[0359] gag ama acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag gtg 384
[0360] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

[0361] 115 120 125

[0362] tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc age 432
[0363] Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

[0364] 130 135 140

[0365] ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg gag 480
[0366] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu

[0367] 145 150 155 160

[0368] tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct ccc 528
[0369]  Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

[0370] 165 170 175

[0371] gtg ctg gac tcc gac ggc tce tte tte cte tac age aag ctc acc gtg 576
[0372] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

[0373] 180 185 190

[0374] gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tcc gtg atg 624
[0375] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

[0376] 195 200 205

[0377] cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg tct 672
[0378] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

[0379] 210 215 220

[0380] ccg ggt aaa 681
[0381] Pro Gly Lys

[0382] 225

[0383] <210> 11

[0384] <211> 227

[0385] <212> PRT

[0386] <213> A&

[0387]  <400> 11

[0388] Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[0389] 1 5 10 15
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[0390] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[0391] 20 25 30

[0392] Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[0393] 35 40 45

[0394]  Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[0395] 50 55 60

[0396] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[0397] 65 70 75 80
[0398] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[0399] 85 90 95
[0400] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[0401] 100 105 110

[0402] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[0403] 115 120 125

[0404] Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
[0405] 130 135 140

[0406] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[0407] 145 150 155 160
[0408] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[0409] 165 170 175
[0410] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[0411] 180 185 190

[0412] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[0413] 195 200 205

[0414] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[0415] 210 215 220

[0416] Pro Gly Lys

[0417] 225

[0418] <210> 12

[0419]  <211> 40

[0420]  <212> DNA

[0421]  <213> AT

[0422] <220>

[0423]  <223> PCR5|¥

[0424]  <400> 12

[0425] aggaggaata acatatgcat ccaattccag attcttctec 40
[0426] <210> 13

[0427] <211> 33

[0428]  <212> DNA
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[0429]  <213> AT

[0430] <220>

[0431]  <223> PCR5|¥

[0432]  <400> 13

[0433] tagtgagctc gaattcttag gaagcgtage tgg 33
[0434] <210> 14

[0435] <211> 41

[0436]  <212> DNA

[0437]  <213> ANTLF4

[0438] <220>

[0439]  <223> PCR5|¥

[0440]  <400> 14

[0441] ggagatatac atatgccaat tccagattct tctccattat t 41
[0442] <210> 15

[0443] <211> 34

[0444]  <212> DNA

[0445]  <213> ANTLF4

[0446]  <220>

[0447]  <223> PCR5|¥

[0448]  <400> 15

[0449] catatgtata tctccttctt aaagttaaac aaaa 34
[0450]  <210> 16

[0451]  <211> 34

[0452] <212> DNA

[0453] <213> AL

[0454]  <220>

[0455]  <223> PCR5|¥

[0456]  <400> 16

[0457] aaaacaaatt gaaattcttc ctctatatgt atac 34
[0458] <210> 17

[0459]  <211> 63

[0460]  <212> DNA

[0461]  <213> AT

[0462] <220>

[0463]  <223> SKRHEFCF21FRIEM R 1H SUHE

[0464]  <400> 17

[0465] ttttgtttaa ctttaagaag gagatataca tatgcatcca attccagatt cttctccatt 60
[0466]  att 63
[0467] <210> 18
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[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]

211>
212>
213>
220>
223>
<400>

63
DNA

AL

K B FGR2 1B AR — B 70 1 S LB
18

aaaacaaatt gaaattcttc ctctatatgt atacgtaggt taaggtctaa gaagaggtaa 60

taa

210>
Q211>
212>
213>
220>
(223>
<400>

19

34

DNA
N3

PCR5| ¥
19

aggaggaata acatatggac aaaactcaca catg

<210>
211>
212>
213>
220>
223>
<400>

20

23

DNA
N3

PCR5| ¥
20

ggatccacca ccaccgctac cac

<210>
211>
212>
213>
220>
223>
<400>

21
39

DNA
N3

PCR5| ¥
21

ggtggtggtg gatcccatce aattccagat tcttctcca

<210>
211>
212>
213>
220>
223>
<400>

22
33

DNA
N3

PCR5| ¥
22

85

63

34

23

39
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[0507] tagtgagctc gaattcttag gaagcgtage tgg 33
[0508] <210> 23

[0509] <211> 27

[0510]  <212> DNA

[0511]  <213> ATF4

[0512]  <220>

[0513]  <223> PCR5|¥

[0514]  <400> 23

[0515] atggtggaac cttcccaggg ccgaage 27
[0516] <210> 24

[0517]  <211> 30

[0518]  <212> DNA

[0519]  <213> ATF4

[0520]  <220>

[0521]  <223> PCR5|¥

[0522]  <400> 24

[0523] ggaaggttcc accatgctca gagggtccga 30
[0524]  <210> 25

[0525] <211> 50

[0526]  <212> DNA

[0527]  <213> ANTLF4

[0528]  <220>

[0529]  <223> SRHEFCF21FRIEM R 10H SUHE

[0530]  <400> 25

[0531] ctccteggac cctctgagea tggtgggace ttcccaggge cgaagceccca 50
[0532] <210> 26

[0533] <211> 30

[0534] <212> DNA

[0535] <213> AL

[0536]  <220>

[0537]  <223> PCR5|¥

[0538]  <400> 26

[0539] agcctgggag actcgtacca ccttggaagg 30
[0540]  <210> 27

[0541]  <211> 50

[0542]  <212> DNA

[0543] <213> AL

[0544]  <220>

[0545]  <223> SREFGF21FRIEM AR5 1 SUHE
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[0546]  <400> 27

[0547] gaggagcctg ggagactcgt accaccctgg aagggtcceg getteggggt 50
[0548] <210> 28

[0549] <211> 15

[0550] <212> PRT

[0551]  <213> AN LJF4

[0552]  <220>

[0553]  <223> G5SG3SG4S (L15) 433k

[0554]  <400> 28

[0555] Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Gly Ser
[0556] 1 5 10 15
[0557]  <210> 29

[0558] <211> 4

[0559] <212> PRT

[0560] <213> AL

[0561]  <220>

[0562]  <223> G4k

[0563]  <400> 29

[0564] Gly Gly Gly Gly

[0565] 1

[0566] <210> 30

[0567] <211> 5

[0568] <212> PRT

[0569] <213> AL

[0570]  <220>

[0571]  <223> G54k

[0572]  <400> 30

[0573] Gly Gly Gly Gly Gly

[0574] 1 5

[0575]  <210> 31

[0576] <211> 15

[0577] <212> PRT

[0578] <213> AL

[0579]  <220>

[0580]  <223>  (G4S) 34%k

[0581]  <400> 31

[0582] Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
[0583] 1 5) 10 15
[0584] <210> 32
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[0585]
[0586]
[0587]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]
[0594]
[0595]
[0596]
[0597]
[0598]
[0599]
[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
[0611]
[0612]
[0613]
[0614]
[0615]
[0616]
[0617]
[0618]
[0619]
[0620]
[0621]
[0622]
[0623]

211> 8

<212> PRT

213> AL

<220>

<223>  G3KG4FEL
<400> 32

Gly Gly Gly Lys Gly Gly Gly Gly
1 5
<210> 33

211> 8

<212> PRT

213> AL

<220>

<223>  G3NGSG243k
<400> 33

Gly Gly Gly Asn Gly Ser Gly Gly
1 5
<210> 34

211> 8

<212> PRT

213> AL

<220>

<223>  G3CG4FEL
<400> 34

Gly Gly Gly Cys Gly Gly Gly Gly
1 5
<210> 35

211> 5

<212> PRT

213> AL

<220>

<223> GPNG2$z3k
<400> 35

Gly Pro Asn Gly Gly
1 5
<210> 36

<211> 549

<212> DNA

213> NLFH)
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[0624]  <220>

[0625]  <223> FGF21 RG

[0626] <220>

[0627]  <221> CDS

[0628]  <222> (1) .. (549)

[0629]  <400> 36

[0630] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[0631] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[0632] 1 5 10 15

[0633] gtc cgg cag cgt tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[0634] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[0635] 20 25 30

[0636] cac ctg gag atc agg gag gac ggg acg gtg ggg ggt gct get gac cag 144
[0637] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[0638] 35 40 45

[0639] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg ggt gtt att 192
[0640] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[0641] 50 55 60

[0642] caa atc ttg ggt gtc aag aca tcc agg ttc ctg tge cag cgg cca gat 240
[0643] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[0644] 65 70 75 80

[0645] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[0646] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[0647] 85 90 95

[0648] cgt gag cgt ctt ctt gag gac ggt tac aat gtt tac cag tcc gaa gcc 336
[0649] Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[0650] 100 105 110

[0651] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgt gac 384
[0652] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[0653] 115 120 125

[0654] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[0655] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[0656] 130 135 140

[0657] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[0658] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[0659] 145 150 155 160
[0660] gtg ggc tcc teg gac cct ctg age atg gtg ggt ggt tce cag ggc cga 528
[0661]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln Gly Arg

[0662] 165 170 175
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[0663] agc ccc age tac gct tce taa 549
[0664]  Ser Pro Ser Tyr Ala Ser

[0665] 180

[0666]  <210> 37

[0667] <211> 182

[0668]  <212> PRT

[0669] <213> AT

[0670]  <220>

[0671]  <223> £ R fAs

[0672]  <400> 37

[0673] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln
[0674] 1 5 10 15
[0675] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[0676] 20 25 30

[0677] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[0678] 35 40 45

[0679] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[0680] 50 55 60

[0681] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[0682] 65 70 75 80
[0683] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[0684] 85 90 95
[0685] Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[0686] 100 105 110

[0687] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[0688] 115 120 125

[0689] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[0690] 130 135 140

[0691]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[0692] 145 150 155 160
[0693] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln Gly Arg
[0694] 165 170 175
[0695] Ser Pro Ser Tyr Ala Ser

[0696] 180

[0697]  <210> 38

[0698] <211> 546

[0699]  <212> DNA

[0700]  <213> AT

[0701]  <220>
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[0702] <223> FGF21 RGE

[0703]  <220>

[0704]  <221> (DS

[0705]  <222> (1) .. (546)

[0706]  <400> 38

[0707] cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa gtc 48
[0708] His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val

[0709] 1 5 10 15

[0710] cgg cag cgt tac ctc tac aca gat gat gcc cag cag aca gaa gcc cac 96
[0711]  Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His

[0712] 20 25 30

[0713] ctg gag atc agg gag gac ggg acg gtg ggg ggt get get gac cag agce 144
[0714] Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser

[0715] 35 40 45

[0716] ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg ggt gtt att caa 192
[0717]  Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln

[0718] 50 55 60

[0719] atc ttg ggt gtc aag aca tcc agg ttc ctg tge cag cgg cca gat ggg 240
[0720] Tle Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly

[0721] 65 70 75 80

[0722] gcc ctg tat gga tcg ctc cac ttt gac cct gag gce tge age ttc cgt 288
[0723] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
[0724] 85 90 95

[0725] gag cgt ctt ctt gag gac ggt tac aat gtt tac cag tcc gaa gcc cac 336
[0726] Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His

[0727] 100 105 110

[0728] ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgt gac cct 384
[0729] Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro

[0730] 115 120 125

[0731] gca ccc cga gga cca gct cge ttec ctg cca cta cca gge ctg cece cece 432
[0732] Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro

[0733] 130 135 140

[0734] gca ccc ccg gag cca ccc gga atc ctg gec ccc cag cce cce gat gtg 480
[0735] Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
[0736] 145 150 155 160
[0737] ggc tcc tcg gac cct ctg age atg gtg ggt ggt tcc cag gge cga agc 528
[0738] Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln Gly Arg Ser

[0739] 165 170 175

[0740] ccc agc tac gaa tcc taa 546
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[0741]  Pro Ser Tyr Glu Ser

[0742] 180

[0743]  <210> 39

[0744]  <211> 181

[0745]  <212> PRT

[0746]  <213> AT

[0747]  <220>

[0748]  <223> LR EE{A

[0749]  <400> 39

[0750] His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val
[0751] 1 5 10 15
[0752] Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His
[0753] 20 25 30

[0754] Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser
[0755] 35 40 45

[0756] Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln
[0757] 50 55 60

[0758] Tle Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly
[0759] 65 70 75 80
[0760] Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
[0761] 85 90 95
[0762] Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His
[0763] 100 105 110

[0764]  Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro
[0765] 115 120 125

[0766] Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro
[0767] 130 135 140

[0768] Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val
[0769] 145 150 155 160
[0770]  Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln Gly Arg Ser
[0771] 165 170 175
[0772]  Pro Ser Tyr Glu Ser

[0773] 180

[0774]  <210> 40

[0775]  <211> 1272

[0776]  <212> DNA

[0777]  <213> ANTLF4

[0778]  <220>

[0779]  <223> WT21-L15-Fc
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[0780]  <220>

[0781]  <221> (DS

[0782]  <222> (1) ..(1272)

[0783]  <400> 40

[0784] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[0785] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[0786] 1 5 10 15

[0787] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[0788] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[0789] 20 25 30

[0790] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[0791] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[0792] 35 40 45

[0793] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[0794] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val TIle

[0795] 50 55 60

[0796] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[0797] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[0798] 65 70 75 80

[0799] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[0800] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[0801] 85 90 95

[0802] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[0803] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[0804] 100 105 110

[0805] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[0806] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[0807] 115 120 125

[0808] cct gca ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cca 432
[0809] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[0810] 130 135 140

[0811] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce cec gat 480
[0812] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[0813] 145 150 155 160
[0814] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag gge cga 528
[0815] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[0816] 165 170 175

[0817] agc ccc agc tac gct tce ggt gga ggt ggt ggt tet ggt ggt ggt age 576
[0818] Ser Pro Ser Tyr Ala Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser
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[0819] 180 185 190

[0820] ggt ggt ggt gga tcc gac aaa act cac aca tgc cca ccg tge cca geca 624
[0821] Gly Gly Gly Gly Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

[0822] 195 200 205

[0823] cct gaa ctc ctg ggg gga ccg tca gtc ttc ctc tte ccc cca aaa ccc 672
[0824] Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro

[0825] 210 215 220

[0826] aag gac acc ctc atg atc tcc cgt acc cct gag gtc aca tge gtg gtg 720
[0827] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val

[0828] 225 230 235 240

[0829] gtg gac gtg agc cac gaa gac cct gag gtc aag ttc aac tgg tac gtg 768
[0830] Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val

[0831] 245 250 255

[0832] gac ggc gtg gag gtg cat aat gcc aag aca aag ccg cgt gag gag cag 816
[0833] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln

[0834] 260 265 270

[0835] tac aac agc acg tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag 864
[0836] Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln

[0837] 275 280 285

[0838] gac tgg ctg aat ggc aag gag tac aag tgc aag gtc tcc aac aaa gecec 912
[0839] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala

[0840] 290 295 300

[0841] ctc cca gcec ccc atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccce 960
[0842] Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro

[0843] 305 310 315 320

[0844] cga gaa cca cag gtg tac acc ctg ccc cca tcc cgg gat gag ctg acc 1008
[0845] Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr

[0846] 325 330 335

[0847] aag aac cag gtc agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age 1056
[0848] Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser

[0849] 340 345 350

[0850] gac atc gcc gtg gag tgg gag age aat ggg cag ccg gag aac aac tac 1104
[0851] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

[0852] 355 360 365

[0853] aag acc acg cct ccc gtg ctg gac tce gac gge tce tte tte cte tat 1152
[0854] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

[0855] 370 375 380

[0856] agc aag ctc acc gtg gac aag agc agg tgg cag cag ggg aac gtc ttc 1200
[0857] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
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[0858] 385 390 395 400
[0859] tca tgc tcc gtg atg cat gag gct ctg cac aac cac tac acg cag aag 1248
[0860] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys

[0861] 405 410 415

[0862] agc ctc tcc ctg tct cecg ggt aaa 1272
[0863] Ser Leu Ser Leu Ser Pro Gly Lys

[0864] 420

[0865] <210> 41

[0866]  <211> 424

[0867] <212> PRT

[0868] <213> AT

[0869]  <220>

[0870]  <223> ZrpAAEE {4

[0871]  <400> 41

[0872] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[0873] 1 5 10 15
[0874] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[0875] 20 25 30

[0876] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[0877] 35 40 45

[0878] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[0879] 50 55 60

[0880] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[0881] 65 70 75 80
[0882] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[0883] 85 90 95
[0884] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[0885] 100 105 110

[0886] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[0887] 115 120 125

[0888] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[0889] 130 135 140

[0890] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[0891] 145 150 155 160
[0892] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[0893] 165 170 175
[0894] Ser Pro Ser Tyr Ala Ser Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser
[0895] 180 185 190

[0896] Gly Gly Gly Gly Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
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[0897] 195 200 205

[0898] Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
[0899] 210 215 220

[0900] Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
[0901] 225 230 235 240
[0902] Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
[0903] 245 250 255
[0904] Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
[0905] 260 265 270

[0906] Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
[0907] 275 280 285

[0908] Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
[0909] 290 295 300

[0910] Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
(09111 305 310 315 320
[0912] Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
[0913] 325 330 335
[0914] Lys Asn GIln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
[0915] 340 345 350

[0916] Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
[0917] 355 360 365

[0918] Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
[0919] 370 375 380

[0920] Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
[0921] 385 390 395 400
[0922] Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
[0923] 405 410 415
[0924] Ser Leu Ser Leu Ser Pro Gly Lys

[0925] 420

[0926] <210> 42

[0927] <211> 1275

[0928] <212> DNA

[0929] <213> AL

[0930] <220>

[0931] <223> Fc L15 RG

[0932] <220>

[0933] <221> (DS

[0934]  <222> (1)..(1275)

[0935]  <400> 42
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[0936] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[0937] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[0938] 1 5 10 15

[0939] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[0940] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[0941] 20 25 30

[0942] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[0943] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[0944] 35 40 45

[0945] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[0946] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[0947] 50 55 60

[0948] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[0949] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[0950] 65 70 75 80

[0951] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[0952] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[0953] 85 90 95

[0954] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[0955] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[0956] 100 105 110

[0957] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[0958] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[0959] 115 120 125

[0960] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[0961] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[0962] 130 135 140

[0963] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[0964] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[0965] 145 150 155 160

[0966] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[0967]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[0968] 165 170 175

[0969] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[0970] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[0971] 180 185 190

[0972] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[0973] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[0974] 195 200 205
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[0975] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[0976] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[0977] 210 215 220

[0978] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[0979] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[0980] 225 230 235 240

[0981] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[0982] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[0983] 245 250 255

[0984] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[0985] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[0986] 260 265 270

[0987] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[0988] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[0989] 275 280 285

[0990] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[0991]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[0992] 290 295 300

[0993] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[0994] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[0995] 305 310 315 320

[0996] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[0997] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[0998] 325 330 335

[0999] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[1000] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1001] 340 345 350

[1002] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1003] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1004] 355 360 365

[1005] cgg gac cct gca ccc cga gga cca gect cge ttec ctg cca cta cca gge 1152
[1006] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1007] 370 375 380

[1008] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[1009] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1010] 385 390 395 400

[1011] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcec cag 1248
[1012]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[1013] 405 410 415
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[1014]  ggc cga agc ccc age tac gect tce taa 1275
[1015]  Gly Arg Ser Pro Ser Tyr Ala Ser
[1016] 420

[1017]  <210> 43

[1018] <211> 424

[1019]  <212> PRT

[1020] <213> AL

[1021]  <220>

[1022]  <223> &R {4

[1023]  <400> 43

[1024] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1025] 1 5 10 15
[1026] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1027] 20 25 30

[1028] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1029] 35 40 45

[1030] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1031] 50 55 60

[1032] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1033] 65 70 75 80
[1034] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1035] 85 90 95
[1036] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1037] 100 105 110

[1038] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1039] 115 120 125

[1040] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1041] 130 135 140

[1042] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1043] 145 150 155 160
[1044]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1045] 165 170 175
[1046] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1047] 180 185 190

[1048] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1049] 195 200 205

[1050] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1051] 210 215 220

[1052] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
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[1053] 225 230 235 240
[1054] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1055] 245 250 255
[1056] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1057] 260 265 270

[1058] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1059] 275 280 285

[1060]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[1061] 290 295 300

[1062] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1063] 305 310 315 320
[1064]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1065] 325 330 335
[1066]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1067] 340 345 350

[1068] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[1069] 355 360 365

[1070] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1071] 370 375 380

[1072] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[1073] 385 390 395 400
[1074]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[1075] 405 410 415
[1076] Gly Arg Ser Pro Ser Tyr Ala Ser

[1077] 420

[1078] <210> 44

(10791  <211> 1275

[1080] <212> DNA

[1081] <213> AT

[1082] <220>

[1083] <223> Fc- (G4S) 3-RG

[1084] <220>

[1085]  <221> (DS

[1086] <222> (1)..(1275)

[1087]  <400> 44

[1088] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1089] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[1090] 1 5 10 15

[1091] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
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[1092] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1093] 20 25 30

[1094] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[1095] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[1096] 35 40 45

[1097] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1098] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1099] 50 55 60

[1100] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1101]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1102] 65 70 75 80

[1103] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[1104]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1105] 85 90 95

[1106] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[1107]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[1108] 100 105 110

[1109] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[1110] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1111] 115 120 125

[1112] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1113]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1114] 130 135 140

[1115] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1116]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1117] 145 150 155 160

[1118] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1119]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1120] 165 170 175

[1121]  ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1122]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1123] 180 185 190

[1124] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1125]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1126] 195 200 205

[1127] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1128] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1129] 210 215 220

[1130] tct ccg ggt aaa ggt ggt ggt ggt tcc ggt gge gge gge tet ggt ggt 720
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[1131]  Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly

[1132] 225 230 235 240

[1133] ggt ggc agc cat ccg atc ccg gac tct tct ceg ctg ctg cag ttc ggt 768
[1134]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[1135] 245 250 255

[1136] ggt cag gtt cgt cag cgt tac ctg tac acc gac gac gcg cag cag acc 816
[1137]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1138] 260 265 270

[1139] gag gcg cac ctg gag atc cgt gaa gac ggt acc gtt ggt ggt gcg gcc 864
[1140]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1141] 275 280 285

[1142] gac cag tct ccg gaa tct ctg ctg cag ctg aaa gcc ctg aaa ccg ggt 912
[1143]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1144] 290 295 300

[1145] gtt atc cag atc ctg ggc gtt aaa acc tct cgt tte ctg tge cag cgt 960
[1146] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1147] 305 310 315 320

[1148] ccg gac ggc gee ctg tac ggt tct ctg cac ttc gac ccg gag geg tge 1008
[1149]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1150] 325 330 335

[1151]  tct ttt cgt gaa cgt ctg ctc gaa gac ggt tac aac gtt tac cag tct 1056
[1152]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1153] 340 345 350

[1154] gag gcg cac ggt ctg ccg ctg cac ctg ccg ggt aac aaa tct ccg cac 1104
[1155]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1156] 355 360 365

[1157] cgt gac ccg geg cca cgt ggt cct geg cgt tte ctg cca ctg ceg gge 1152
[1158] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1159] 370 375 380

[1160] ctg ccg cct geg cet cet gaa ccg cct ggt ate ctg get cecg cag ceg 1200
[1161] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1162] 385 390 395 400

[1163] cca gac gtt ggt tct tct gac ccg ctg tet atg gtt ggt gge tet cag 1248
[1164]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[1165] 405 410 415

[1166] ggt cgt tct ccg tct tac gee tet taa 1275
[1167]  Gly Arg Ser Pro Ser Tyr Ala Ser

[1168] 420

[1169]  <210> 45
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[1170]
[1171]
[1172]
[1173]
[1174]
[1175]
[1176]
[1177]
[1178]
[1179]
[1180]
[1181]
[1182]
[1183]
[1184]
[1185]
[1186]
[1187]
[1188]
[1189]
[1190]
[1191]
[1192]
[1193]
[1194]
[1195]
[1196]
[1197]
[1198]
[1199]
[1200]
[1201]
[1202]
[1203]
[1204]
[1205]
[1206]
[1207]
[1208]

211>
212>
213>
220>
(223>
<400>
Met Asp Lys Thr His

1

424
PRT

NILF3

ERB AN

45

Gly Gly Pro

Met
His
Val
65

Tyr
Gly
Ile
Val
Ser
145
Glu
Pro
Val
Met
Ser
225

Gly

Gly

Ile
Glu
50

His
Arg
Lys
Glu
Tyr
130
Leu
Trp
Val
Asp
His
210
Pro

Gly

Gln

Ser
35

Asp
Asn
Val
Glu
Lys
115
Thr
Thr
Glu
Leu
Lys
195
Glu
Gly

Ser

Val

Ser
20

Arg
Pro
Ala
Val
Tyr
100
Thr
Leu
Cys
Ser
Asp
180
Ser
Ala
Lys
His

Arg

5
Val

Thr
Glu
Lys
Ser
85

Lys
Ile
Pro
Leu
Asn
165
Ser
Arg
Leu
Gly
Pro

245
Gln

Thr
Phe
Pro
Val
Thr
70

Val
Cys
Ser
Pro
Val
150
Gly
Asp
Trp
His
Gly
230

Ile

Arg

Cys
Leu
Glu
Lys
bh

Lys
Leu
Lys
Lys
Ser
135
Lys
Gln
Gly
Gln
Asn
215
Gly

Pro

Tyr

Pro

Phe

Val

40

Phe

Pro

Thr

Val

Ala

120

Gly

Pro

Ser

Gln

200

His

Gly

Asp

Leu

Pro
Pro
25

Thr
Asn
Arg
Val
Ser
105
Lys
Asp
Phe
Glu
Phe
185
Gly
Tyr
Ser

Ser

Tyr

103

Cys
10

Pro
Cys
Trp
Glu
Leu
90

Asn
Gly
Glu
Tyr
Asn
170
Phe
Asn
Thr
Gly
Ser

250
Thr

Pro

Lys

Val

Tyr

Glu

75

His

Lys

Gln

Leu

Pro

155

Asn

Leu

Val

Gln

Gly

235

Pro

Ala
Pro
Val
Val
60

Gln
Gln
Ala
Pro
Thr
140
Ser
Tyr
Tyr
Phe
Lys
220
Gly

Leu

Asp

Pro
Lys
Val
45

Asp
Tyr
Asp
Leu
Arg
125
Lys
Asp
Lys
Ser
Ser
205
Ser
Gly

Leu

Ala

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110
Glu
Asn
Ile
Thr
Lys
190
Cys
Leu
Ser

Gln

Gln

Leu
15

Thr
Val
Val
Ser
Leu
95

Ala
Pro
Gln
Ala
Thr
175
Leu
Ser
Ser
Gly
Phe

255
Gln

Leu
Leu
Ser
Glu
Thr
80

Asn
Pro
Gln
Val
Val
160
Pro
Thr
Val
Leu
Gly
240

Gly

Thr
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[1209] 260 265 270

[1210]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1211] 275 280 285

[1212]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1213] 290 295 300

[1214]  Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1215] 305 310 315 320

[1216]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1217] 325 330 335

[1218]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1219] 340 345 350

[1220] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1221] 355 360 365

[1222] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1223] 370 375 380

[1224] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1225] 385 390 395 400

[1226] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[1227] 405 410 415

[1228] Gly Arg Ser Pro Ser Tyr Ala Ser

[1229] 420

[1230] <210> 46

[1231] <211> 1275

[1232]  <212> DNA

[1233] <213> AL

[1234] <220>

[1235]  <223> Fc- (G4S) 3-RGE

[1236] <220>

[1237]  <221> (DS

[1238] <222> (1)..(1275)

[1239]  <400> 46

[1240] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1241]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1242] 1 5 10 15

[1243] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[1244]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1245] 20 25 30

[1246] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[1247] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
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[1248] 35 40 45

[1249] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1250] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1251] 50 55 60

[1252] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1253]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1254] 65 70 75 80

[1255] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[1256]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1257] 85 90 95

[1258] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[1259]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[1260] 100 105 110

[1261] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[1262] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1263] 115 120 125

[1264] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1265] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1266] 130 135 140

[1267] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1268] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1269] 145 150 155 160

[1270] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1271]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1272] 165 170 175

[1273] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1274]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1275] 180 185 190

[1276] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1277]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1278] 195 200 205

[1279] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1280] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1281] 210 215 220

[1282] tct ccg ggt aaa ggt ggt ggt ggt tct ggt ggt ggt ggt age ggt ggt 720
[1283]  Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly

[1284] 225 230 235 240

[1285] ggt ggt tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[1286] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
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[1287] 245 250 255

[1288] ggc caa gtc cgg cag cgt tac ctc tac aca gat gat gcc cag cag aca 816
[1289] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1290] 260 265 270

[1291] gaa gcc cac ctg gag atc agg gag gac ggg acg gtg ggg ggt get get 864
[1292]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1293] 275 280 285

[1294] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg ggt 912
[1295]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1296] 290 295 300

[1297] gtt att caa atc ttg ggt gtc aag aca tcc agg ttc ctg tge cag cgg 960
[1298] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1299] 305 310 315 320

[1300] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[1301] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1302] 325 330 335

[1303] agc ttc cgt gag cgt ctt ctt gag gac ggt tac aat gtt tac cag tcc 1056
[1304] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1305] 340 345 350

[1306] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1307] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1308] 355 360 365

[1309] cgt gac cct gca ccc cga gga cca gect cge ttec ctg cca cta cca gge 1152
[1310] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1311] 370 375 380

[1312] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[1313] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1314] 385 390 395 400

[1315] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg ggt ggt tcc cag 1248
[1316] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[1317] 405 410 415

[1318] ggc cga agc ccc age tac gaa tcc taa 1275
[1319]  Gly Arg Ser Pro Ser Tyr Glu Ser

[1320] 420

[1321]  <210> 47
[1322] <211> 424
[1323] <212> PRT
[1324] <213> AL
[1325] <220>
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[1326]  <223> Zr R fA

[1327]  <400> 47

[1328] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[1329] 1 5 10 15
[1330] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1331] 20 25 30

[1332] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1333] 35 40 45

[1334] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1335] 50 55 60

[1336] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1337] 65 70 75 80
[1338] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1339] 85 90 95
[1340] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1341] 100 105 110

[1342] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1343] 115 120 125

[1344] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1345] 130 135 140

[1346] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1347] 145 150 155 160
[1348] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1349] 165 170 175
[1350] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1351] 180 185 190

[1352] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1353] 195 200 205

[1354] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1355] 210 215 220

[1356] Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
[1357] 225 230 235 240
[1358] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1359] 245 250 255
[1360] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1361] 260 265 270

[1362] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1363] 275 280 285

[1364] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
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[1365] 290 295 300

[1366] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1367] 305 310 315 320
[1368] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1369] 325 330 335
[1370] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1371] 340 345 350

[1372]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[1373] 355 360 365

[1374] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1375] 370 375 380

[1376] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[1377] 385 390 395 400
[1378] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[1379] 405 410 415
[1380] Gly Arg Ser Pro Ser Tyr Glu Ser

[1381] 420

[1382] <210> 48

[1383] <211> 1275

[1384] <212> DNA

[1385] <213> ANTLF4

[1386] <220>

[1387]  <223> Fc-L15-WT21

[1388] <220>

[1389] <221> (DS

[1390] <222> (1)..(1275)

[1391]  <400> 48

[1392] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1393] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1394] 1 5 10 15

[1395] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[1396] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1397] 20 25 30

[1398] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[1399] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[1400] 35 40 45

[1401] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1402] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1403] 50 55 60
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[1404] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1405] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1406] 65 70 75 80

[1407] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[1408] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1409] 85 90 95

[1410] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[1411]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[1412] 100 105 110

[1413] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[1414]  Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1415] 115 120 125

[1416] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1417]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1418] 130 135 140

[1419] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1420] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1421] 145 150 155 160

[1422] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1423]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1424] 165 170 175

[1425] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1426] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1427] 180 185 190

[1428] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1429] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1430] 195 200 205

[1431] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1432] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1433] 210 215 220

[1434] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[1435] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[1436] 225 230 235 240

[1437] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[1438] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[1439] 245 250 255

[1440] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[1441]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1442] 260 265 270
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[1443] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[1444]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1445] 275 280 285

[1446] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[1447]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1448] 290 295 300

[1449] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[1450] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1451] 305 310 315 320

[1452] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[1453]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1454] 325 330 335

[1455] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[1456]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1457] 340 345 350

[1458] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1459] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1460] 355 360 365

[1461] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[1462] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1463] 370 375 380

[1464] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[1465] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1466] 385 390 395 400

[1467] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tec cag 1248
[1468] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln

[1469] 405 410 415

[1470]  ggc cga agc ccc age tac gect tce taa 1275
[1471]  Gly Arg Ser Pro Ser Tyr Ala Ser

[1472] 420

[1473]  <210> 49

[1474]  <211> 424

[1475]  <212> PRT

[1476]  <213> N5

[1477]  <220>

[1478]  <223> Zr R {A

[1479]  <400> 49

[1480] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[1481]1 | 5 10 15
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[1482] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1483] 20 25 30

[1484] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1485] 35 40 45

[1486] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1487] 50 55 60

[1488] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1489] 65 70 75 80
[1490]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1491] 85 90 95
[1492] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1493] 100 105 110

[1494] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1495] 115 120 125

[1496] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1497] 130 135 140

[1498] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1499] 145 150 155 160
[1500] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1501] 165 170 175
[1502] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1503] 180 185 190

[1504] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1505] 195 200 205

[1506] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1507] 210 215 220

[1508] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[1509] 225 230 235 240
[1510] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1511] 245 250 255
[1512]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1513] 260 265 270

[1514]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1515] 275 280 285

[1516] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[1517] 290 295 300

[1518] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1519] 305 310 315 320
[1520] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
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[1521] 325 330 335
[1522] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1523] 340 345 350

[1524] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[1525] 355 360 365

[1526] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1527] 370 375 380

[1528] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[1529] 385 390 395 400
[1530] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln
[1531] 405 410 415
[1532] Gly Arg Ser Pro Ser Tyr Ala Ser

[1533] 420

[1534] <210> 50

[15835]  <211> 1275

[1536]  <212> DNA

[1537]1  <213> ANTLF4

[1538] <220

[1539]  <223> Fc-L15-G170E

[1540]  <220>

[1541]  <221> (DS

[1542] <222> (1)..(1275)

[1543]  <400> 50

[1544] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1545] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1546] 1 5 10 15

[1547] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[1548] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1549] 20 25 30

[1550] atg atc tcc cgt acc cct gag gtc aca tgce gtg gtg gtg gac gtg agc 144
[1551] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[1552] 35 40 45

[1553] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1554]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1555] 50 55 60

[1556] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1557] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1558] 65 70 75 80

[1559] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
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[1560]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1561] 85 90 95

[1562] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[1563] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[1564] 100 105 110

[1565] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[1566] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1567] 115 120 125

[1568] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1569] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1570] 130 135 140

[1571] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1572]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1573] 145 150 155 160

[1574] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1575]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1576] 165 170 175

[1577] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1578] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1579] 180 185 190

[1580] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1581]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1582] 195 200 205

[1583] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1584] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1585] 210 215 220

[1586] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[1587]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[1588] 225 230 235 240

[1589] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[1590] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[1591] 245 250 255

[15692] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[1593] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1594] 260 265 270

[1595] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[1596]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1597] 275 280 285

[1598] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
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[1599]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1600] 290 295 300

[1601] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[1602] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1603] 305 310 315 320

[1604] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[1605]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1606] 325 330 335

[1607] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[1608] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1609] 340 345 350

[1610] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1611]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1612] 355 360 365

[1613] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[1614]  Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1615] 370 375 380

[1616] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[1617]  Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1618] 385 390 395 400

[1619] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gaa cct tcec cag 1248
[1620]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Ser Gln

[1621] 405 410 415

[1622]  ggc cga agc ccc age tac get tce taa 1275
[1623] Gly Arg Ser Pro Ser Tyr Ala Ser

[1624] 420

[1625] <210> 51

[1626]  <211> 424

[1627] <212> PRT

[1628] <213> AT

[1629]  <220>

[1630]  <223> &R fA

[1631]  <400> 51

[1632] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1633] 1 5 10 15
[1634]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1635] 20 25 30

[1636] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1637] 35 40 45
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[1638] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1639] 50 55 60

[1640]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1641] 65 70 75 80
[1642]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1643] 85 90 95
[1644]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1645] 100 105 110

[1646] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1647] 115 120 125

[1648] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1649] 130 135 140

[1650] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1651] 145 150 155 160
[1652]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1653] 165 170 175
[1654]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1655] 180 185 190

[1656] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1657] 195 200 205

[1658] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1659] 210 215 220

[1660]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[1661] 225 230 235 240
[1662] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1663] 245 250 255
[1664] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1665] 260 265 270

[1666]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1667] 275 280 285

[1668]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[1669] 290 295 300

[1670] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1671] 305 310 315 320
[1672]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1673] 325 330 335
[1674]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1675] 340 345 350

[1676] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
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[1677] 355 360 365

[1678] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1679] 370 375 380

[1680] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[1681] 385 390 395 400
[1682]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Ser Gln
[1683] 405 410 415
[1684] Gly Arg Ser Pro Ser Tyr Ala Ser

[1685] 420

[1686] <210> 52

[1687]  <211> 1275

[1688] <212> DNA

[1689] <213> AT

[1690]  <220>

[1691]  <223> Fc-L15-P171A

[1692] <220>

[1693]  <221> (DS

[1694]  <222> (1) .. (1275)

[1695]  <400> 52

[1696] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1697] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1698] 1 5 10 15

[1699] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[1700] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1701] 20 25 30

[1702] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[1703] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[1704] 35 40 45

[1705] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1706] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1707] 50 55 60

[1708] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1709]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1710] 65 70 75 80

[1711]  tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[1712]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1713] 85 90 95

[1714]  ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[1715]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
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[1716] 100 105 110

[1717] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[1718] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1719] 115 120 125

[1720] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1721]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1722] 130 135 140

[1723] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1724]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1725] 145 150 155 160

[1726] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1727]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1728] 165 170 175

[1729] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1730] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1731] 180 185 190

[1732] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1733]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1734] 195 200 205

[1735] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1736] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1737] 210 215 220

[1738] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[1739]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[1740] 225 230 235 240

[1741] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[1742]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[1743] 245 250 255

[1744] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[1745] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1746] 260 265 270

[1747] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg gge gge get get 864
[1748]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1749] 275 280 285

[1750] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[1751]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1752] 290 295 300

[1753] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[1754] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
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[1755] 305 310 315 320

[1756] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[1757]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1758] 325 330 335

[1759] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[1760]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1761] 340 345 350

[1762] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1763]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1764] 355 360 365

[1765] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[1766] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1767] 370 375 380

[1768] ctg ccc ccc gea ccc ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[1769] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1770] 385 390 395 400

[1771] ccc gat gtg gge tce tecg gac cct ctg age atg gtg gga get tce cag 1248
[1772]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Ala Ser Gln

[1773] 405 410 415

[1774]  ggc cga agc ccc age tac gect tce taa 1275
[1775]  Gly Arg Ser Pro Ser Tyr Ala Ser

[1776] 420

(17771 <210> 53

[1778]  <211> 424

[1779]  <212> PRT

[1780] <213> AT

[1781]  <220>

[1782]  <223> R {A

[1783]  <400> 53

[1784] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1785] 1 5 10 15
[1786] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1787] 20 25 30

[1788] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1789] 35 40 45

[1790] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1791] 50 55 60

[1792] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1793] 65 70 75 80
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[1794]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1795] 85 90 95
[1796] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1797] 100 105 110

[1798] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1799] 115 120 125

[1800] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1801] 130 135 140

[1802] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1803] 145 150 155 160
[1804] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1805] 165 170 175
[1806] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1807] 180 185 190

[1808] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1809] 195 200 205

[1810] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1811] 210 215 220

[1812]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[1813] 225 230 235 240
[1814]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1815] 245 250 255
[1816] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1817] 260 265 270

[1818] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1819] 275 280 285

[1820] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[1821] 290 295 300

[1822] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1823] 305 310 315 320
[1824] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1825] 325 330 335
[1826] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1827] 340 345 350

[1828] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[1829] 355 360 365

[1830] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1831] 370 375 380

[1832] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
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[1833] 385 390 395 400
[1834]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Ala Ser Gln
[1835] 405 410 415
[1836] Gly Arg Ser Pro Ser Tyr Ala Ser

[1837] 420

[1838] <210> 54

[1839] <211> 1275

[1840]  <212> DNA

[1841]  <213> AT

[1842] <220>

[1843]  <223> Fc-L15-S172L

[1844]  <220>

[1845]  <221> (DS

[1846] <222> (1) .. (1275)

[1847]  <400> 54

[1848] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[1849] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1850] 1 5 10 15

[1851] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[1852] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[1853] 20 25 30

[1854] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[1855] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[1856] 35 40 45

[1857] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[1858] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[1859] 50 55 60

[1860] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[1861]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[1862] 65 70 75 80

[1863] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[1864] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[1865] 85 90 95

[1866] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[1867] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[1868] 100 105 110

[1869] atc gag aaa acc atc tcc aaa gcec aaa ggg cag ccc cga gaa cca cag 384
[1870] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[1871] 115 120 125
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[1872] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[1873] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[1874] 130 135 140

[1875] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[1876] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[1877] 145 150 155 160

[1878] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[1879]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[1880] 165 170 175

[1881] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[1882] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[1883] 180 185 190

[1884] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[1885] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[1886] 195 200 205

[1887] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[1888] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[1889] 210 215 220

[1890] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[1891] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[1892] 225 230 235 240

[1893] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[1894] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[1895] 245 250 255

[1896] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[1897] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[1898] 260 265 270

[1899] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[1900] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[1901] 275 280 285

[1902] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[1903] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[1904] 290 295 300

[1905] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[1906] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[1907] 305 310 315 320

[1908] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[1909]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1910] 325 330 335
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[1911] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[1912]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[1913] 340 345 350

[1914] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[1915]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[1916] 355 360 365

[1917] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[1918] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[1919] 370 375 380

[1920] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[1921] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[1922] 385 390 395 400

[1923] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga cct ctg cag 1248
[1924]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Leu Gln

[1925] 405 410 415

[1926] ggc cga agc ccc age tac get tce taa 1275
[1927] Gly Arg Ser Pro Ser Tyr Ala Ser

[1928] 420

[1929] <210> 55

[1930] <211> 424

[1931]  <212> PRT

[1932]  <213> AT

[1933] <220>

[1934]  <223> Zr R AR

[1935]  <400> 55

[1936] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[1937] 1 5 10 15
[1938] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[1939] 20 25 30

[1940] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[1941] 35 40 45

[1942] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[1943] 50 55 60

[1944]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[1945] 65 70 75 80
[1946] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[1947] 85 90 95
[1948] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[1949] 100 105 110
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[1950] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[1951] 115 120 125

[1952] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[1953] 130 135 140

[1954]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[1955] 145 150 155 160
[1956]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[1957] 165 170 175
[1958] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[1959] 180 185 190

[1960] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[1961] 195 200 205

[1962] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[1963] 210 215 220

[1964]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[1965] 225 230 235 240
[1966] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[1967] 245 250 255
[1968] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[1969] 260 265 270

[1970]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[1971] 275 280 285

[1972]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[1973] 290 295 300

[1974] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[1975] 305 310 315 320
[1976]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[1977] 325 330 335
[1978] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[1979] 340 345 350

[1980] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[1981] 355 360 365

[1982] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[1983] 370 375 380

[1984] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[1985] 385 390 395 400
[1986] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Leu Gln
[1987] 405 410 415
[1988] Gly Arg Ser Pro Ser Tyr Ala Ser
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[1989] 420

[1990] <210> 56

(19911  <211> 1275

[1992]  <212> DNA

[1993]  <213> AT

[1994]  <220>

[1995]  <223> Fc-L15-RGE

[1996] <220>

[1997]  <221> (DS

[1998] <222> (1)..(1275)

[1999]  <400> 56

[2000] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2001] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2002] 1 5 10 15

[2003] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2004] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2005] 20 25 30

[2006] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2007] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2008] 35 40 45

[2009] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2010] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2011] 50 55 60

[2012] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2013]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2014] 65 70 75 80

[2015] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2016] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2017] 85 90 95

[2018] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[2019] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2020] 100 105 110

[2021] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2022] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2023] 115 120 125

[2024] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2025] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2026] 130 135 140

[2027] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
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[2028] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2029] 145 150 155 160

[2030] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2031]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2032] 165 170 175

[2033] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[2034]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2035] 180 185 190

[2036] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2037]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2038] 195 200 205

[2039] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2040] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2041] 210 215 220

[2042] tct ccg ggt aaa ggt ggt ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2043]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2044] 225 230 235 240

[2045] ggt ggt tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2046] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2047] 245 250 255

[2048] ggc caa gtc cgg cag cgt tac ctc tac aca gat gat gcc cag cag aca 816
[2049] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2050] 260 265 270

[2051] gaa gcc cac ctg gag atc agg gag gac ggg acg gtg ggg ggt get get 864
[2052] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2053] 275 280 285

[2054] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg ggt 912
[2055] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2056] 290 295 300

[2057] gtt att caa atc ttg ggt gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2058] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2059] 305 310 315 320

[2060] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2061]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2062] 325 330 335

[2063] agc ttc cgt gag cgt ctt ctt gag gac ggt tac aat gtt tac cag tcc 1056
[2064] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2065] 340 345 350

[2066] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
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[2067]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2068] 355 360 365

[2069] cgt gac cct gca ccc cga gga cca gect cge ttc ctg cca cta cca gge 1152
[2070] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2071] 370 375 380

[2072] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[2073] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[2074] 385 390 395 400

[2075] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg ggt ggt tcec cag 1248
[2076] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[2077] 405 410 415

[2078] ggc cga agc ccc age tac gaa tcc taa 1275
[2079]  Gly Arg Ser Pro Ser Tyr Glu Ser

[2080] 420

[2081] <210> 57

[2082] <211> 424

[2083]  <212> PRT

[2084] <213> AT

[2085] <220>

[2086]  <223> ZrpRAEE{A

[2087]  <400> 57

[2088] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2089] 1 5 10 15
[2090] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2091] 20 25 30

[2092] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2093] 35 40 45

[2094] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2095] 50 55 60

[2096] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2097] 65 70 75 80
[2098] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2099] 85 90 95
[2100] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2101] 100 105 110

[2102] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2103] 115 120 125

[2104] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2105] 130 135 140

126



CN 107188950 B r$ yu % 55/226 1T
[2106] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2107] 145 150 155 160
[2108]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2109] 165 170 175
[2110]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2111] 180 185 190

[2112]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2113] 195 200 205

[2114] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2115] 210 215 220

[2116] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2117] 225 230 235 240
[2118]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[2119] 245 250 255
[2120] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2121] 260 265 270

[2122]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[2123] 275 280 285

[2124]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[2125] 290 295 300

[2126] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[2127] 305 310 315 320
[2128] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2129] 325 330 335
[2130]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[2131] 340 345 350

[2132] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[2133] 355 360 365

[2134] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[2135] 370 375 380

[2136] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[2137] 385 390 395 400
[2138] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[2139] 405 410 415
[2140]  Gly Arg Ser Pro Ser Tyr Glu Ser

[2141] 420

[2142] <210> 58

[2143]  <211> 1275

[2144]  <212> DNA
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[2145]  <213> ANTLJ#4I

[2146] <220>

[2147]  <223> Fc-L15-G170E P171A S172L

[2148] <220>

[2149]  <221> CDS

[2150] <222> (1) .. (1275)

[2151]  <400> 58

[2152] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2153] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2154] 1 5 10 15

[2155] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2156]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2157] 20 25 30

[2158] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2159] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2160] 35 40 45

[2161] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2162]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2163] 50 55 60

[2164] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2165]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2166] 65 70 75 80

[2167] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2168]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2169] 85 90 95

[2170] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[2171]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2172] 100 105 110

[2173] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2174]  Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2175] 115 120 125

[2176] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2177]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2178] 130 135 140

[2179] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2180] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2181] 145 150 155 160
[2182] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2183]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
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[2184] 165 170 175

[2185] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[2186] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2187] 180 185 190

[2188] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2189] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2190] 195 200 205

[2191] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2192] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2193] 210 215 220

[2194] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2195]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2196] 225 230 235 240

[2197] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2198] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2199] 245 250 265

[2200] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2201]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2202] 260 265 270

[2203] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[2204] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2205] 275 280 285

[2206] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2207]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2208] 290 295 300

[2209] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2210] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2211] 305 310 315 320

[2212] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2213]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2214] 325 330 335

[2215] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2216] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2217] 340 345 350

[2218] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2219]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2220] 355 360 365

[2221] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[2222] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
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[2223] 370 375 380

[2224] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[2225] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[2226] 385 390 395 400

[2227] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gaa get ctg cag 1248
[2228] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Ala Leu Gln

[2229] 405 410 415

[2230] ggc cga agc ccc age tac gect tce taa 1275
[2231]  Gly Arg Ser Pro Ser Tyr Ala Ser

[2232] 420

[2233] <210> 59

[2234] <211> 424

[2235] <212> PRT

[2236]  <213> AT

[2237]  <220>

[2238]  <223> Er R fA

[2239]  <400> 59

[2240] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2241] 1 5 10 15
[2242] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2243] 20 25 30

[2244] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2245] 35 40 45

[2246] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2247] 50 55 60

[2248] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2249] 65 70 75 80
[2250] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2251] 85 90 95
[2252] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2253] 100 105 110

[2254] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2255] 115 120 125

[2256] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2257] 130 135 140

[2258] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2259] 145 150 155 160
[2260]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2261] 165 170 175
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[2262]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2263] 180 185 190

[2264] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2265] 195 200 205

[2266] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2267] 210 215 220

[2268]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2269] 225 230 235 240
[2270] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[2271] 245 250 255
[2272] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2273] 260 265 270

[2274]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[2275] 275 280 285

[2276]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[2277] 290 295 300

[2278] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[2279] 305 310 315 320
[2280] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2281] 325 330 335
[2282] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[2283] 340 345 350

[2284] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[2285] 355 360 365

[2286] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[2287] 370 375 380

[2288] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[2289] 385 390 395 400
[2290] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Ala Leu Gln
[2291] 405 410 415
[2292] Gly Arg Ser Pro Ser Tyr Ala Ser

[2293] 420

[2294] <210> 60

[2295] <211> 1275

[2296]  <212> DNA

[22971  <213> ANTLF4

[2298] <220>

[2299]  <223> Fc-L15-G151A

[2300] <220>
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[2301]  <221> CDS

[2302] <222> (1)..(1275)

[2303]  <400> 60

[2304] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2305] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2306] 1 5 10 15

[2307] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2308] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2309] 20 25 30

[2310] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2311] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2312] 35 40 45

[2313] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2314] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2315] 50 55 60

[2316] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2317]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2318] 65 70 75 80

[2319] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2320] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2321] 85 90 95

[2322] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[2323] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2324] 100 105 110

[2325] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2326] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2327] 115 120 125

[2328] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2329] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2330] 130 135 140

[2331] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2332] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2333] 145 150 155 160
[2334] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2335]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2336] 165 170 175

[2337] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[2338] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2339] 180 185 190
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[2340] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2341]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2342] 195 200 205

[2343] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2344] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2345] 210 215 220

[2346] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2347]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2348] 225 230 235 240

[2349] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2350] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2351] 245 250 255

[2352] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2353] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2354] 260 265 270

[2355] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[2356] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2357] 275 280 285

[2358] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2359]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2360] 290 295 300

[2361] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2362] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2363] 305 310 315 320

[2364] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2365]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2366] 325 330 335

[2367] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2368] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2369] 340 345 350

[2370] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2371]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2372] 355 360 365

[2373] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[2374] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2375] 370 375 380

[2376] ctg ccc cce gea cec ccg gag cca cce gea atc ctg gee cce cag cec 1200
[2377]  Leu Pro Pro Ala Pro Pro Glu Pro Pro Ala Ile Leu Ala Pro Gln Pro

[2378] 385 390 395 400
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[2379] ccc gat gtg gge tce tcg gac cct ctg age atg gtg gga cct tce cag 1248
[2380] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln

[2381] 405 410 415

[2382] ggc cga agc ccc age tac gect tce taa 1275
[2383] Gly Arg Ser Pro Ser Tyr Ala Ser

[2384] 420

[2385] <210> 61

[2386] <211> 424

[2387] <212> PRT

[2388] <213> AT

[2389] <220>

[2390]  <223> Zr R {4

[2391]  <400> 61

[2392] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2393] 1 5 10 15
[2394] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2395] 20 25 30

[2396] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2397] 35 40 45

[2398] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2399] 50 55 60

[2400] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2401] 65 70 75 80
[2402] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2403] 85 90 95
[2404] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2405] 100 105 110

[2406] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2407] 115 120 125

[2408] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2409] 130 135 140

[2410] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2411] 145 150 155 160
[2412]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2413] 165 170 175
[2414]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2415] 180 185 190

[2416] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2417] 195 200 205
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[2418] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2419] 210 215 220

[2420] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2421] 225 230 235 240
[2422] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[2423] 245 250 255
[2424] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2425] 260 265 270

[2426] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[2427] 275 280 285

[2428] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[2429] 290 295 300

[2430] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[2431] 305 310 315 320
[2432]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2433] 325 330 335
[2434]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[2435] 340 345 350

[2436] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[2437] 355 360 365

[2438] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[2439] 370 375 380

[2440] Leu Pro Pro Ala Pro Pro Glu Pro Pro Ala Ile Leu Ala Pro Gln Pro
[2441] 385 390 395 400
[2442]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln
[2443] 405 410 415
[2444]  Gly Arg Ser Pro Ser Tyr Ala Ser

[2445] 420

[2446] <210> 62

[2447]  <211> 1275

[2448]  <212> DNA

[2449]  <213> AT

[2450]  <220>

[2451]  <223> Fc-L15-G170E P171A

[2452]  <220>

[2453]  <221> CDS

[2454] <222> (1) .. (1275)

[2455]  <400> 62

[2456] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
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[2457] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2458] 1 5 10 15

[2459] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[2460] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2461] 20 25 30

[2462] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2463] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2464] 35 40 45

[2465] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2466] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2467] 50 55 60

[2468] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2469]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2470] 65 70 75 80

[2471]  tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2472]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2473] 85 90 95

[2474] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[2475]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2476] 100 105 110

[2477] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2478] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2479] 115 120 125

[2480] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2481] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2482] 130 135 140

[2483] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2484] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2485] 145 150 155 160

[2486] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2487]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2488] 165 170 175

[2489] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[2490] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2491] 180 185 190

[2492] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2493] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2494] 195 200 205

[2495] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
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[2496] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2497] 210 215 220

[2498] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2499] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2500] 225 230 235 240

[2501] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2502] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2503] 245 250 255

[2504] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2505] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2506] 260 265 270

[2507] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[2508] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2509] 275 280 285

[2510] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2511]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2512] 290 295 300

[2513] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2514] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2515] 305 310 315 320

[2516] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2517]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2518] 325 330 335

[2519] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2520] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2521] 340 345 350

[2522] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2523] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2524] 355 360 365

[2525] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[2526] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2527] 370 375 380

[2528] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[2529] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[2530] 385 390 395 400

[2531] ccc gat gtg gge tce tcg gac cct ctg age atg gtg gaa get tce cag 1248
[2532] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Ala Ser Gln

[2533] 405 410 415

[2534] ggc cga agc ccc age tac gect tce taa 1275

137



CN 107188950 B g yu % 66/226 7T
[2535] Gly Arg Ser Pro Ser Tyr Ala Ser

[2536] 420

[2537]  <210> 63

[2538] <211> 424

[2539]  <212> PRT

[2540]  <213> AT

[2541]  <220>

[2542]  <223> LR AR

[2543]  <400> 63

[2544] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[2545] 1 5 10 15
[2546] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2547] 20 25 30

[2548] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2549] 35 40 45

[2550] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2551] 50 55 60

[2552] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2553] 65 70 75 80
[2554]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2555] 85 90 95
[2556] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2557] 100 105 110

[2558] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2559] 115 120 125

[2560] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2561] 130 135 140

[2562] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2563] 145 150 155 160
[2564]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2565] 165 170 175
[2566] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2567] 180 185 190

[2568] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2569] 195 200 205

[2570] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2571] 210 215 220

[2572]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2573] 225 230 235 240
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[2574]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2575] 245 250 255
[2576] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2577] 260 265 270

[2578] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[2579] 275 280 285

[2580] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[2581] 290 295 300

[2582] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[2583] 305 310 315 320
[2584] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2585] 325 330 335
[2586] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[2587] 340 345 350

[2588] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[2589] 355 360 365

[2590] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[2591] 370 375 380

[2592] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[2593] 385 390 395 400
[2594]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Ala Ser Gln
[2595] 405 410 415
[2596] Gly Arg Ser Pro Ser Tyr Ala Ser

[2597] 420

[2598] <210> 64

[2599] <211> 1275

[2600]  <212> DNA

[2601]  <213> AT

[2602] <220>

[2603]  <223> Fc-L15-P150A G151A T152V

[2604] <220>

[2605]  <221> CDS

[2606]  <222> (1) .. (1275)

[2607]  <400> 64

[2608] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2609] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2610] 1 5 10 15

[2611]  ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2612]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
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[2613] 20 25 30

[2614] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2615] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2616] 35 40 45

[2617] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2618] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2619] 50 55 60

[2620] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2621]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2622] 65 70 75 80

[2623] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2624]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2625] 85 90 95

[2626] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[2627]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2628] 100 105 110

[2629] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2630] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2631] 115 120 125

[2632] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2633] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2634] 130 135 140

[2635] agc ctg acc tgec ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2636] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2637] 145 150 155 160

[2638] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2639]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2640] 165 170 175

[2641] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[2642] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2643] 180 185 190

[2644] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2645] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2646] 195 200 205

[2647] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2648] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2649] 210 215 220

[2650] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2651]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

140



CN 107188950 B ,? yu % 69/226 11

[2652] 225 230 235 240

[2653] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2654]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2655] 245 250 255

[2656] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2657]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2658] 260 265 270

[2659] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[2660] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2661] 275 280 285

[2662] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2663] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2664] 290 295 300

[2665] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2666] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2667] 305 310 315 320

[2668] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2669]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2670] 325 330 335

[2671] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2672]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2673] 340 345 350

[2674] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2675] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2676] 355 360 365

[2677] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[2678] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2679] 370 375 380

[2680] ctg ccc ccc gea cec ccg gag cca gee gea gtt ctg gee cce cag cec 1200
[2681] Leu Pro Pro Ala Pro Pro Glu Pro Ala Ala Val Leu Ala Pro Gln Pro

[2682] 385 390 395 400

[2683] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tec cag 1248
[2684]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln

[2685] 405 410 415

[2686] ggc cga agc ccc age tac gect tce taa 1275
[2687] Gly Arg Ser Pro Ser Tyr Ala Ser

[2688] 420

[2689] <210> 65
[2690] <211> 424
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[2691]  <212> PRT

[2692] <213> AT

[2693] <220>

[2694]  <223> L pAEE AR

[2695]  <400> 65

[2696] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[2697] 1 5 10 15
[2698] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2699] 20 25 30

[2700] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2701] 35 40 45

[2702] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2703] 50 55 60

[2704]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2705] 65 70 75 80
[2706]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2707] 85 90 95
[2708] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2709] 100 105 110

[2710] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2711] 115 120 125

[2712]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2713] 130 135 140

[2714]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2715] 145 150 155 160
[2716]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2717] 165 170 175
[2718] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2719] 180 185 190

[2720] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2721] 195 200 205

[2722] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2723] 210 215 220

[2724]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2725] 225 230 235 240
[2726] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[2727] 245 250 255
[2728] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2729] 260 265 270
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[2730]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2731] 275 280 285

[2732]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2733] 290 295 300

[2734] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2735] 305 310 315 320

[2736]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2737] 325 330 335

[2738]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2739] 340 345 350

[2740] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2741] 355 360 365

[2742] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2743] 370 375 380

[2744]  Leu Pro Pro Ala Pro Pro Glu Pro Ala Ala Val Leu Ala Pro Gln Pro

[2745] 385 390 395 400

[2746] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln

[2747] 405 410 415

[2748] Gly Arg Ser Pro Ser Tyr Ala Ser

[2749] 420

[2750]  <210> 66

[2751]  <211> 1275

[2752]  <212> DNA

[2753]  <213> ANTLF4

[2754]  <220>

[2755]  <223> Fc-L15-G170E S172L

[2756]  <220>

[2757]  <221> CDS

[2758] <222> (1) .. (1275)

[2759]  <400> 66

[2760] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2761]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2762] 1 5 10 15

[2763] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2764]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2765] 20 25 30

[2766] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2767] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2768] 35 40 45
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[2769] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2770]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2771] 50 55 60

[2772] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[2773]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2774] 65 70 75 80

[2775] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2776]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2777] 85 90 95

[2778] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[2779] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2780] 100 105 110

[2781] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2782] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2783] 115 120 125

[2784] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2785] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2786] 130 135 140

[2787] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2788] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2789] 145 150 155 160

[2790] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2791]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2792] 165 170 175

[2793] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[2794]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2795] 180 185 190

[2796] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2797] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2798] 195 200 205

[2799] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2800] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2801] 210 215 220

[2802] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2803] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2804] 225 230 235 240

[2805] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2806] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2807] 245 250 265
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[2808] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2809] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2810] 260 265 270

[2811] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[2812] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2813] 275 280 285

[2814] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2815] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2816] 290 295 300

[2817] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2818] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2819] 305 310 315 320

[2820] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2821]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[2822] 325 330 335

[2823] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2824] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2825] 340 345 350

[2826] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2827] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2828] 355 360 365

[2829] cgg gac cct geca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[2830] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2831] 370 375 380

[2832] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[2833] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[2834] 385 390 395 400

[2835] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gaa cct ctg cag 1248
[2836] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Leu Gln

[2837] 405 410 415

[2838] ggc cga agc ccc age tac get tce taa 1275
[2839] Gly Arg Ser Pro Ser Tyr Ala Ser

[2840] 420

[2841]  <210> 67

[2842] <211> 424

[2843] <212> PRT

[2844] <213> ATLF%
[2845] <220

[2846]  <223> &RMgEAA
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[2847]  <400> 67

[2848] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[2849] 1 5 10 15
[2850] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[2851] 20 25 30

[2852] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[2853] 35 40 45

[2854] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[2855] 50 55 60

[2856] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[2857] 65 70 75 80
[2858] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[2859] 85 90 95
[2860] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[2861] 100 105 110

[2862] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[2863] 115 120 125

[2864] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[2865] 130 135 140

[2866] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[2867] 145 150 155 160
[2868] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[2869] 165 170 175
[2870] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[2871] 180 185 190

[2872] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[2873] 195 200 205

[2874] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[2875] 210 215 220

[2876] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[2877] 225 230 235 240
[2878] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[2879] 245 250 255
[2880] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[2881] 260 265 270

[2882] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[2883] 275 280 285

[2884] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[2885] 290 295 300
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[2886] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2887] 305 310 315 320
[2888] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[2889] 325 330 335
[2890] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[2891] 340 345 350

[2892] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[2893] 355 360 365

[2894] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[2895] 370 375 380

[2896] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[2897] 385 390 395 400
[2898] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Leu Gln
[2899] 405 410 415
[2900] Gly Arg Ser Pro Ser Tyr Ala Ser

[2901] 420

[2902] <210> 68

[2903] <211> 1275

[2904]  <212> DNA

[2905]  <213> ANTLF4

[2906] <220>

[2907]  <223> Fc-L15-G170A

[2908] <220>

[2909]  <221> (DS

[2910] <222> (1) .. (1275)

[2911]  <400> 68

[2912] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[2913] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[2914] 1 5 10 15

[2915] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[2916] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[2917] 20 25 30

[2918] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[2919] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[2920] 35 40 45

[2921] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[2922] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[2923] 50 55 60

[2924] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
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[2925] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[2926] 65 70 75 80

[2927] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[2928] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[2929] 85 90 95

[2930] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cece 336
[2931] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[2932] 100 105 110

[2933] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[2934] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[2935] 115 120 125

[2936] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[2937]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[2938] 130 135 140

[2939] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[2940] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[2941] 145 150 155 160

[2942] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[2943]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[2944] 165 170 175

[2945] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[2946] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[2947] 180 185 190

[2948] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[2949] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[2950] 195 200 205

[2951] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[2952] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[2953] 210 215 220

[2954] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[2955]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[2956] 225 230 235 240

[2957] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[2958] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[2959] 245 250 255

[2960] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[2961]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[2962] 260 265 270

[2963] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
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[2964]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[2965] 275 280 285

[2966] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[2967]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[2968] 290 295 300

[2969] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[2970] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[2971] 305 310 315 320

[2972] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[2973]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[2974] 325 330 335

[2975] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[2976] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[2977] 340 345 350

[2978] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[2979] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[2980] 355 360 365

[2981] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[2982] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[2983] 370 375 380

[2984] ctg ccc ccc gea cec ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[2985] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[2986] 385 390 395 400

[2987] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gct cct tec cag 1248
[2988] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Ala Pro Ser Gln

[2989] 405 410 415

[2990] ggc cga agc ccc age tac gect tce taa 1275
[2991]  Gly Arg Ser Pro Ser Tyr Ala Ser

[2992] 420

[2993] <210> 69

[2994]  <211> 424

[2995] <212> PRT

[2996] <213> AT

[2997] <220>

[2998]  <223> Zr R fA

[2999]  <400> 69

[3000] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[3001] 1 5 10 15
[3002] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
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[3003] 20 25 30

[3004] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3005] 35 40 45

[3006] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3007] 50 55 60

[3008] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3009] 65 70 75 80
[3010] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3011] 85 90 95
[3012] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3013] 100 105 110

[3014] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3015] 115 120 125

[3016] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3017] 130 135 140

[3018] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3019] 145 150 155 160
[3020] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3021] 165 170 175
[3022] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3023] 180 185 190

[3024] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3025] 195 200 205

[3026] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3027] 210 215 220

[3028] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3029] 225 230 235 240
[3030] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3031] 245 250 255
[3032] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3033] 260 265 270

[3034] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3035] 275 280 285

[3036] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3037] 290 295 300

[3038] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3039] 305 310 315 320
[3040] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3041] 325 330 335
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[3042] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3043] 340 345 350

[3044] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3045] 355 360 365

[3046] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3047] 370 375 380

[3048] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3049] 385 390 395 400
[3050] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Ala Pro Ser Gln
[3051] 405 410 415
[3052] Gly Arg Ser Pro Ser Tyr Ala Ser

[3053] 420

[3054]  <210> 70

[3055]  <211> 1275

[3056] <212> DNA

[3057]1  <213> ANTLF4

[3058]  <220>

[3059] <223> Fc-L15-G170C

[3060] <220>

[3061] <221> (DS

[3062] <222> (1)..(1275)

[3063]  <400> 70

[3064] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3065] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3066] 1 5 10 15

[3067] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[3068] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3069] 20 25 30

[3070] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3071] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3072] 35 40 45

[3073] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3074] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3075] 50 55 60

[3076] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3077] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3078] 65 70 75 80

[3079] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3080] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
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[3081] 85 90 95

[3082] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[3083] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3084] 100 105 110

[3085] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3086] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3087] 115 120 125

[3088] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[3089] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3090] 130 135 140

[3091] agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[3092] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[3093] 145 150 155 160

[3094] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3095] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3096] 165 170 175

[3097] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[3098] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3099] 180 185 190

[3100] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[3101]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3102] 195 200 205

[3103] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3104] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3105] 210 215 220

[3106] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3107] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3108] 225 230 235 240

[3109] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3110] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3111] 245 250 255

[3112] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3113] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3114] 260 265 270

[3115] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3116] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3117] 275 280 285

[3118] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3119]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
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[3120] 290 295 300

[3121] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3122] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3123] 305 310 315 320

[3124] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3125] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3126] 325 330 335

[3127] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[3128] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3129] 340 345 350

[3130] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3131]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[3132] 355 360 365

[3133] cgg gac cct geca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[3134] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3135] 370 375 380

[3136] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3137]  Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[3138] 385 390 395 400

[3139] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg tge cct tec cag 1248
[3140] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Cys Pro Ser Gln

[3141] 405 410 415

[3142] ggc cga agc ccc age tac get tce taa 1275
[3143]  Gly Arg Ser Pro Ser Tyr Ala Ser

[3144] 420

[3145] <210> 71

[3146]  <211> 424

[3147]  <212> PRT

[3148] <213> AT

[3149]  <220>

[3150]  <223> & pAEE {4

[3151]  <400> 71

[3152] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3153] 1 5 10 15
[3154]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3155] 20 25 30

[3156] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3157] 35 40 45

[3158] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
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[3159] 50 55 60

[3160]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3161] 65 70 75 80
[3162] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3163] 85 90 95
[3164] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3165] 100 105 110

[3166] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3167] 115 120 125

[3168] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3169] 130 135 140

[3170] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3171] 145 150 155 160
[3172]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3173] 165 170 175
[3174]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3175] 180 185 190

[3176] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3177] 195 200 205

[3178] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3179] 210 215 220

[3180] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3181] 225 230 235 240
[3182] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3183] 245 250 255
[3184] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3185] 260 265 270

[3186] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3187] 275 280 285

[3188] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3189] 290 295 300

[3190] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3191] 305 310 315 320
[3192] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3193] 325 330 335
[3194]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3195] 340 345 350

[3196] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3197] 355 360 365
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[3198] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3199] 370 375 380

[3200] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3201] 385 390 395 400
[3202] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Cys Pro Ser Gln
[3203] 405 410 415
[3204] Gly Arg Ser Pro Ser Tyr Ala Ser

[3205] 420

[3206] <210> 72

[3207] <211> 1275

[3208] <212> DNA

[3209] <213> AT

[3210] <220>

[3211]  <223> Fc-L15-G170D

[3212] <220>

[3213] <221> (DS

[3214] <222> (1) .. (1275)

[3215]  <400> 72

[3216] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3217]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3218] 1 5 10 15

[3219] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[3220] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3221] 20 25 30

[3222] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3223] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3224] 35 40 45

[3225] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3226] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3227] 50 55 60

[3228] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3229] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3230] 65 70 75 80

[3231] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3232] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3233] 85 90 95

[3234] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cece 336
[3235] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3236] 100 105 110
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[3237] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3238] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3239] 115 120 125

[3240] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[3241] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3242] 130 135 140

[3243] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[3244] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[3245] 145 150 155 160

[3246] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3247]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3248] 165 170 175

[3249] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[3250] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3251] 180 185 190

[3252] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[3253] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3254] 195 200 205

[3255] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3256] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3257] 210 215 220

[3258] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3259] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3260] 225 230 235 240

[3261] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3262] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3263] 245 250 255

[3264] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3265] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3266] 260 265 270

[3267] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3268] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3269] 275 280 285

[3270] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3271]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[3272] 290 295 300

[3273] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3274] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3275] 305 310 315 320
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[3276] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3277]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3278] 325 330 335

[3279] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[3280] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3281] 340 345 350

[3282] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3283] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[3284] 355 360 365

[3285] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[3286] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3287] 370 375 380

[3288] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3289] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[3290] 385 390 395 400

[3291] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gac cct tec cag 1248
[3292] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Asp Pro Ser Gln

[3293] 405 410 415

[3294] ggc cga agc ccc age tac gect tce taa 1275
[3295] Gly Arg Ser Pro Ser Tyr Ala Ser

[3296] 420

[3297] <210> 73

[3298] <211> 424

[3299]  <212> PRT

[3300] <213> AT

[3301] <220>

[3302]  <223> A pEEfA

[3303] <400> 73

[3304] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3305] 1 5 10 15
[3306] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3307] 20 25 30

[3308] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3309] 35 40 45

[3310] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3311] 50 55 60

[3312] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3313] 65 70 75 80

[3314]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
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[3315] 85 90 95
[3316] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3317] 100 105 110

[3318] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3319] 115 120 125

[3320] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3321] 130 135 140

[3322] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3323] 145 150 155 160
[3324] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3325] 165 170 175
[3326] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3327] 180 185 190

[3328] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3329] 195 200 205

[3330] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3331] 210 215 220

[3332] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3333] 225 230 235 240
[3334] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3335] 245 250 255
[3336] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3337] 260 265 270

[3338] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3339] 275 280 285

[3340] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3341] 290 295 300

[3342] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3343] 305 310 315 320
[3344]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3345] 325 330 335
[3346] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3347] 340 345 350

[3348] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3349] 355 360 365

[3350] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3351] 370 375 380

[3352] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3353] 385 390 395 400
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[3354] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Asp Pro Ser Gln

[3355] 405 410 415
[3356] Gly Arg Ser Pro Ser Tyr Ala Ser
[3357] 420

[3358] <210> 74

[3359] <211> 1275

[3360] <212> DNA

[3361] <213> AT

[3362] <220>

[3363] <223> Fc-L15-G170N

[3364] <220>

[3365] <221> (DS

[3366] <222> (1)..(1275)

[3367]  <400> 74

[3368] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3369] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3370] 1 5 10 15

[3371] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[3372] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3373] 20 25 30

[3374] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3375] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3376] 35 40 45

[3377] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3378] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3379] 50 55 60

[3380] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3381] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3382] 65 70 75 80

[3383] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3384] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3385] 85 90 95

[3386] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[3387] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3388] 100 105 110

[3389] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3390] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3391] 115 120 125

[3392] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
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[3393] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3394] 130 135 140

[3395] agc ctg acc tgec ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[3396] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[3397] 145 150 155 160

[3398] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3399]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3400] 165 170 175

[3401] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[3402] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3403] 180 185 190

[3404] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[3405] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3406] 195 200 205

[3407] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3408] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3409] 210 215 220

[3410] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3411]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3412] 225 230 235 240

[3413] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3414]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3415] 245 250 255

[3416] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3417] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3418] 260 265 270

[3419] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3420] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3421] 275 280 285

[3422] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3423] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[3424] 290 295 300

[3425] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3426] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3427] 305 310 315 320

[3428] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3429] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3430] 325 330 335

[3431] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
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[3432] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3433] 340 345 350

[3434] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3435] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[3436] 355 360 365

[3437] cgg gac cct geca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[3438] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3439] 370 375 380

[3440] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3441] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[3442] 385 390 395 400

[3443] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg aac cct tcec cag 1248
[3444]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Asn Pro Ser Gln

[3445] 405 410 415

[3446] ggc cga agc ccc age tac get tce taa 1275
[3447]  Gly Arg Ser Pro Ser Tyr Ala Ser

[3448] 420

[3449] <210> 75

[3450] <211> 424

[3451] <212> PRT

[3452]  <213> AT

[3453] <220

[3454]  <223> LR AR

[3455]  <400> 75

[3456] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3457] 1 5 10 15
[3458] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3459] 20 25 30

[3460] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3461] 35 40 45

[3462] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3463] 50 55 60

[3464] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3465] 65 70 75 80
[3466] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3467] 85 90 95
[3468] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3469] 100 105 110

[3470] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
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[3471] 115 120 125

[3472] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3473] 130 135 140

[3474] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3475] 145 150 155 160
[3476]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3477] 165 170 175
[3478] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3479] 180 185 190

[3480] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3481] 195 200 205

[3482] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3483] 210 215 220

[3484] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3485] 225 230 235 240
[3486] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3487] 245 250 255
[3488] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3489] 260 265 270

[3490] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3491] 275 280 285

[3492] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3493] 290 295 300

[3494] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3495] 305 310 315 320
[3496] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3497] 325 330 335
[3498] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3499] 340 345 350

[3500] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3501] 355 360 365

[3502] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3503] 370 375 380

[3504] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3505] 385 390 395 400
[3506] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Asn Pro Ser Gln
[3507] 405 410 415
[3508] Gly Arg Ser Pro Ser Tyr Ala Ser

[35091] 420

162



CN 107188950 B ,? yu % 91/226 11

[3510] <210> 76

[3511]  <211> 1275

[3512]  <212> DNA

[3513]  <213> AT

[3514] <220

[3515]  <223> Fc-L15-G170S

[3516]  <220>

[3517]  <221> CDS

[3518] <222> (1)..(1275)

[3519]  <400> 76

[3520] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3521] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3522] 1 5 10 15

[3523] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[3524] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3525] 20 25 30

[3526] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3527] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3528] 35 40 45

[3529] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3530] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3531] 50 55 60

[3532] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3533] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3534] 65 70 75 80

[3535] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3536] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3537] 85 90 95

[3538] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[3539] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3540] 100 105 110

[3541] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3542] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3543] 115 120 125

[3544] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[3545] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3546] 130 135 140

[3547] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[3548] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
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[3549] 145 150 155 160

[3550] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3551]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3552] 165 170 175

[3553] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[3554] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3555] 180 185 190

[3556] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[3557] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3558] 195 200 205

[3559] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3560] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3561] 210 215 220

[3562] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3563] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3564] 225 230 235 240

[3565] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3566] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3567] 245 250 255

[3568] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3569] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3570] 260 265 270

[3571] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3572] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3573] 275 280 285

[3574] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3575] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[3576] 290 295 300

[3577] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3578] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3579] 305 310 315 320

[3580] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3581] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3582] 325 330 335

[3583] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[3584] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3585] 340 345 350

[3586] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3587] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
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[3588] 355 360 365

[3589] cgg gac cct gca ccc cga gga cca gect cge tte ctg cca cta cca gge 1152
[3590] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3591] 370 375 380

[3592] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3593] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[3594] 385 390 395 400

[3595] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg tce cct tec cag 1248
[3596] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Ser Pro Ser Gln

[3597] 405 410 415

[3598] ggc cga agc ccc age tac gect tce taa 1275
[3599] Gly Arg Ser Pro Ser Tyr Ala Ser

[3600] 420

[3601]  <210> 77

[3602] <211> 424

[3603]  <212> PRT

[3604] <213> AT

[3605]  <220>

[3606]  <223> LR fA

[3607]  <400> 77

[3608] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3609] 1 5 10 15
[3610] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3611] 20 25 30

[3612] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3613] 35 40 45

[3614]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3615] 50 55 60

[3616] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3617] 65 70 75 80
[3618] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3619] 85 90 95
[3620] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3621] 100 105 110

[3622] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3623] 115 120 125

[3624] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3625] 130 135 140

[3626] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
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[3627] 145 150 155 160
[3628] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3629] 165 170 175
[3630] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3631] 180 185 190

[3632] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3633] 195 200 205

[3634] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3635] 210 215 220

[3636] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3637] 225 230 235 240
[3638] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3639] 245 250 255
[3640] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3641] 260 265 270

[3642]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3643] 275 280 285

[3644]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3645] 290 295 300

[3646] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3647] 305 310 315 320
[3648] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3649] 325 330 335
[3650] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3651] 340 345 350

[3652] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3653] 355 360 365

[3654] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3655] 370 375 380

[3656] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3657] 385 390 395 400
[3658] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Ser Pro Ser Gln
[3659] 405 410 415
[3660] Gly Arg Ser Pro Ser Tyr Ala Ser

[3661] 420

[3662] <210> 78

[3663] <211> 1275

[3664]  <212> DNA

[3665]  <213> NTLF4
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[3666] <220>

[3667]  <223> Fc-L15-P171E

[3668] <220>

[3669]  <221> (DS

[3670]  <222> (1) .. (1275)

[3671]  <400> 78

[3672] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3673] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3674] 1 5 10 15

[3675] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[3676] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3677] 20 25 30

[3678] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3679] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3680] 35 40 45

[3681] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3682] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3683] 50 55 60

[3684] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3685] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3686] 65 70 75 80

[3687] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3688] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3689] 85 90 95

[3690] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[3691] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3692] 100 105 110

[3693] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3694] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3695] 115 120 125

[3696] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[3697] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3698] 130 135 140

[3699] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[3700] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[3701] 145 150 155 160
[3702] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3703]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3704] 165 170 175
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[3705] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[3706] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3707] 180 185 190

[3708] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[3709] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3710] 195 200 205

[3711] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3712] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3713] 210 215 220

[3714] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3715]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3716] 225 230 235 240

[3717] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3718] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3719] 245 250 255

[3720] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3721] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3722] 260 265 270

[3723] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3724]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3725] 275 280 285

[3726] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3727]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[3728] 290 295 300

[3729] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3730] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3731] 305 310 315 320

[3732] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3733]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3734] 325 330 335

[3735] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[3736] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3737] 340 345 350

[3738] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3739]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[3740] 355 360 365

[3741] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[3742] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3743] 370 375 380
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[3744] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3745] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3746] 385 390 395 400
[3747] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga gaa tcc cag 1248
[3748] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Glu Ser Gln

[3749] 405 410 415

[3750] ggc cga agc ccc age tac gect tce taa 1275
[3751]  Gly Arg Ser Pro Ser Tyr Ala Ser

[3752] 420

[3753] <210> 79

[3754] <211> 424

[3755] <212> PRT

[3756] <213> AN LJF%

[3757]  <220>

[3758]  <223> & RiMEAA

[3759]  <400> 79

[3760] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[37611 1 5 10 15
[3762] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3763] 20 25 30

[3764] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3765] 35 40 45

[3766] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3767] 50 55 60

[3768] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3769] 65 70 75 80
[3770] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3771] 85 90 95
[3772]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3773] 100 105 110

[3774] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3775] 115 120 125

[3776] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3777] 130 135 140

[3778] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3779] 145 150 155 160
[3780] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3781] 165 170 175

[3782] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
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[3783] 180 185 190

[3784] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3785] 195 200 205

[3786] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[3787] 210 215 220

[3788] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3789] 225 230 235 240
[3790] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3791] 245 250 255
[3792] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3793] 260 265 270

[3794]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3795] 275 280 285

[3796]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3797] 290 295 300

[3798] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3799] 305 310 315 320
[3800] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3801] 325 330 335
[3802] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3803] 340 345 350

[3804] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3805] 355 360 365

[3806] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3807] 370 375 380

[3808] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3809] 385 390 395 400
[3810] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Glu Ser Gln
[3811] 405 410 415
[3812] Gly Arg Ser Pro Ser Tyr Ala Ser

[3813] 420

[3814] <210> 80

[3815]  <211> 1275

[3816] <212> DNA

[3817] <213> ANTLF4

[3818] <220>

[3819]  <223> Fc-L15-P171H

[3820] <220>

[3821] <221> (DS
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[3822] <222> (1)..(1275)

[3823]  <400> 80

[3824] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3825] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3826] 1 5 10 15

[3827] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[3828] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3829] 20 25 30

[3830] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3831] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3832] 35 40 45

[3833] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3834] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3835] 50 55 60

[3836] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3837] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3838] 65 70 75 80

[3839] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3840] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3841] 85 90 95

[3842] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[3843] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3844] 100 105 110

[3845] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3846] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3847] 115 120 125

[3848] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[3849] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[3850] 130 135 140

[3851] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[3852] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[3853] 145 150 155 160

[3854] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[3855] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[3856] 165 170 175

[3857] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[3858] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[3859] 180 185 190

[3860] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
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[3861] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[3862] 195 200 205

[3863] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[3864] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[3865] 210 215 220

[3866] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[3867] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[3868] 225 230 235 240

[3869] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[3870] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[3871] 245 250 255

[3872] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[3873] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[3874] 260 265 270

[3875] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[3876] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[3877] 275 280 285

[3878] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[3879] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[3880] 290 295 300

[3881] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[3882] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[3883] 305 310 315 320

[3884] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[3885] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[3886] 325 330 335

[3887] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[3888] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[3889] 340 345 350

[3890] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[3891] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[3892] 355 360 365

[3893] cgg gac cct geca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[3894] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[3895] 370 375 380

[3896] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[3897] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[3898] 385 390 395 400

[3899] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga cac tcc cag 1248
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[3900] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly His Ser Gln

[3901] 405 410 415

[3902] ggc cga agc ccc age tac gect tce taa 1275
[3903] Gly Arg Ser Pro Ser Tyr Ala Ser

[3904] 420

[3905] <210> 81

[3906]  <211> 424

[3907] <212> PRT

[3908] <213> AT

[3909] <220>

[3910]  <223> &R fAs

[3911]1  <400> 81

[3912] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[3913] 1 5 10 15
[3914] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[3915] 20 25 30

[3916] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[3917] 35 40 45

[3918] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[3919] 50 55 60

[3920] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[3921] 65 70 75 80
[3922] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[3923] 85 90 95
[3924] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[3925] 100 105 110

[3926] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[3927] 115 120 125

[3928] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[3929] 130 135 140

[3930] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[3931] 145 150 155 160
[3932] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[3933] 165 170 175
[3934]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[3935] 180 185 190

[3936] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[3937] 195 200 205

[3938] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
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[3939] 210 215 220

[3940] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[3941] 225 230 235 240
[3942] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[3943] 245 250 255
[3944] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[3945] 260 265 270

[3946] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[3947] 275 280 285

[3948] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[3949] 290 295 300

[3950] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[3951] 305 310 315 320
[3952] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[3953] 325 330 335
[3954]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[3955] 340 345 350

[3956] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[3957] 355 360 365

[3958] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[3959] 370 375 380

[3960] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[3961] 385 390 395 400
[3962] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly His Ser Gln
[3963] 405 410 415
[3964]  Gly Arg Ser Pro Ser Tyr Ala Ser

[3965] 420

[3966] <210> 82

[3967] <211> 1275

[3968]  <212> DNA

[3969] <213> AT

[3970]  <220>

[3971]  <223> Fc-L15-P171Q

[3972] <220

[3973]  <221> (DS

[3974] <222> (1)..(1275)

[3975]  <400> 82

[3976] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[3977] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
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[3978] 1 5 10 15

[3979] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[3980] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[3981] 20 25 30

[3982] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[3983] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[3984] 35 40 45

[3985] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[3986] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[3987] 50 55 60

[3988] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[3989] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[3990] 65 70 75 80

[3991] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[3992] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[3993] 85 90 95

[3994] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[3995] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[3996] 100 105 110

[3997] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[3998] TIle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[3999] 115 120 125

[4000] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4001]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4002] 130 135 140

[4003] agc ctg acc tgec ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4004] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4005] 145 150 155 160

[4006] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4007]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4008] 165 170 175

[4009] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[4010] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4011] 180 185 190

[4012] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4013] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4014] 195 200 205

[4015] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4016] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
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[4017] 210 215 220

[4018] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4019]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4020] 225 230 235 240

[4021] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4022] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4023] 245 250 255

[4024] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4025] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4026] 260 265 270

[4027] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4028] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4029] 275 280 285

[4030] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4031]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4032] 290 295 300

[4033] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4034] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4035] 305 310 315 320

[4036] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[4037]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4038] 325 330 335

[4039] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4040] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4041] 340 345 350

[4042] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4043] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4044] 355 360 365

[4045] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[4046] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4047] 370 375 380

[4048] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4049] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4050] 385 390 395 400

[4051] ccc gat gtg gge tce tecg gac cct ctg age atg gtg gga cag tcc cag 1248
[4052] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gln Ser Gln

[4053] 405 410 415

[4054] ggc cga agc ccc age tac get tce taa 1275
[4055] Gly Arg Ser Pro Ser Tyr Ala Ser
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[4056] 420

[4057]  <210> 83

[4058] <211> 424

[4059] <212> PRT

[4060] <213> AT

[4061]  <220>

[4062]  <223> £ pRAEEfA

[4063]  <400> 83

[4064] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[4065] 1 5) 10 15
[4066] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4067] 20 25 30

[4068] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4069] 35 40 45

[4070] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4071] 50 55 60

[4072] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4073] 65 70 75 80
[4074]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4075] 85 90 95
[4076] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4077] 100 105 110

[4078] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4079] 115 120 125

[4080] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4081] 130 135 140

[4082] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4083] 145 150 155 160
[4084] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4085] 165 170 175
[4086] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4087] 180 185 190

[4088] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4089] 195 200 205

[4090] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4091] 210 215 220

[4092] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4093] 225 230 235 240
[4094] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
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[4095] 245 250 255
[4096] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4097] 260 265 270

[4098] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[4099] 275 280 285

[4100] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4101] 290 295 300

[4102] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[4103] 305 310 315 320
[4104]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4105] 325 330 335
[4106] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[4107] 340 345 350

[4108] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4109] 355 360 365

[4110] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[4111] 370 375 380

[4112] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4113] 385 390 395 400
[4114]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gln Ser Gln
[4115] 405 410 415
[4116] Gly Arg Ser Pro Ser Tyr Ala Ser

[4117] 420

[4118] <210> &4

[4119]  <211> 1275

[4120]  <212> DNA

[4121]  <213> AT

[4122]  <220>

[4123]  <223> Fc-L15-P171T

[4124]  <220>

[4125]  <221> CDS

[4126] <222> (1) .. (1275)

[4127]  <400> &4

[4128] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4129] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4130] 1 5 10 15

[4131] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[4132] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4133] 20 25 30
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[4134] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4135] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4136] 35 40 45

[4137] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[4138] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4139] 50 55 60

[4140] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4141]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[4142] 65 70 75 80

[4143] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4144]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4145] 85 90 95

[4146] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cece 336
[4147]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4148] 100 105 110

[4149] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[4150] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4151] 115 120 125

[4152] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4153] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4154] 130 135 140

[4155] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4156]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4157] 145 150 155 160

[4158] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4159]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4160] 165 170 175

[4161] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[4162]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4163] 180 185 190

[4164] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4165] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4166] 195 200 205

[4167] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4168] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4169] 210 215 220

[4170] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4171]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4172] 225 230 235 240
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[4173] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4174]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4175] 245 250 255

[4176] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4177]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4178] 260 265 270

[4179] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4180] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4181] 275 280 285

[4182] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4183]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4184] 290 295 300

[4185] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4186] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4187] 305 310 315 320

[4188] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[4189]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4190] 325 330 335

[4191] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4192] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4193] 340 345 350

[4194] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4195] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4196] 355 360 365

[4197] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[4198] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4199] 370 375 380

[4200] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4201] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4202] 385 390 395 400

[4203] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga act tcc cag 1248
[4204] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Thr Ser Gln

[4205] 405 410 415

[4206] ggc cga agc ccc age tac get tce taa 1275
[4207] Gly Arg Ser Pro Ser Tyr Ala Ser

[4208] 420

[4209] <210> 85
[4210] <211> 424
[4211] <212> PRT
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[4212]  <213> AT

[4213]  <220>

[4214]  <223> LR EEAA

[4215]  <400> 85

[4216] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[4217] 1 5) 10 15
[4218] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4219] 20 25 30

[4220] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4221] 35 40 45

[4222] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4223] 50 55 60

[4224] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4225] 65 70 75 80
[4226] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4227] 85 90 95
[4228] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4229] 100 105 110

[4230] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4231] 115 120 125

[4232] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4233] 130 135 140

[4234]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4235] 145 150 155 160
[4236] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4237] 165 170 175
[4238] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4239] 180 185 190

[4240] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4241] 195 200 205

[4242] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4243] 210 215 220

[4244]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4245] 225 230 235 240
[4246] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[4247] 245 250 255
[4248] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4249] 260 265 270

[4250] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
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[4251] 275 280 285

[4252]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4253] 290 295 300

[4254] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[4255] 305 310 315 320
[4256] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4257] 325 330 335
[4258] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[4259] 340 345 350

[4260] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4261] 355 360 365

[4262] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[4263] 370 375 380

[4264] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4265] 385 390 395 400
[4266] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Thr Ser Gln
[4267] 405 410 415
[4268] Gly Arg Ser Pro Ser Tyr Ala Ser

[4269] 420

[4270]  <210> 86

[4271]  <211> 1275

[4272] <212> DNA

[4273]  <213> AT

[4274] <220

[4275]  <223> Fc-L15-P171Y

[4276]  <220>

[4277]  <221> (DS

[4278] <222> (1)..(1275)

[4279]  <400> 86

[4280] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4281] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4282] 1 5 10 15

[4283] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[4284] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4285] 20 25 30

[4286] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4287] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4288] 35 40 45

[4289] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
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[4290] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4291] 50 55 60

[4292] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4293] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[4294] 65 70 75 80

[4295] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4296]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4297] 85 90 95

[4298] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[4299] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4300] 100 105 110

[4301] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[4302] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4303] 115 120 125

[4304] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4305] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4306] 130 135 140

[4307] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4308] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4309] 145 150 155 160

[4310] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4311]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4312] 165 170 175

[4313] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[4314]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4315] 180 185 190

[4316] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4317]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4318] 195 200 205

[4319] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4320] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4321] 210 215 220

[4322] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4323] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4324] 225 230 235 240

[4325] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4326] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4327] 245 250 265

[4328] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
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[4329] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4330] 260 265 270

[4331] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4332] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4333] 275 280 285

[4334] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4335] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4336] 290 295 300

[4337] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4338] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4339] 305 310 315 320

[4340] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[4341]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4342] 325 330 335

[4343] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4344]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4345] 340 345 350

[4346] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4347] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4348] 355 360 365

[4349] cgg gac cct geca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[4350] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4351] 370 375 380

[4352] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4353] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4354] 385 390 395 400

[4355] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga tac tcc cag 1248
[4356] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Tyr Ser Gln

[4357] 405 410 415

[4358] ggc cga agc ccc age tac get tce taa 1275
[4359] Gly Arg Ser Pro Ser Tyr Ala Ser

[4360] 420

[4361]  <210> 87

[4362] <211> 424

[4363] <212> PRT

[4364]1  <213> ATLF4
[4365] <220

[4366]  <223> &RFgEAA
[4367]  <400> 87
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[4368] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[4369] 1 5 10 15
[4370] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4371] 20 25 30

[4372] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4373] 35 40 45

[4374]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4375] 50 55 60

[4376] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4377] 65 70 75 80
[4378] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4379] 85 90 95
[4380] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4381] 100 105 110

[4382] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4383] 115 120 125

[4384] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4385] 130 135 140

[4386] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4387] 145 150 155 160
[4388] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4389] 165 170 175
[4390] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4391] 180 185 190

[4392] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4393] 195 200 205

[4394] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4395] 210 215 220

[4396] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4397] 225 230 235 240
[4398] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[4399] 245 250 255
[4400] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4401] 260 265 270

[4402] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[4403] 275 280 285

[4404]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4405] 290 295 300

[4406] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
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[4407] 305 310 315 320
[4408] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4409] 325 330 335
[4410] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[4411] 340 345 350

[4412]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4413] 355 360 365

[4414]  Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[4415] 370 375 380

[4416] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4417] 385 390 395 400
[4418]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Tyr Ser Gln
[4419] 405 410 415
[4420] Gly Arg Ser Pro Ser Tyr Ala Ser

[4421] 420

[4422] <210> 88

[4423] <211> 1275

[4424]  <212> DNA

[4425]  <213> ANTLF4

[4426] <220>

[4427]  <223> Fc-L15-P171G

[4428] <220>

[4429] <221> CDS

[4430] <222> (1)..(1275)

[4431]  <400> 88

[4432] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4433] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4434] 1 5 10 15

[4435] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[4436] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4437] 20 25 30

[4438] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4439] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4440] 35 40 45

[4441] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[4442] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4443] 50 55 60

[4444] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4445]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
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[4446] 65 70 75 80

[4447]  tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4448] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4449] 85 90 95

[4450] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[4451]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4452] 100 105 110

[4453] atc gag aaa acc atc tcc aaa gcec aaa ggg cag ccc cga gaa cca cag 384
[4454] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4455] 115 120 125

[4456] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4457]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4458] 130 135 140

[4459] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4460]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4461] 145 150 155 160

[4462] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4463]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4464] 165 170 175

[4465] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[4466]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4467] 180 185 190

[4468] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tcc gtg 624
[4469] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4470] 195 200 205

[4471] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4472] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4473] 210 215 220

[4474] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4475]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4476] 225 230 235 240

[4477] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4478]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4479] 245 250 255

[4480] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4481] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4482] 260 265 270

[4483] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4484]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
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[4485] 275 280 285

[4486] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4487]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4488] 290 295 300

[4489] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4490] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4491] 305 310 315 320

[4492] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[4493]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4494] 325 330 335

[4495] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4496]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4497] 340 345 350

[4498] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4499] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4500] 355 360 365

[4501] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[4502] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4503] 370 375 380

[4504] ctg ccc ccc gea cec ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[4505] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4506] 385 390 395 400

[4507] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcc cag 1248
[4508] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[4509] 405 410 415

[4510] ggc cga agc ccc age tac gect tce taa 1275
[4511]  Gly Arg Ser Pro Ser Tyr Ala Ser

[4512] 420

[4513]  <210> 89

[4514]  <211> 424

[4515]  <212> PRT

[4516]  <213> AT

[4517]  <220>

[4518]  <223> &R {A

[4519]  <400> 89

[4520] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4521] 1 5 10 15
[4522] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4523] 20 25 30
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[4524] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4525] 35 40 45

[4526] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4527] 50 55 60

[4528] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4529] 65 70 75 80
[4530] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4531] 85 90 95
[4532] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4533] 100 105 110

[4534] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4535] 115 120 125

[4536] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4537] 130 135 140

[4538] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4539] 145 150 155 160
[4540]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4541] 165 170 175
[4542]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4543] 180 185 190

[4544]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4545] 195 200 205

[4546] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4547] 210 215 220

[4548] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4549] 225 230 235 240
[4550] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[4551] 245 250 255
[4552] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4553] 260 265 270

[4554]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[4555] 275 280 285

[4556] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4557] 290 295 300

[4558] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[4559] 305 310 315 320
[4560]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4561] 325 330 335
[4562]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
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[4563] 340 345 350

[4564] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4565] 355 360 365

[4566] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[4567] 370 375 380

[4568] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4569] 385 390 395 400
[4570] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[4571] 405 410 415
[4572]  Gly Arg Ser Pro Ser Tyr Ala Ser

[4573] 420

[4574]  <210> 90

[4575]  <211> 1275

[4576]  <212> DNA

[4577]1  <213> NTLF4

[4578]  <220>

[4579]  <223> Fc-L15-P171S

[4580]  <220>

[4581]  <221> (DS

[4582] <222> (1)..(1275)

[4583]  <400> 90

[4584] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4585] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4586] 1 5 10 15

[4587] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[4588] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4589] 20 25 30

[4590] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4591] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4592] 35 40 45

[4593] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[4594] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4595] 50 55 60

[4596] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4597] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[4598] 65 70 75 80

[4599] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4600] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4601] 85 90 95

190



CN 107188950 B ,? yu % 119/226 171

[4602] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[4603] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4604] 100 105 110

[4605] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[4606] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4607] 115 120 125

[4608] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4609] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4610] 130 135 140

[4611] agc ctg acc tge ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4612]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4613] 145 150 155 160

[4614] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4615]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4616] 165 170 175

[4617]  ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[4618] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4619] 180 185 190

[4620] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4621]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4622] 195 200 205

[4623] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4624] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4625] 210 215 220

[4626] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4627]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4628] 225 230 235 240

[4629] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4630] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4631] 245 250 255

[4632] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4633] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4634] 260 265 270

[4635] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4636] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4637] 275 280 285

[4638] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4639]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4640] 290 295 300
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[4641] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4642] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4643] 305 310 315 320

[4644] cca gat ggg gcc ctg tat gga tcg cte cac ttt gac cct gag gee tge 1008
[4645]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4646] 325 330 335

[4647] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4648]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4649] 340 345 350

[4650] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4651] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4652] 355 360 365

[4653] cgg gac cct geca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[4654] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4655] 370 375 380

[4656] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4657] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4658] 385 390 395 400

[4659] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga tct tec cag 1248
[4660] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Ser Ser Gln

[4661] 405 410 415

[4662] ggc cga agc ccc age tac get tce taa 1275
[4663] Gly Arg Ser Pro Ser Tyr Ala Ser

[4664] 420

[4665] <210> 91

[4666]  <211> 424

[4667]  <212> PRT

[4668] <213> AT

[4669]  <220>

[4670]  <223> L pRAEEfA

[4671]  <400> 91

[4672] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4673] 1 5) 10 15
[4674]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4675] 20 25 30

[4676] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4677] 35 40 45

[4678] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4679] 50 55 60
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[4680] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4681] 65 70 75 80
[4682] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4683] 85 90 95
[4684] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4685] 100 105 110

[4686] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4687] 115 120 125

[4688] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4689] 130 135 140

[4690] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4691] 145 150 155 160
[4692] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4693] 165 170 175
[4694]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4695] 180 185 190

[4696] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4697] 195 200 205

[4698] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4699] 210 215 220

[4700] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4701] 225 230 235 240
[4702] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[4703] 245 250 255
[4704] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4705] 260 265 270

[4706]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[4707] 275 280 285

[4708] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4709] 290 295 300

[4710] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[4711] 305 310 315 320
[4712]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4713] 325 330 335
[4714]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[4715] 340 345 350

[4716]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4717] 355 360 365

[4718] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
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[4719] 370 375 380

[4720] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4721] 385 390 395 400
[4722]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Ser Ser Gln
[4723] 405 410 415
[4724]  Gly Arg Ser Pro Ser Tyr Ala Ser

[4725] 420

[4726]  <210> 92

[4727]  <211> 1275

[4728]  <212> DNA

[4729]  <213> AT

[4730]  <220>

[4731]  <223> Fc-L15-P171W

[4732] <220

[4733]  <221> (DS

[4734]  <222> (1) .. (1275)

[4735]  <400> 92

[4736] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4737]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4738] 1 5 10 15

[4739] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[4740] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4741] 20 25 30

[4742] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4743] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4744] 35 40 45

[4745]  cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[4746] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4747] 50 55 60

[4748] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4749]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[4750] 65 70 75 80

[4751] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4752]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4753] 85 90 95

[4754] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[4755]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4756] 100 105 110

[4757] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
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[4758] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4759] 115 120 125

[4760] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4761]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[4762] 130 135 140

[4763] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4764]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4765] 145 150 155 160

[4766] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4767]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4768] 165 170 175

[4769] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[4770]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4771] 180 185 190

[4772] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4773]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4774] 195 200 205

[4775] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4776] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4777] 210 215 220

[4778] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4779]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4780] 225 230 235 240

[4781] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4782] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4783] 245 250 265

[4784] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4785] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4786] 260 265 270

[4787] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4788] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4789] 275 280 285

[4790] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4791]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4792] 290 295 300

[4793] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4794] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4795] 305 310 315 320

[4796] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
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[4797]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4798] 325 330 335

[4799] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4800] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[4801] 340 345 350

[4802] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4803] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4804] 355 360 365

[4805] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[4806] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4807] 370 375 380

[4808] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4809] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4810] 385 390 395 400

[4811] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga tgg tcec cag 1248
[4812]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Trp Ser Gln

[4813] 405 410 415

[4814]  ggc cga agc ccc age tac get tce taa 1275
[4815] Gly Arg Ser Pro Ser Tyr Ala Ser

[4816] 420

[4817] <210> 93

[4818] <211> 424

[4819]  <212> PRT

[4820] <213> AT

[4821]  <220>

[4822]  <223> L pRAEE AR

[4823]  <400> 93

[4824] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4825] 1 5) 10 15
[4826] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4827] 20 25 30

[4828] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4829] 35 40 45

[4830] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4831] 50 55 60

[4832] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4833] 65 70 75 80
[4834] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4835] 85 90 95
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[4836] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4837] 100 105 110

[4838] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4839] 115 120 125

[4840] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4841] 130 135 140

[4842] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4843] 145 150 155 160
[4844]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4845] 165 170 175
[4846] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4847] 180 185 190

[4848] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4849] 195 200 205

[4850] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4851] 210 215 220

[4852] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[4853] 225 230 235 240
[4854] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[4855] 245 250 255
[4856] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[4857] 260 265 270

[4858] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[4859] 275 280 285

[4860] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[4861] 290 295 300

[4862] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[4863] 305 310 315 320
[4864]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[4865] 325 330 335
[4866] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[4867] 340 345 350

[4868] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[4869] 355 360 365

[4870] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[4871] 370 375 380

[4872] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[4873] 385 390 395 400
[4874]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Trp Ser Gln
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[4875] 405 410 415
[4876] Gly Arg Ser Pro Ser Tyr Ala Ser
[4877] 420

[4878] <210> 94

[4879] <211> 1275

[4880] <212> DNA

[4881] <213> AT

[4882] <220>

[4883] <223> Fc-L15-P171C

[4884] <220>

[4885] <221> (DS

[4886] <222> (1)..(1275)

[4887]  <400> 94

[4888] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[4889] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4890] 1 5 10 15

[4891] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[4892] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[4893] 20 25 30

[4894] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[4895] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[4896] 35 40 45

[4897] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[4898] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[4899] 50 55 60

[4900] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[4901]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[4902] 65 70 75 80

[4903] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[4904] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[4905] 85 90 95

[4906] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[4907] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[4908] 100 105 110

[4909] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[4910] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[4911] 115 120 125

[4912] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[4913] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
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[4914] 130 135 140

[4915] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[4916] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[4917] 145 150 155 160

[4918] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[4919]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[4920] 165 170 175

[4921] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[4922] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[4923] 180 185 190

[4924] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[4925] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[4926] 195 200 205

[4927] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[4928] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[4929] 210 215 220

[4930] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[4931]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[4932] 225 230 235 240

[4933] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[4934]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[4935] 245 250 255

[4936] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[4937] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[4938] 260 265 270

[4939] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[4940]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[4941] 275 280 285

[4942] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[4943]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[4944] 290 295 300

[4945] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[4946] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[4947] 305 310 315 320

[4948] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[4949]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[4950] 325 330 335

[4951] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[4952]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
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[4953] 340 345 350

[4954] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[4955] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[4956] 355 360 365

[4957] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[4958] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[4959] 370 375 380

[4960] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[4961] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[4962] 385 390 395 400

[4963] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga tge tcc cag 1248
[4964]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Cys Ser Gln

[4965] 405 410 415

[4966] ggc cga agc ccc age tac get tce taa 1275
[4967]  Gly Arg Ser Pro Ser Tyr Ala Ser

[4968] 420

[4969] <210> 95

[4970] <211> 424

[4971] <212> PRT

[4972]  <213> AT

[4973] <220

[4974]  <223> LR AR

[4975]  <400> 95

[4976] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4977] 1 5 10 15
[4978] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4979] 20 25 30

[4980] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4981] 35 40 45

[4982] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4983] 50 55 60

[4984] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4985] 65 70 75 80
[4986] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4987] 85 90 95
[4988] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4989] 100 105 110

[4990] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4991] 115 120 125
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[4992] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4993] 130 135 140

[4994] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4995] 145 150 155 160
[4996]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4997] 165 170 175
[4998] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4999] 180 185 190

[5000] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[5001] 195 200 205

[5002] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5003] 210 215 220

[5004] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[5005] 225 230 235 240
[5006] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[5007] 245 250 265
[5008] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[5009] 260 265 270

[5010] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[5011] 275 280 285

[5012]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[5013] 290 295 300

[5014] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[5015] 305 310 315 320
[5016] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[5017] 325 330 335
[5018] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[5019] 340 345 350

[5020] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[5021] 355 360 365

[5022] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[5023] 370 375 380

[5024] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[5025] 385 390 395 400
[5026] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Cys Ser Gln
[5027] 405 410 415
[5028] Gly Arg Ser Pro Ser Tyr Ala Ser

[5029] 420

[5030] <210> 96
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[5031] <211> 1275

[5032]  <212> DNA

[5033] <213> AT

[5034] <220>

[5035]  <223> Fc-L15-A45K G170E

[5036] <220>

[5037]  <221> (DS

[5038] <222> (1)..(1275)

[5039]  <400> 96

[5040] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[5041] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[5042] 1 5 10 15

[5043] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[5044] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[5045] 20 25 30

[5046] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[5047] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[5048] 35 40 45

[5049] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[5050] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[5051] 50 55 60

[5052] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[5053] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[5054] 65 70 75 80

[5055] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[5056] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[5057] 85 90 95

[5058] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[5059] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[5060] 100 105 110

[5061] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[5062] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[5063] 115 120 125

[5064] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[5065] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[5066] 130 135 140

[5067] agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[5068] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[5069] 145 150 155 160

202



CN 107188950 B ,? yu % 131/226 71

[5070] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[5071]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[5072] 165 170 175

[5073] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[5074] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[5075] 180 185 190

[5076] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[5077] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[5078] 195 200 205

[5079] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[5080] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[5081] 210 215 220

[5082] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[5083] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[5084] 225 230 235 240

[5085] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[5086] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[5087] 245 250 255

[5088] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[5089] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[5090] 260 265 270

[5091] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg ggce get aaa 864
[5092] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys

[5093] 275 280 285

[5094] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[5095] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[5096] 290 295 300

[5097] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[5098] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[5099] 305 310 315 320

[5100] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[5101]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[5102] 325 330 335

[5103] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[5104] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[5105] 340 345 350

[5106] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[5107]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[5108] 355 360 365
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[5109] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[5110] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[5111] 370 375 380

[5112] ctg ccc cce gea cec ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[5113] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[5114] 385 390 395 400

[5115] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gaa cct tcec cag 1248
[5116] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Ser Gln

[5117] 405 410 415

[5118] ggc cga agc ccc age tac gect tce taa 1275
[5119]  Gly Arg Ser Pro Ser Tyr Ala Ser

[5120] 420

[5121]  <210> 97

[5122]  <211> 424

[5123]  <212> PRT

[5124] <213> AT

[5125] <220>

[5126]  <223> & pRAEE{A

[5127]  <400> 97

[5128] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[5129] 1 5 10 15
[5130] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[5131] 20 25 30

[5132] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[5133] 35 40 45

[5134] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[5135] 50 55 60

[5136] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[5137] 65 70 75 80
[5138] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[5139] 85 90 95
[5140] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[5141] 100 105 110

[5142] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[5143] 115 120 125

[5144] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[5145] 130 135 140

[5146] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[5147] 145 150 155 160
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[5148]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[5149] 165 170 175
[5150] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[5151] 180 185 190

[5152] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[5153] 195 200 205

[5154] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5155] 210 215 220

[5156]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[5157] 225 230 235 240
[5158] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[5159] 245 250 255
[5160] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[5161] 260 265 270

[5162]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys
[5163] 275 280 285

[5164]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[5165] 290 295 300

[5166] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[5167] 305 310 315 320
[5168]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[5169] 325 330 335
[5170]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[5171] 340 345 350

[5172] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[5173] 355 360 365

[5174] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[5175] 370 375 380

[5176] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[5177] 385 390 395 400
[5178] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Glu Pro Ser Gln
[5179] 405 410 415
[5180] Gly Arg Ser Pro Ser Tyr Ala Ser

[5181] 420

[5182] <210> 98

[5183] <211> 549

[5184]  <212> DNA

[5185] <213> ANTLF4

[5186] <220>
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[5187]  <223> FGF21 A45K

[5188] <220>

[5189] <221> (DS

[5190]  <222> (1) .. (549)

[5191]  <400> 98

[5192] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[5193] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[5194] 1 5 10 15

[5195] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[5196] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[5197] 20 25 30

[5198] cac ctg gag atc agg gag gat ggg acg gtg ggg ggce gect aaa gac cag 144
[5199] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys Asp Gln

[5200] 35 40 45

[5201] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[5202] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[5203] 50 55 60

[5204] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[5205] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[5206] 65 70 75 80

[5207] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
[5208] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[5209] 85 90 95

[5210] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[5211]  Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[5212] 100 105 110

[5213] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[5214] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[5215] 115 120 125

[5216] cct gca ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cecc 432
[5217]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[5218] 130 135 140

[5219] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[5220] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[5221] 145 150 155 160
[5222] gtg ggc tce tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[5223] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[5224] 165 170 175

[5225] agc ccc age tac gct tce taa 549
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[5226] Ser Pro Ser Tyr Ala Ser

[5227] 180

[5228] <210> 99

[6229] <211> 182

[5230]  <212> PRT

[5231]  <213> AT

[6232] <220>

[5233]  <223> & pAEE AR

[56234]  <400> 99

[5235] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln
[5236] 1 5 10 15
[5237] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[5238] 20 25 30

[5239] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys Asp Gln
[5240] 35 40 45

[5241]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Tle
[5242] 50 55 60

[5243] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[5244] 65 70 75 80
[5245] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[5246] 85 90 95
[5247] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[5248] 100 105 110

[5249] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[5250] 115 120 125

[5251] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[5252] 130 135 140

[5253] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[5254] 145 150 155 160
[5255] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[5256] 165 170 175
[5257] Ser Pro Ser Tyr Ala Ser

[5258] 180

[6259] <210> 100

[5260] <211> 1260

[5261]  <212> DNA

[5262] <213> AT

[5263] <220>

[6264] <223> Fc-L15-FGF21 6-181 G170E
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[56265] <220>

[6266] <221> (DS

[5267] <222> (1) .. (1260)

[5268]  <400> 100

[5269] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[5270] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

(52711 1 5 10 15

[5272] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[5273] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[5274] 20 25 30

[5275] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[5276] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[5277] 35 40 45

[5278] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[5279] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[5280] 50 55 60

[5281] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[5282] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[5283] 65 70 75 80

[5284] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[5285] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[5286] 85 90 95

[5287] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[5288] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[5289] 100 105 110

[5290] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[5291] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[5292] 115 120 125

[5293] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[5294] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[5295] 130 135 140

[56296] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[5297] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[5298] 145 150 155 160
[5299] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[5300] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[5301] 165 170 175

[56302] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[5303] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
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[5304] 180 185 190

[5305] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[5306] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[5307] 195 200 205

[5308] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[5309] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[5310] 210 215 220

[5311] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[5312] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[5313] 225 230 235 240

[5314] ggt gga tcc tct tct cca tta tta caa ttc ggt ggt caa gtc cgg cag 768
[5315] Gly Gly Ser Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln

[5316] 245 250 255

[5317] cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag 816
[5318] Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu

[5319] 260 265 270

[5320] atc agg gag gat ggg acg gtg ggg gge get get gac cag age ccc gaa 864
[5321] Tle Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu

[5322] 275 280 285

[5323] agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg 912
[5324] Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu

[5325] 290 295 300

[5326] gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gcc ctg 960
[5327] Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu

[5328] 305 310 315 320

[5329] tat gga tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg 1008
[5330] Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu

[5331] 325 330 335

[5332] ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc 1056
[5333] Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu

[5334] 340 345 350

[5335] ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac cct gea cec 1104
[5336] Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro

[5337] 355 360 365

[5338] cga gga cca gct cge ttc ctg cca cta cca gge ctg ccc cce gea cece 1152
[5339] Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro

[5340] 370 375 380

[5341] ccg gag cca ccc gga atc ctg gce cce cag ccc cce gat gtg gge tee 1200
[5342] Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser
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[5343]
[5344]
[5345]
[5346]
[5347]
[5348]
[5349]
[5350]
[5351]
[5352]
[5353]
[5354]
[5355]
[5356]
[5357]
[5358]
[5359]
[5360]
[5361]
[5362]
[5363]
[5364]
[5365]
[5366]
[5367]
[5368]
[5369]
[5370]
[5371]
[5372]
[5373]
[5374]
[5375]
[5376]
[5377]
[5378]
[5379]
[5380]
[5381]

385

tcg gac cct ctg agce atg gtg gaa cct tcc cag ggc cga age ccc age

390

395

400
1248

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

tac gct tcc taa
Tyr Ala Ser
<210>
211>
212>
213>
<220>
223>
<400>
Met Asp Lys Thr His

1

101
419
PRT

NILF3

405

ERB AN

101

Gly Gly Pro

Met
His
Val
65

Tyr
Gly
Ile
Val
Ser
145
Glu

Pro

Val

Ile
Glu
50

His
Arg
Lys
Glu
Tyr
130
Leu
Trp

Val

Asp

Ser
35

Asp
Asn
Val
Glu
Lys
115
Thr
Thr
Glu

Leu

Lys
195

Ser
20

Arg
Pro
Ala
Val
Tyr
100
Thr
Leu
Cys
Ser
Asp

180

Ser

5
Val

Thr
Glu
Lys
Ser
85

Lys
Ile
Pro
Leu
Asn
165

Ser

Arg

Thr
Phe
Pro
Val
Thr
70

Val
Cys
Ser
Pro
Val
150
Gly

Asp

Trp

Cys

Leu

Glu

Lys

95

Lys

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

Gln

Pro

Phe

Val

40

Phe

Pro

Thr

Val

Ala

120

Gly

Pro

Ser

Gln
200

Pro
Pro
25

Thr
Asn
Arg
Val
Ser
105
Lys
Asp
Phe
Glu
Phe

185
Gly

210

410

Cys
10

Pro
Cys
Trp
Glu
Leu
90

Asn
Gly
Glu
Tyr
Asn
170

Phe

Asn

Pro

Lys

Val

Glu
75

His
Lys
Gln
Leu
Pro
155
Asn

Leu

Val

Ala

Pro

Val

Val

60

Gln

Gln

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Pro
Lys
Val
45

Asp
Tyr
Asp
Leu
Arg
125
Lys
Asp
Lys

Ser

Ser
205

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110
Glu
Asn
Ile
Thr
Lys

190
Cys

415

Leu

15

Thr

Val

Val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

1260

Leu

Leu

Ser

Glu

Thr

80

Asn

Pro

Gln

Val

Val

160

Pro

Thr

Val
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[5382] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5383] 210 215 220

[5384] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[5385] 225 230 235 240
[5386] Gly Gly Ser Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln
[5387] 245 250 255
[5388] Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu
[5389] 260 265 270

[5390] Tle Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu
[5391] 275 280 285

[5392] Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu
[5393] 290 295 300

[5394] Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu
[5395] 305 310 315 320
[5396] Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu
[5397] 325 330 335
[5398] Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu
[5399] 340 345 350

[5400] Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro
[5401] 355 360 365

[5402] Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro
[5403] 370 375 380

[5404]  Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser
[5405] 385 390 395 400
[5406] Ser Asp Pro Leu Ser Met Val Glu Pro Ser Gln Gly Arg Ser Pro Ser
[5407] 405 410 415
[5408] Tyr Ala Ser

[5409] <210> 102

[5410]  <211> 1275

[5411]  <212> DNA

[5412]  <213> AT

[5413]  <220>

[56414]  <223> Fc-L15-A45K P171G

[5415]  <220>

[5416]  <221> CDS

[5417]  <222> (1) .. (1275)

[5418]  <400> 102

[5419] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[5420] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
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[5421] 1 5 10 15

[5422] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[5423] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[5424] 20 25 30

[5425] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[5426] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[5427] 35 40 45

[5428] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[5429] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[5430] 50 55 60

[5431] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[5432] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[5433] 65 70 75 80

[5434] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[5435] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[5436] 85 90 95

[5437] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[5438] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[5439] 100 105 110

[5440] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[5441] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[5442] 115 120 125

[5443] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[5444]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[5445] 130 135 140

[5446] agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[5447]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[5448] 145 150 155 160

[5449] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[5450] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[5451] 165 170 175

[5452] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[5453] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[5454] 180 185 190

[5455] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[5456] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[5457] 195 200 205

[5458] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[5459] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
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[5460] 210 215 220

[5461] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[5462] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[5463] 225 230 235 240

[5464] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[5465] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[5466] 245 250 255

[5467] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[5468] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[5469] 260 265 270

[5470] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get aaa 864
[5471]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys

[5472] 275 280 285

[5473] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[5474]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[5475] 290 295 300

[5476] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[5477] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[5478] 305 310 315 320

[5479] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[5480] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[5481] 325 330 335

[5482] agc ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[5483] Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[5484] 340 345 350

[5485] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[5486] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[5487] 355 360 365

[5488] cgg gac cct gca ccc cga gga cca gct cge ttec ctg cca cta cca gge 1152
[5489] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[5490] 370 375 380

[5491] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[5492] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[5493] 385 390 395 400

[5494] ccc gat gtg gge tce tcg gac cct ctg age atg gtg gga ggt tce cag 1248
[5495]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[5496] 405 410 415

[5497] ggc cga agc ccc age tac get tce taa 1275
[5498] Gly Arg Ser Pro Ser Tyr Ala Ser
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[5499] 420

[6500] <210> 103

[5501]  <211> 424

[6502]  <212> PRT

[503] <213> AT

[6504] <220>

[5505]  <223> &ALk

[6506]  <400> 103

[5507] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[5508] 1 5 10 15
[5509] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[5510] 20 25 30

[5511] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[5512] 35 40 45

[5513] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[5514] 50 55 60

[5515] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[5516] 65 70 75 80
[5517]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[5518] 85 90 95
[5519] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[5520] 100 105 110

[5521] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[5522] 115 120 125

[6523] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[5524] 130 135 140

[5525] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[5526] 145 150 155 160
[5527]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[5528] 165 170 175
[5529] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[5530] 180 185 190

[6531]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[5532] 195 200 205

[5533] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5534] 210 215 220

[6535] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[5536] 225 230 235 240
[5537]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
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[5538] 245 250 255
[6539] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[5540] 260 265 270

[5541]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Lys
[5542] 275 280 285

[5543] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[5544] 290 295 300

[5545] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[5546] 305 310 315 320
[5547]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[5548] 325 330 335
[5549]  Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[5550] 340 345 350

[5551] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[5552] 355 360 365

[6553] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[5554] 370 375 380

[5555] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[5556] 385 390 395 400
[6557]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[5558] 405 410 415
[5559]  Gly Arg Ser Pro Ser Tyr Ala Ser

[5560] 420

[6561]  <210> 104

[6562] <211> 1320

[56563]  <212> DNA

[5564] <213> ANT.F4

[6565] <220>

[5566]  <223> FGF21- (G3) -Fe; MMLIAMBRER28 AAME 5751

[6567] <220>

[6568] <221> (DS

[5569]1  <222> (1) .. (1320)

[6570]  <400> 104

[5571] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tct 48
[6572] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[56573] 1 5 10 15

[6574] gtg ctg gct ggt ctt ctg ctg gga gece tge cag gea cac cce atc cct 96
[5575] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[5576] 20 25 30
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[5577] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[5578] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[5579] 35 40 45

[5580] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[5581] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[5582] 50 55 60

[5583] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[5584]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[5585] 65 70 75 80

[5586] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[5587] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[5588] 85 90 95

[5589] aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gcc ctg tat gga 336
[5590] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly

[5591] 100 105 110

[5592] tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt 384
[5593] Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[5594] 115 120 125

[6595] gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg 432
[5596]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[5597] 130 135 140

[5598] cac ctg cca ggg aac aag tcc cca cac cgg gac cct geca ccc cga gga 480
[5599] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly

[5600] 145 150 155 160

[5601] cca gct cge ttc ctg cca cta cca ggc ctg cca ccc geca ccc ccg gag 528
[5602] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu

[5603] 165 170 175

[5604] cca ccc gga atc ctg gce cce cag cce cec gat gtg gge tce teg gac 576
[5605] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp

[5606] 180 185 190

[5607] cct ctg agc atg gtg gga cct tcc cag ggc cga age ccc age tac get 624
[5608] Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala

[5609] 195 200 205

[5610] tcc ggt gga ggt gac aaa act cac aca tgc cca ccg tge cca geca cct 672
[5611]  Ser Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro

[5612] 210 215 220

[5613] gaa ctc ctg ggg gga ccg tca gtc ttc cte ttc ccc cca aaa ccc aag 720
[5614]  Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys

[5615] 225 230 235 240
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[5616] gac acc ctc atg atc tcc cgg acc cct gag gtc aca tgec gtg gtg gtg 768
[5617]  Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val

[5618] 245 250 255

[5619] gac gtg agc cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac 816
[5620] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp

[5621] 260 265 270

[5622] ggc gtg gag gtg cat aat gcc aag aca aag ccg cgg gag gag cag tac 864
[5623] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr

[5624] 275 280 285

[5625] aac agc acg tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac 912
[5626] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp

[5627] 290 295 300

[5628] tgg ctg aat ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctce 960
[5629]  Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu

[5630] 305 310 315 320

[5631] cca gcc ccc atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga 1008
[5632] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg

[5633] 325 330 335

[5634] gaa cca cag gtg tac acc ctg ccc cca tcc cgg gat gag ctg acc aag 1056
[5635]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys

[5636] 340 345 350

[5637] aac cag gtc agc ctg acc tgc ctg gtc aaa ggc ttc tat ccc age gac 1104
[5638] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp

[5639] 355 360 365

[5640] atc gcc gtg gag tgg gag agc aat ggg cag ccg gag aac aac tac aag 1152
[5641] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys

[5642] 370 375 380

[5643] acc acg cct ccc gtg ctg gac tcc gac gge tce tte tte cte tat age 1200
[5644]  Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser

[5645] 385 390 395 400

[5646] aag ctc acc gtg gac aag agc agg tgg cag cag ggg aac gtc ttc tca 1248
[5647] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser

[5648] 405 410 415

[5649] tgc tcc gtg atg cat gag gct ctg cac aac cac tac acg cag aag agc 1296
[5650] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser

[5651] 420 425 430

[5652] ctc tcc ctg tct ccg ggt aaa tga 1320
[5653] Leu Ser Leu Ser Pro Gly Lys

[5654] 435
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[6655]  <210> 105

[6656]  <211> 439

[5657]  <212> PRT

[5658] <213> ATl

[5659]  <220>

[5660]  <223> £ pAAEEfAs

[5661]  <400> 105

[5662] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser
[5663] 1 5 10 15
[5664] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro
[5665] 20 25 30

[5666] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr
[5667] 35 40 45

[5668] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg
[5669] 50 55 60

[5670]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[5671] 65 70 75 80
[5672] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val
[5673] 85 90 95
[5674] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly
[5675] 100 105 110

[5676]  Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[5677] 115 120 125

[5678]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu
[5679] 130 135 140

[5680] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly
[5681] 145 150 155 160
[5682] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
[5683] 165 170 175
[5684] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp
[5685] 180 185 190

[5686] Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala
[5687] 195 200 205

[5688] Ser Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
[5689] 210 215 220

[5690] Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
[5691] 225 230 235 240
[5692] Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
[5693] 245 250 255
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[5694] Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp

[5695] 260 265 270

[5696] Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
[5697] 275 280 285

[5698] Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
[5699] 290 295 300

[5700] Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
[5701] 305 310 315 320
[5702] Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
[5703] 325 330 335
[5704]  Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
[5705] 340 345 350

[5706] Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
[5707] 355 360 365

[5708] Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
[5709] 370 375 380

[5710]  Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
[5711] 385 390 395 400
[5712] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
[5713] 405 410 415
[5714] Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
[5715] 420 425 430

[5716] Leu Ser Leu Ser Pro Gly Lys

[5717] 435

[5718]  <210> 106

(67191  <211> 1245

[5720]  <212> DNA

[5721]  <213> AT

[6722] <220>

[6723] <223> Fc-G5-FGF21

[6724] <220>

[6725] <221> (DS

[5726] <222> (1) .. (1245)

[56727]  <400> 106

[5728] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[5729] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[5730] 1 5 10 15

[5731] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[5732] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
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[5733] 20 25 30

[5734] atg atc tcc cgg acc cct gag gtc aca tgce gtg gtg gtg gac gtg agc 144
[5735] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[5736] 35 40 45

[5737] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[5738] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[5739] 50 55 60

[5740] gtg cat aat gcc aag aca aag ccg cgg gag gag cag tac aac agc acg 240
[5741]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[5742] 65 70 75 80

[5743] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[5744]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[5745] 85 90 95

[5746] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[5747]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[5748] 100 105 110

[5749] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[5750] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[5751] 115 120 125

[5752] gtg tac acc ctg ccc cca tce cgg gat gag ctg acc aag aac cag gtc 432
[5753] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[5754] 130 135 140

[5755] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[5756] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[5757] 145 150 155 160

[5758] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[5759]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[5760] 165 170 175

[5761] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[5762] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[5763] 180 185 190

[5764] gtg gac aag agc agg tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[5765] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[5766] 195 200 205

[56767] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[5768] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[5769] 210 215 220

[5770] tct ccg ggt aaa ggt ggc gga ggg ggt cat cca att cca gat tct tet 720
[5771]  Ser Pro Gly Lys Gly Gly Gly Gly Gly His Pro Ile Pro Asp Ser Ser
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[5772]1 225 230 235 240
[5773] cca tta tta caa ttc ggg ggc caa gtc cgg cag cgg tac ctc tac aca 768
[5774]  Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr

[5775] 245 250 255

[5776] gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg gag gat ggg 816
(57771  Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg Glu Asp Gly

[5778] 260 265 270

[5779] acg gtg ggg ggc gct get gac cag age ccc gaa agt ctc ctg cag ctg 864
[5780] Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu

[5781] 275 280 285

[5782] aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc aag aca tcc 912
[5783] Lys Ala Leu Lys Pro Gly Val Tle Gln Ile Leu Gly Val Lys Thr Ser

[5784] 290 295 300

[5785] agg ttc ctg tgc cag cgg cca gat ggg gec ctg tat gga tcg ctec cac 960
[5786] Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly Ser Leu His
[5787] 305 310 315 320
[5788] ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt gag gac gga 1008
[5789]  Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly

[5790] 325 330 335

[5791] tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg cac ctg cca 1056
[5792]  Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu His Leu Pro

[5793] 340 345 350

[5794] ggg aac aag tcc cca cac cgg gac cct gea ccc cga gga cca get cge 1104
[5795] Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg

[5796] 355 360 365

[5797] ttc ctg cca cta cca ggc ctg ccc cce gea ccc ccg gag cca ccc gga 1152
[5798]  Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly

[5799] 370 375 380

[5800] atc ctg gcc ccc cag ccc cce gat gtg ggc tce tcg gac cct ctg age 1200
[5801] Tle Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp Pro Leu Ser

[5802] 385 390 395 400
[5803] atg gtg gga cct tcc cag gge cga age ccc age tac get tce taa 1245
[5804] Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala Ser

[5805] 405 410

[5806] <210> 107

[5807] <211> 414

[5808] <212> PRT

[5809]1 <213> AT

[5810] <220>
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[5811]  <223> &R {4

[56812]  <400> 107

[5813] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[5814] 1 5 10 15
[5815] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[5816] 20 25 30

[5817] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[5818] 35 40 45

[5819] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[5820] 50 55 60

[5821] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[5822] 65 70 75 80
[5823] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[5824] 85 90 95
[5825] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[5826] 100 105 110

[5827] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[5828] 115 120 125

[5829] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[5830] 130 135 140

[5831] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[5832] 145 150 155 160
[5833] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[5834] 165 170 175
[5835] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[5836] 180 185 190

[5837] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[5838] 195 200 205

[5839] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[5840] 210 215 220

[5841] Ser Pro Gly Lys Gly Gly Gly Gly Gly His Pro Ile Pro Asp Ser Ser
[5842] 225 230 235 240
[5843] Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr
[5844] 245 250 255
[5845]  Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg Glu Asp Gly
[5846] 260 265 270

[5847]  Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu
[5848] 275 280 285

[5849] Lys Ala Leu Lys Pro Gly Val Tle Gln Ile Leu Gly Val Lys Thr Ser
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[5850] 290 295 300

[5851] Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly Ser Leu His
[5852] 305 310 315 320
[5853]  Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly
[5854] 325 330 335
[5855] Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu His Leu Pro
[5856] 340 345 350

[5857]  Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg
[5858] 355 360 365

[5859]  Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly
[5860] 370 375 380

[5861] Tle Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp Pro Leu Ser
[5862] 385 390 395 400
[5863] Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala Ser

[5864] 405 410

[5865] <210> 108

[6866] <211> 549

[5867]  <212> DNA

[5868] <213> AT

[5869] <220>

[5870]  <223> FGF21 LI99R

[5871]1  <220>

[6872]  <221> (DS

[5873] <222> (1) .. (549)

[5874]  <400> 108

[5875] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[5876] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[5877] 1 5 10 15

[5878] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[5879] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[5880] 20 25 30

[5881] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[5882] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[5883] 35 40 45

[5884] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[5885] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[5886] 50 55 60

[5887] caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg cca gat 240
[5888] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
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[5889] 65 70 75 80

[5890] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
[5891] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[5892] 85 90 95

[5893] cgg gag ctg cgt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[5894] Arg Glu Leu Arg Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[5895] 100 105 110

[5896] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[5897] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[5898] 115 120 125

[5899] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[5900] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[5901] 130 135 140

[5902] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[5903] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[5904] 145 150 155 160

[5905] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[5906] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[5907] 165 170 175

[5908] agc ccc agc tac gct tce taa 549
[5909] Ser Pro Ser Tyr Ala Ser

[5910] 180

(59111  <210> 109

[5912] <211> 182

[5913]  <212> PRT

[5914]  <213> AT

[5915]  <220>

[5916]  <223> & pRAEE {4

[5917]  <400> 109

[5918] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

(59191 1 5 10 15
[5920] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[5921] 20 25 30

[5922] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[5923] 35 40 45

[5924] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[5925] 50 55 60

[5926] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[5927] 65 70 75 80
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[5928] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[5929] 85 90 95
[5930] Arg Glu Leu Arg Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[5931] 100 105 110

[5932] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[5933] 115 120 125

[5934] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[5935] 130 135 140

[5936] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[5937] 145 150 155 160
[5938] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[5939] 165 170 175
[5940] Ser Pro Ser Tyr Ala Ser

[5941] 180

[6942] <210> 110

[6943] <211> 549

[5944]  <212> DNA

[5945] <213> ANTLF4

[5946] <220>

[56947]  <223> FGF21 L99D

[5948] <220>

[6949] <221> (DS

[5950] <222> (1) .. (549)

[5951]  <400> 110

[5952] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[5953] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[5954] 1 5 10 15

[5955] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[5956] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[5957] 20 25 30

[5958] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[5959] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[5960] 35 40 45

[5961] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[5962] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[5963] 50 55 60

[5964] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[5965] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[5966] 65 70 75 80
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[5967] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
[5968] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[5969] 85 90 95

[5970] cgg gag ctg gac ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[5971]1 Arg Glu Leu Asp Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[5972] 100 105 110

[5973] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[5974] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[5975] 115 120 125

[5976] cct gca ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cecc 432
[5977]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[5978] 130 135 140

[5979] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[5980] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[5981] 145 150 155 160

[5982] gtg ggc tce tcg gac cct ctg age atg gtg gga cct tcc cag gge cga 528
[5983] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[5984] 165 170 175

[5985] agc ccc age tac gct tce taa 549
[5986] Ser Pro Ser Tyr Ala Ser

[5987] 180

[5988] <210> 111

[5989] <211> 182

[5990]  <212> PRT

[59911  <213> AT

[5992] <220>

[5993]  <223> ZrpAEE{A

[5994] <400> 111

[5995] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[5996] 1 5 10 15
[5997] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[5998] 20 25 30

[5999] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6000] 35 40 45

[6001]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6002] 50 55 60

[6003] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6004] 65 70 75 80

[6005] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
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[6006] 85 90 95
[6007] Arg Glu Leu Asp Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6008] 100 105 110

[6009] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6010] 115 120 125

[6011]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6012] 130 135 140

[6013]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6014] 145 150 155 160
[6015]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6016] 165 170 175
[6017]  Ser Pro Ser Tyr Ala Ser

[6018] 180

[6019]  <210> 112

[6020] <211> 549

[6021]  <212> DNA

[6022]  <213> AT

[6023] <220>

[6024]  <223> FGF21 A111T

[6025] <220>

[6026]  <221> CDS

[6027]  <222> (1) .. (549)

[6028]  <400> 112

[6029] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6030] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6031] 1 5 10 15

[6032] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6033] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6034] 20 25 30

[6035] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6036] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6037] 35 40 45

[6038] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6039] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val TIle

[6040] 50 55 60

[6041] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6042] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6043] 65 70 75 80

[6044] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
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[6045] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6046] 85 90 95

[6047] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa acc 336
[6048] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Thr

[6049] 100 105 110

[6050] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6051] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6052] 115 120 125

[6053] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cec 432
[6054] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6055] 130 135 140

[6056] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6057] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6058] 145 150 155 160

[6059] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[6060] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6061] 165 170 175

[6062] agc ccc age tac gct tece taa 549
[6063]  Ser Pro Ser Tyr Ala Ser

[6064] 180

[6065] <210> 113

[6066] <211> 182

[6067]  <212> PRT

[6068] <213> AT

[6069]  <220>

[6070]  <223> ZrpRAAEEfA

[6071]  <400> 113

[6072] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6073] 1 5 10 15
[6074]  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6075] 20 25 30

[6076] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6077] 35 40 45

[6078] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6079] 50 55 60

[6080] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6081] 65 70 75 80
[6082] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6083] 85 90 95
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[6084] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Thr

[6085] 100 105 110

[6086] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6087] 115 120 125

[6088] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6089] 130 135 140

[6090] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6091] 145 150 155 160
[6092] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6093] 165 170 175
[6094] Ser Pro Ser Tyr Ala Ser

[6095] 180

[6096] <210> 114

[6097]  <211> 549

[6098]  <212> DNA

[6099]  <213> AT

[6100] <220>

[6101]  <223> FGF21 A129D

[6102] <220>

[6103] <221> (DS

[6104]  <222> (1) .. (549)

[6105]  <400> 114

[6106] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6107] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6108] 1 5 10 15

[6109] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6110] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6111] 20 25 30

[6112] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6113] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6114] 35 40 45

[6115] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6116] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6117] 50 55 60

[6118] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6119]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6120] 65 70 75 80

[6121] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag geec tge age tte 288
[6122] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
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[6123] 85 90 95

[6124] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6125] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6126] 100 105 110

[6127] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6128] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6129] 115 120 125

[6130] cct gac ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[6131]  Pro Asp Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6132] 130 135 140

[6133] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6134]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6135] 145 150 155 160

[6136] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag ggc cga 528
[6137] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6138] 165 170 175

[6139] agc ccc age tac gct tece taa 549
[6140] Ser Pro Ser Tyr Ala Ser

[6141] 180

[6142] <210> 115

[6143] <211> 182

[6144]  <212> PRT

[6145]  <213> NTLF4

[6146]  <220>

[6147]  <223> &Mk

[6148]  <400> 115

[6149] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6150] 1 5 10 15
[6151]  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6152] 20 25 30

[6153] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6154] 35 40 45

[6155]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6156] 50 55 60

[6157]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6158] 65 70 75 80
[6159]  Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6160] 85 90 95

[6161] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
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[6162] 100 105 110

[6163] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6164] 115 120 125

[6165] Pro Asp Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6166] 130 135 140

[6167]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6168] 145 150 155 160
[6169]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6170] 165 170 175
[6171]  Ser Pro Ser Tyr Ala Ser

[6172] 180

[6173]  <210> 116

[6174]  <211> 549

[6175]  <212> DNA

[6176]  <213> AT

[6177]  <220>

[6178]  <223> FGF21 A129Q

[6179]  <220>

[6180]  <221> (DS

[6181]  <222> (1) .. (549)

[6182]  <400> 116

[6183] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6184] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6185] 1 5 10 15

[6186] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6187] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6188] 20 25 30

[6189] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6190] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6191] 35 40 45

[6192] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6193]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6194] 50 55 60

[6195] caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg cca gat 240
[6196] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6197] 65 70 75 80

[6198] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge age tte 288
[6199] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6200] 85 90 95
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[6201] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6202] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6203] 100 105 110

[6204] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6205] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6206] 115 120 125

[6207] cct cag ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cecc 432
[6208] Pro Gln Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6209] 130 135 140

[6210] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6211]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6212] 145 150 155 160

[6213] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag gge cga 528
[6214]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6215] 165 170 175

[6216] agc ccc age tac gct tece taa 549
[6217]  Ser Pro Ser Tyr Ala Ser

[6218] 180

[6219] <210> 117

[6220] <211> 182

[6221]  <212> PRT

[6222]  <213> AT

[6223] <220>

[6224]  <223> £ pAEE A

[6225]  <400> 117

[6226] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6227] 1 5 10 15
[6228] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6229] 20 25 30

[6230] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6231] 35 40 45

[6232] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6233] 50 55 60

[6234] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6235] 65 70 75 80
[6236] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6237] 85 90 95
[6238] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6239] 100 105 110
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[6240] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6241] 115 120 125

[6242] Pro Gln Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6243] 130 135 140

[6244]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6245] 145 150 155 160
[6246] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6247] 165 170 175
[6248] Ser Pro Ser Tyr Ala Ser

[6249] 180

[6250] <210> 118

[6251]  <211> 549

[6252] <212> DNA

[6253]  <213> AT

[6254]  <220>

[6255] <223> FGF21 A134K

[6256]  <220>

[6257]  <221> (DS

[6258]  <222> (1) .. (549)

[6259]  <400> 118

[6260] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6261] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6262] 1 5 10 15

[6263] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6264] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6265] 20 25 30

[6266] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6267] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6268] 35 40 45

[6269] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6270] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val TIle

[6271] 50 55 60

[6272] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6273]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6274] 65 70 75 80

[6275] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
[6276] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6277] 85 90 95

[6278] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
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[6279] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6280] 100 105 110

[6281] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6282] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6283] 115 120 125

[6284] cct gca ccc cga gga cca aaa cgc ttc ctg cca cta cca ggec ctg ccc 432
[6285] Pro Ala Pro Arg Gly Pro Lys Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6286] 130 135 140

[6287] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6288] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6289] 145 150 155 160

[6290] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag ggc cga 528
[6291] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6292] 165 170 175

[6293] agc ccc age tac gct tece taa 549
[6294] Ser Pro Ser Tyr Ala Ser

[6295] 180

[6296] <210> 119

[6297] <211> 182

[6298]  <212> PRT

[6299] <213> AT

[6300] <220>

[6301]  <223> &R {4

[6302] <400> 119

[6303] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6304] 1 5 10 15
[6305] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6306] 20 25 30

[6307] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6308] 35 40 45

[6309] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6310] 50 55 60

[6311]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6312] 65 70 75 80
[6313] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6314] 85 90 95
[6315] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6316] 100 105 110

[6317] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
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[6318] 115 120 125

[6319]  Pro Ala Pro Arg Gly Pro Lys Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6320] 130 135 140

[6321] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6322] 145 150 155 160
[6323] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6324] 165 170 175
[6325] Ser Pro Ser Tyr Ala Ser

[6326] 180

[6327] <210> 120

[6328] <211> 549

[6329]  <212> DNA

[6330] <213> AT

[6331]  <220>

[6332] <223> FGF21 A134Y

[6333] <220>

[6334] <221> (DS

[6335]  <222> (1)..(549)

[6336]  <400> 120

[6337] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6338] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6339] 1 5 10 15

[6340] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6341]  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6342] 20 25 30

[6343] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6344] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6345] 35 40 45

[6346] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6347]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Tle

[6348] 50 55 60

[6349] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6350] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6351] 65 70 75 80

[6352] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6353] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6354] 85 90 95

[6355] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6356] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
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[6357] 100 105 110

[6358] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6359] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6360] 115 120 125

[6361] cct gca ccc cga gga cca tat cge ttc ctg cca cta cca gge ctg ccc 432
[6362] Pro Ala Pro Arg Gly Pro Tyr Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6363] 130 135 140

[6364] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6365] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6366] 145 150 155 160

[6367] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag gge cga 528
[6368] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6369] 165 170 175

[6370] agc ccc age tac gct tece taa 549
[6371]  Ser Pro Ser Tyr Ala Ser

[6372] 180

[6373] <210> 121

[6374]  <211> 182

[6375]  <212> PRT

[6376]  <213> AT

[6377]  <220>

[6378]  <223> L pAEEfA

[6379]  <400> 121

[6380] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6381] 1 5 10 15
[6382] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6383] 20 25 30

[6384] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6385] 35 40 45

[6386] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6387] 50 55 60

[6388] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6389] 65 70 75 80
[6390] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6391] 85 90 95
[6392] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6393] 100 105 110

[6394] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6395] 115 120 125
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[6396] Pro Ala Pro Arg Gly Pro Tyr Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6397] 130 135 140

[6398] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6399] 145 150 155 160
[6400] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6401] 165 170 175
[6402] Ser Pro Ser Tyr Ala Ser

[6403] 180

[6404]  <210> 122

[6405] <211> 549

[6406]  <212> DNA

[6407]  <213> ANTLF4

[6408] <220>

[6409]  <223> FGF21 A134E

[6410]  <220>

[6411]  <221> (DS

[6412]  <222> (1) .. (549)

[6413]  <400> 122

[6414] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6415] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6416] 1 5 10 15

[6417] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6418] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6419] 20 25 30

[6420] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6421] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6422] 35 40 45

[6423] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6424] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6425] 50 55 60

[6426] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6427] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6428] 65 70 75 80

[6429] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6430] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6431] 85 90 95

[6432] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6433] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6434] 100 105 110
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[6435] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6436] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6437] 115 120 125

[6438] cct gca ccc cga gga cca gaa cgce ttc ctg cca cta cca gge ctg ccc 432
[6439]  Pro Ala Pro Arg Gly Pro Glu Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6440] 130 135 140

[6441] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce cec gat 480
[6442]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6443] 145 150 155 160

[6444] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag ggc cga 528
[6445]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6446] 165 170 175

[6447] agc ccc age tac gct tce taa 549
[6448] Ser Pro Ser Tyr Ala Ser

[6449] 180

[6450]  <210> 123

[6451]  <211> 182

[6452] <212> PRT

[6453]  <213> AT

[6454]  <220>

[6455]  <223> &bk

[6456]  <400> 123

[6457] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6458] 1 5 10 15
[6459] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6460] 20 25 30

[6461] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6462] 35 40 45

[6463] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6464] 50 55 60

[6465] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6466] 65 70 75 80
[6467] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6468] 85 90 95
[6469] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6470] 100 105 110

[6471] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6472] 115 120 125

[6473] Pro Ala Pro Arg Gly Pro Glu Arg Phe Leu Pro Leu Pro Gly Leu Pro
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[6474] 130 135 140

[6475]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6476] 145 150 155 160
[6477] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6478] 165 170 175
[6479] Ser Pro Ser Tyr Ala Ser

[6480] 180

[6481]  <210> 124

[6482] <211> 549

[6483]  <212> DNA

[e484]  <213> AT

[6485]  <220>

[6486] <223> FGF21 A129K

[6487]  <220>

[6488] <221> (DS

[6489]  <222> (1) .. (549)

[6490]  <400> 124

[6491] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6492] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6493] 1 5 10 15

[6494] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6495] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6496] 20 25 30

[6497] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6498] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6499] 35 40 45

[6500] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6501]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6502] 50 55 60

[6503] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6504] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6505] 65 70 75 80

[6506] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6507] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6508] 85 90 95

[6509] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6510] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6511] 100 105 110

[6512] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
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[6513] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6514] 115 120 125

[6515] cct aaa ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cecc 432
[6516] Pro Lys Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6517] 130 135 140

[6518] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce cec gat 480
[6519] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6520] 145 150 155 160

[6521] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[6522] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6523] 165 170 175

[6524] agc ccc age tac gct tece taa 549
[6525] Ser Pro Ser Tyr Ala Ser

[6526] 180

[6527]  <210> 125

[6528] <211> 182

[6529]  <212> PRT

[6530]  <213> AT

[6531]  <220>

[6532]  <223> ZrpAEEfA

[6533]  <400> 125

[6534] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6535] 1 5 10 15
[6536] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6537] 20 25 30

[6538] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6539] 35 40 45

[6540] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6541] 50 55 60

[6542] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6543] 65 70 75 80
[6544] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6545] 85 90 95
[6546] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6547] 100 105 110

[6548] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6549] 115 120 125

[6550] Pro Lys Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6551] 130 135 140
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[6552] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6553] 145 150 155 160
[6554] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6555] 165 170 175
[6556] Ser Pro Ser Tyr Ala Ser

[6557] 180

[6558] <210> 126

[6559]  <211> 549

[6560]  <212> DNA

[6561]  <213> AT

[6562]  <220>

[6563]  <223> FGF21 P78C

[6564]  <220>

[6565]  <221> (DS

[6566]  <222> (1) .. (549)

[6567]  <400> 126

[6568] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6569] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6570] 1 5 10 15

[6571] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6572] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6573] 20 25 30

[6574] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[6575] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6576] 35 40 45

[6577] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6578] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6579] 50 55 60

[6580] caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg tge gat 240
[6581] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Cys Asp

[6582] 65 70 75 80

[6583] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6584] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6585] 85 90 95

[6586] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6587] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6588] 100 105 110

[6589] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6590] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
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[6591] 115 120 125

[6592] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg ccc 432
[6593] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6594] 130 135 140

[6595] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce cec gat 480
[6596] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6597] 145 150 155 160

[6598] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[6599] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6600] 165 170 175

[6601] agc ccc age tac gct tce taa 549
[6602] Ser Pro Ser Tyr Ala Ser

[6603] 180

[6604] <210> 127

[6605] <211> 182

[6606]  <212> PRT

[6607]  <213> NTLF4

[6608]  <220>

[6609]  <223> & pRAEEfA

[6610]  <400> 127

[6611]  Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6612] 1 5 10 15
[6613]  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6614] 20 25 30

[6615] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6616] 35 40 45

[6617]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6618] 50 55 60

[6619] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Cys Asp
[6620] 65 70 75 80
[6621]  Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6622] 85 90 95
[6623] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6624] 100 105 110

[6625] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6626] 115 120 125

[6627]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6628] 130 135 140

[6629] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
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[6630] 145 150 155 160
[6631]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6632] 165 170 175
[6633] Ser Pro Ser Tyr Ala Ser

[6634] 180

[6635] <210> 128

[6636] <211> 549

[6637] <212> DNA

[6638] <213> ATl

[6639]  <220>

[6640]  <223> FGF21 P78R

[6641]  <220>

[6642]  <221> (DS

[6643]  <222> (1) .. (549)

[6644]  <400> 128

[6645] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6646] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6647] 1 5) 10 15

[6648] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6649] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6650] 20 25 30

[6651] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[6652] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6653] 35 40 45

[6654] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6655] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6656] 50 55 60

[6657] caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg cgt gat 240
[6658] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Arg Asp

[6659] 65 70 75 80

[6660] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6661]  Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6662] 85 90 95

[6663] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6664] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6665] 100 105 110

[6666] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6667] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6668] 115 120 125

243



CN 107188950 B ,? yu % 172/226 71

[6669] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[6670] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6671] 130 135 140

[6672] ccc gca cce ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6673]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6674] 145 150 155 160

[6675] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag gge cga 528
[6676] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6677] 165 170 175

[6678] agc ccc age tac gct tce taa 549
[6679] Ser Pro Ser Tyr Ala Ser

[6680] 180

[6681] <210> 129

[6682] <211> 182

[6683]  <212> PRT

[6684]  <213> AT

[6685]  <220>

[6686]  <223> L pAAEE A

[6687]  <400> 129

[6688] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6689] 1 5 10 15
[6690] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6691] 20 25 30

[6692] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6693] 35 40 45

[6694] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6695] 50 55 60

[6696] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Arg Asp
[6697] 65 70 75 80
[6698] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6699] 85 90 95
[6700] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6701] 100 105 110

[6702] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6703] 115 120 125

[6704] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6705] 130 135 140

[6706] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6707] 145 150 155 160
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[6708] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6709] 165 170 175
[6710] Ser Pro Ser Tyr Ala Ser
[6711] 180

[6712]  <210> 130

[6713]  <211> 549

[6714]  <212> DNA

[6715]  <213> ANTLF4

[6716]  <220>

[6717]  <223> FGF21 L86T

[6718]  <220>

[6719]  <221> (DS

[6720]  <222> (1) .. (549)

[6721]  <400> 130

[6722] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6723] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6724] 1 5 10 15

[6725] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6726] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6727] 20 25 30

[6728] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[6729] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6730] 35 40 45

[6731] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6732] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6733] 50 55 60

[6734] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6735] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6736] 65 70 75 80

[6737] ggg gcc ctg tat gga tcg acc cac ttt gac cct gag gec tge age ttc 288
[6738] Gly Ala Leu Tyr Gly Ser Thr His Phe Asp Pro Glu Ala Cys Ser Phe

[6739] 85 90 95

[6740] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6741] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6742] 100 105 110

[6743] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6744] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6745] 115 120 125

[6746] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
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[6747]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6748] 130 135 140

[6749] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6750]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6751] 145 150 155 160

[6752] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[6753] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6754] 165 170 175

[6755] agc ccc age tac gct tce taa 549
[6756]  Ser Pro Ser Tyr Ala Ser

[6757] 180

[6758] <210> 131

[6759] <211> 182

[6760]  <212> PRT

[6761]  <213> AT

[6762]  <220>

[6763]  <223> LR {4

[6764]  <400> 131

[6765] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6766] 1 5 10 15
[6767] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6768] 20 25 30

[6769] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6770] 35 40 45

[6771]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6772] 50 55 60

[6773]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6774] 65 70 75 80
[6775] Gly Ala Leu Tyr Gly Ser Thr His Phe Asp Pro Glu Ala Cys Ser Phe
[6776] 85 90 95
[6777] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6778] 100 105 110

[6779] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6780] 115 120 125

[6781]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6782] 130 135 140

[6783] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6784] 145 150 155 160

[6785] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
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[6786] 165 170 175
[6787] Ser Pro Ser Tyr Ala Ser
[6788] 180

[6789] <210> 132

[6790]  <211> 549

[6791]  <212> DNA

[6792]  <213> AT

[6793]  <220>

[6794]  <223> FGF21 L86C

[6795]  <220>

[6796]  <221> (DS

[67971  <222> (1) .. (549)

[6798]  <400> 132

[6799] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6800] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6801] 1 5 10 15

[6802] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6803] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6804] 20 25 30

[6805] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6806] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6807] 35 40 45

[6808] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6809] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6810] 50 55 60

[6811] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6812] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6813] 65 70 75 80

[6814] ggg gcec ctg tat gga tcg tge cac ttt gac cct gag gec tge age tte 288
[6815] Gly Ala Leu Tyr Gly Ser Cys His Phe Asp Pro Glu Ala Cys Ser Phe

[6816] 85 90 95

[6817] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6818] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6819] 100 105 110

[6820] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6821] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6822] 115 120 125

[6823] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[6824] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
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[6825] 130 135 140

[6826] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6827] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[6828] 145 150 155 160

[6829] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag ggc cga 528
[6830] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6831] 165 170 175

[6832] agc ccc age tac gct tece taa 549
[6833] Ser Pro Ser Tyr Ala Ser

[6834] 180

[6835] <210> 133

[6836] <211> 182

[6837] <212> PRT

[6838] <213> AT

[6839] <220>

[6840]  <223> L pAAEEfA

[6841]  <400> 133

[6842] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6843] 1 5 10 15
[6844] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6845] 20 25 30

[6846] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6847] 35 40 45

[6848] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val TIle
[6849] 50 55 60

[6850] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6851] 65 70 75 80
[6852] Gly Ala Leu Tyr Gly Ser Cys His Phe Asp Pro Glu Ala Cys Ser Phe
[6853] 85 90 95
[6854] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6855] 100 105 110

[6856] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6857] 115 120 125

[6858] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6859] 130 135 140

[6860] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6861] 145 150 155 160
[6862] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6863] 165 170 175
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[6864] Ser Pro Ser Tyr Ala Ser

[6865] 180

[6866] <210> 134

[6867] <211> 549

[6868]  <212> DNA

[6869] <213> AT

[6870]  <220>

[6871]  <223> FGF21 L98C

[6872]  <220>

[6873]  <221> (DS

[6874]  <222> (1) .. (549)

[6875]  <400> 134

[6876] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6877] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6878] 1 5 10 15

[6879] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6880] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6881] 20 25 30

[6882] cac ctg gag atc agg gag gat ggg acg gtg ggg gge gct get gac cag 144
[6883] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6884] 35 40 45

[6885] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6886] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6887] 50 55 60

[6888] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[6889] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6890] 65 70 75 80

[6891] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6892] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6893] 85 90 95

[6894] cgg gag tgc ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6895] Arg Glu Cys Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6896] 100 105 110

[6897] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6898] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6899] 115 120 125

[6900] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[6901]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6902] 130 135 140
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[6903] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[6904] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6905] 145 150 155 160
[6906] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag gge cga 528
[6907] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6908] 165 170 175

[6909] agc ccc age tac gct tce taa 549
[6910] Ser Pro Ser Tyr Ala Ser

[6911] 180

[6912] <210> 135

[6913] <211> 182

[6914]  <212> PRT

[6915]  <213> NTLF4

[6916]  <220>

[6917]  <223> &Mk

[6918]  <400> 135

[6919] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6920] 1 5 10 15
[6921] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6922] 20 25 30

[6923] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[6924] 35 40 45

[6925] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[6926] 50 55 60

[6927] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[6928] 65 70 75 80
[6929] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[6930] 85 90 95
[6931] Arg Glu Cys Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[6932] 100 105 110

[6933] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[6934] 115 120 125

[6935] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[6936] 130 135 140

[6937] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6938] 145 150 155 160
[6939] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[6940] 165 170 175

[6941] Ser Pro Ser Tyr Ala Ser
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[6942] 180

[6943] <210> 136

[6944]  <211> 549

[6945] <212> DNA

[6946]  <213> AT

[6947]  <220>

[6948] <223> FGF21 LI9SR

[6949]  <220>

[6950]  <221> (DS

[69511  <222> (1) .. (549)

[6952]  <400> 136

[6953] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[6954] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6955] 1 5 10 15

[6956] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[6957] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[6958] 20 25 30

[6959] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[6960] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[6961] 35 40 45

[6962] agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[6963] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[6964] 50 55 60

[6965] caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg cca gat 240
[6966] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[6967] 65 70 75 80

[6968] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[6969] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[6970] 85 90 95

[6971] cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[6972] Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[6973] 100 105 110

[6974] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[6975] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[6976] 115 120 125

[6977] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[6978] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[6979] 130 135 140

[6980] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
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[6981] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[6982] 145 150 155 160

[6983] gtg ggc tcc teg gac cct ctg age atg gtg gga cct tce cag ggc cga 528
[6984] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[6985] 165 170 175

[6986] agc ccc age tac gct tce taa 549
[6987] Ser Pro Ser Tyr Ala Ser

[6988] 180

[6989] <210> 137

[6990] <211> 182

[6991]  <212> PRT

[6992] <213> AT

[6993] <220>

[6994]  <223> £ pAEE {4

[6995]  <400> 137

[6996] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[6997] 1 5 10 15
[6998] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[6999] 20 25 30

[7000] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[7001] 35 40 45

[7002] Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly Val TIle
[7003] 50 55 60

[7004] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[7005] 65 70 75 80
[7006] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[7007] 85 90 95
[7008] Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[7009] 100 105 110

[7010] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[7011] 115 120 125

[7012]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[7013] 130 135 140

[7014]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[7015] 145 150 155 160
[7016] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[7017] 165 170 175
[7018] Ser Pro Ser Tyr Ala Ser

[7019] 180
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[7020] <210> 138

[7021]  <211> 549

[7022]  <212> DNA

[7023]  <213> AT

[7024] <220>

[7025]  <223> FGF21 L52T

[7026] <220>

[7027]  <221> CDS

[7028]  <222> (1) .. (549)

[7029]  <400> 138

[7030] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[7031] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[7032] 1 5 10 15

[7033] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[7034] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[7035] 20 25 30

[7036] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[7037] His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[7038] 35 40 45

[7039] agc ccc gaa agt acc ctg cag ctg aaa gcc ttg aag ccg gga gtt att 192
[7040] Ser Pro Glu Ser Thr Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile

[7041] 50 55 60

[7042] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[7043]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[7044] 65 70 75 80

[7045] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age ttc 288
[7046] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[7047] 85 90 95

[7048] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[7049] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[7050] 100 105 110

[7051] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[7052] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[7053] 115 120 125

[7054] cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge ctg cecc 432
[7055] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[7056] 130 135 140

[7057] ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce ccec gat 480
[7058] Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
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[7059] 145 150 155 160
[7060] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag gge cga 528
[7061]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[7062] 165 170 175

[7063] agc ccc age tac gct tce taa 549
[7064]  Ser Pro Ser Tyr Ala Ser

[7065] 180

[7066]  <210> 139

[7067] <211> 182

[7068]  <212> PRT

[7069]  <213> AT

[7070]  <220>

[7071]  <223> Zr R AR

[7072]  <400> 139

[7073] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[7074] 1 5 10 15
[7075] Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[7076] 20 25 30

[7077]  His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[7078] 35 40 45

[7079]  Ser Pro Glu Ser Thr Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile
[7080] 50 55 60

[7081] Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[7082] 65 70 75 80
[7083] Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[7084] 85 90 95
[7085] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[7086] 100 105 110

[7087] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[7088] 115 120 125

[7089] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[7090] 130 135 140

[7091]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[7092] 145 150 155 160
[7093] Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[7094] 165 170 175
[7095] Ser Pro Ser Tyr Ala Ser

[7096] 180

[7097]  <210> 140
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[7098] <211> 549

[7099]  <212> DNA

[7100]  <213> AT

[7101]  <220>

[7102]  <223> FGF21 L58E

[7103] <220>

[7104]  <221> CDS

[7105]  <222> (1) .. (549)

[7106]  <400> 140

[7107] atg cat cca att cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
[7108] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

[7109] 1 5 10 15

[7110] gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gcc 96
[7111]1  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala

[7112] 20 25 30

[7113] cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get gac cag 144
[7114]  His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln

[7115] 35 40 45

[7116] agc ccc gaa agt ctc ctg cag ctg aaa gcc gaa aag ccg gga gtt att 192
[7117]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Glu Lys Pro Gly Val Ile

[7118] 50 55 60

[7119] caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
[7120]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp

[7121] 65 70 75 80

[7122] ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge age tte 288
[7123]  Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe

[7124] 85 90 95

[7125] cgg gag ctg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
[7126] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala

[7127] 100 105 110

[7128] cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac cgg gac 384
[7129] His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp

[7130] 115 120 125

[7131]  cct gca ccc cga gga cca gct cge ttc ctg cca cta cca gge ctg cecec 432
[7132]  Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro

[7133] 130 135 140

[7134]  ccc gca ccc ceg gag cca cce gga atc ctg gec cce cag cce cec gat 480
[7135]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp

[7136] 145 150 155 160
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[7137] gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tcc cag ggce cga 528
[7138]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg

[7139] 165 170 175

[7140] agc ccc agc tac gct tce taa 549
[7141]  Ser Pro Ser Tyr Ala Ser

[7142] 180

[7143]  <210> 141

[7144] <211> 182

[7145]  <212> PRT

[7146]  <213> AT

[7147]  <220>

[7148]  <223> R AR

[7149]  <400> 141

[7150] Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln

(71511 1 5 10 15
[7152]  Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala
[7153] 20 25 30

[7154]  His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln
[7155] 35 40 45

[7156]  Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Glu Lys Pro Gly Val Ile
[7157] 50 55 60

[7158]  Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp
[7159] 65 70 75 80
[7160]  Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe
[7161] 85 90 95
[7162] Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala
[7163] 100 105 110

[7164]  His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
[7165] 115 120 125

[7166] Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
[7167] 130 135 140

[7168]  Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
[7169] 145 150 155 160
[7170]  Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg
[7171] 165 170 175
[7172]  Ser Pro Ser Tyr Ala Ser

[7173] 180

[7174]  <210> 142
[7175]  <211> 1278
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[7176]  <212> DNA

[7177]1  <213> ANTLF#%I

[7178]  <220>

[7179]  <223> Fc-L15-L98R P171G 182P

[7180] <220>

[7181]  <221> (DS

[7182] <222> (1)..(1278)

[7183]  <400> 142

[7184] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7185] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[7186] 1 5 10 15

[7187] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[7188] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7189] 20 25 30

[7190] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[7191]  Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[7192] 35 40 45

[7193] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7194]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7195] 50 55 60

[7196] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7197]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7198] 65 70 75 80

[7199] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7200] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7201] 85 90 95

[7202] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7203] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7204] 100 105 110

[7205] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7206] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7207] 115 120 125

[7208] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7209]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7210] 130 135 140

[7211]  agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[7212]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7213] 145 150 155 160
[7214] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528

257



CN 107188950 B ,? yu % 186/226 11

[7215]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7216] 165 170 175

[7217]  ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[7218] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[7219] 180 185 190

[7220] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7221]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7222] 195 200 205

[7223] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7224] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7225] 210 215 220

[7226] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[7227]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7228] 225 230 235 240

[7229] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7230] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[7231] 245 250 255

[7232] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7233] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7234] 260 265 270

[7235] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7236]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7237] 275 280 285

[7238] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[7239]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[7240] 290 295 300

[7241] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[7242] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[7243] 305 310 315 320

[7244] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[7245]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[7246] 325 330 335

[7247] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[7248]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[7249] 340 345 350

[7250] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[7251]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[7252] 355 360 365

[7253] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
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[7254] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[7255] 370 375 380

[7256] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[7257] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[7258] 385 390 395 400

[7259] ccc gat gtg gge tcc tecg gac cct ctg age atg gtg gga ggt tce cag 1248
[7260]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[7261] 405 410 415

[7262] ggc cga agc ccc age tac gect tce ceg taa 1278
[7263]  Gly Arg Ser Pro Ser Tyr Ala Ser Pro

[7264] 420 425

[7265] <210> 143

[7266] <211> 425

[7267]  <212> PRT

[7268] <213> AT

[7269]  <220>

[7270]  <223> Zr R AR

[7271]  <400> 143

[7272]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

(72731 1 5 10 15
[7274]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[7275] 20 25 30

[7276] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[7277] 35 40 45

[7278] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[7279] 50 55 60

[7280] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[7281] 65 70 75 80
[7282]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[7283] 85 90 95
[7284] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[7285] 100 105 110

[7286] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[7287] 115 120 125

[7288] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[7289] 130 135 140

[7290] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[7291] 145 150 155 160

[7292]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
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[7293] 165 170 175
[7294]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[7295] 180 185 190

[7296] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[7297] 195 200 205

[7298] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[7299] 210 215 220

[7300] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[7301] 225 230 235 240
[7302] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[7303] 245 250 255
[7304] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[7305] 260 265 270

[7306] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[7307] 275 280 285

[7308] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[7309] 290 295 300

[7310] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[7311] 305 310 315 320
[7312]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[7313] 325 330 335
[7314]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[7315] 340 345 350

[7316]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[7317] 355 360 365

[7318] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[7319] 370 375 380

[7320] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[7321] 385 390 395 400
[7322]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[7323] 405 410 415
[7324]  Gly Arg Ser Pro Ser Tyr Ala Ser Pro

[7325] 420 425

[7326] <210> 144

[7327]  <211> 1278

[7328] <212> DNA

[7329]  <213> AT

[7330] <220>

[7331]  <223> Fc-L15-L98R P171G 182G
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[7332] <220>

[7333] <221> (DS

[7334] <222> (1)..(1278)

[7335]  <400> 144

[7336] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7337] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[7338] 1 5 10 15

[7339] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[7340] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7341] 20 25 30

[7342] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[7343] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[7344] 35 40 45

[7345] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7346] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7347] 50 55 60

[7348] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7349]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7350] 65 70 75 80

[7351] tac cgt gtg gtc age gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7352]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7353] 85 90 95

[7354] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7355]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7356] 100 105 110

[7357] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7358] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7359] 115 120 125

[7360] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7361]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7362] 130 135 140

[7363] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[7364]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7365] 145 150 155 160
[7366] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[7367]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7368] 165 170 175

[7369] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[7370] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
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[7371] 180 185 190

[7372] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7373]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7374] 195 200 205

[7375] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7376] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7377] 210 215 220

[7378] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[73879]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7380] 225 230 235 240

[7381] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7382] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[7383] 245 250 255

[7384] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7385] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7386] 260 265 270

[7387] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7388] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7389] 275 280 285

[7390] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[7391]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[7392] 290 295 300

[7393] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[7394] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[7395] 305 310 315 320

[7396] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[7397]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[7398] 325 330 335

[7399] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[7400] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[7401] 340 345 350

[7402] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[7403] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[7404] 355 360 365

[7405] cgg gac cct gca ccc cga gga cca gct cge tte ctg cca cta cca gge 1152
[7406] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[7407] 370 375 380

[7408] ctg ccc ccc gea cec ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[7409] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
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[7410] 385 390 395 400
[7411] ccc gat gtg gge tce tecg gac cct ctg age atg gtg gga ggt tce cag 1248
[7412]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[7413] 405 410 415

[7414]  ggc cga agc ccc agce tac get tce gge taa 1278
[7415]  Gly Arg Ser Pro Ser Tyr Ala Ser Gly

[7416] 420 425

[7417]  <210> 145

[7418] <211> 425

[7419]  <212> PRT

[7420]  <213> AT

[7421]  <220>

[7422]  <223> LR AR

[7423]  <400> 145

[7424]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[7425] 1 5 10 15
[7426] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[7427] 20 25 30

[7428] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[7429] 35 40 45

[7430] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[7431] 50 55 60

[7432] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[7433] 65 70 75 80
[7434]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[7435] 85 90 95
[7436] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[7437] 100 105 110

[7438] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[7439] 115 120 125

[7440] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[7441] 130 135 140

[7442]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[7443] 145 150 155 160
[7444]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[7445] 165 170 175
[7446]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[7447] 180 185 190

[7448] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
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[7449] 195 200 205

[7450] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[7451] 210 215 220

[7452]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[7453] 225 230 235 240
[7454]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[7455] 245 250 255
[7456] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[7457] 260 265 270

[7458]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[7459] 275 280 285

[7460]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[7461] 290 295 300

[7462] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[7463] 305 310 315 320
[7464]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[7465] 325 330 335
[7466]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[7467] 340 345 350

[7468] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[7469] 355 360 365

[7470] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[7471] 370 375 380

[7472] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[7473] 385 390 395 400
[7474]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[7475] 405 410 415
[7476]  Gly Arg Ser Pro Ser Tyr Ala Ser Gly

[7477] 420 425

[7478]  <210> 146

(74791  <211> 1281

[7480] <212> DNA

[7481]  <213> AT

[7482] <220>

[7483]  <223> Fc-L15-L98R P171G 182G 183G

[7484] <220>

[7485]  <221> (DS

[7486]  <222> (1) ..(1281)

[7487]  <400> 146
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[7488] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7489] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[7490] 1 5 10 15

[7491] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[7492] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7493] 20 25 30

[7494] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[7495] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[7496] 35 40 45

[7497] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7498] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7499] 50 55 60

[7500] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7501]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7502] 65 70 75 80

[7503] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7504]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7505] 85 90 95

[7506] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7507]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7508] 100 105 110

[7509] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7510] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7511] 115 120 125

[7512] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7513]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7514] 130 135 140

[7515] agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[7516] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7517] 145 150 155 160

[7518] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[7519]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7520] 165 170 175

[7521] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[7522] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[7523] 180 185 190

[7524] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7525] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7526] 195 200 205
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[7527] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7528] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7529] 210 215 220

[7530] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[7531]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7532] 225 230 235 240

[7533] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7534]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[7535] 245 250 255

[7536] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7537]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7538] 260 265 270

[7539] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7540]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7541] 275 280 285

[7542] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[7543]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[7544] 290 295 300

[7545] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[7546] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[7547] 305 310 315 320

[7548] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[7549]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[7550] 325 330 335

[7551] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[7552]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[7553] 340 345 350

[7554] gaa gcc cac gge ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[7555] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[7556] 355 360 365

[7557] cgg gac cct gca ccc cga gga cca get cge ttec ctg cca cta cca gge 1152
[7558] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[7559] 370 375 380

[7560] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[7561]  Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[7562] 385 390 395 400

[7563] ccc gat gtg gge tce tecg gac cct ctg age atg gtg gga ggt tce cag 1248
[7564]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[7565] 405 410 415
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[7566]
[7567]
[7568]
[7569]
[7570]
[7571]
[7572]
[7573]
[7574]
[7575]
[7576]
[7577]
[7578]
[7579]
[7580]
[7581]
[7582]
[7583]
[7584]
[7585]
[7586]
[7587]
[7588]
[7589]
[7590]
[7591]
[7592]
[7593]
[7594]
[7595]
[7596]
[7597]
[7598]
[7599]
[7600]
[7601]
[7602]
[7603]
[7604]

ggc cga agc ccc age tac get tcec ggt gge taa
Gly Arg Ser Pro Ser Tyr Ala Ser Gly Gly

210>
211>
212>
213>
220>
223>
<400>
Met Asp Lys Thr His

1

147
426
PRT

420

NILF3

ERB AN

147

Gly Gly Pro

Met

His

Val

65

Tyr

Gly

Ile

Val

Ser

145

Glu

Pro

Val

Met

Ser

Ile
Glu
50

His
Arg
Lys
Glu
Tyr
130
Leu
Trp
Val
Asp
His

210

Pro

Ser
35

Asp
Asn
Val
Glu
Lys
115
Thr
Thr
Glu
Leu
Lys
195

Glu

Gly

Ser
20

Arg
Pro
Ala
Val
Tyr
100
Thr
Leu
Cys
Ser
Asp
180
Ser

Ala

Lys

5
Val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Thr

Phe

Pro

Val

Thr

70

Val

Cys

Ser

Pro

Val

150

Gly

Asp

Trp

His

Gly

Cys

Leu

Glu

Lys

95

Lys

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

Gln

Asn

215
Gly

425

Pro Pro

Phe Pro
25

Val Thr

40

Phe Asn

Pro Arg

Thr Val

Val Ser

105
Ala Lys
120

Gly Phe

Pro Glu

Ser Phe
185

Gln Gly

200

His Tyr

Gly Gly

267

Cys
10

Pro

Cys

Glu
Leu
90

Asn

Gly

Glu

Asn
170
Phe
Asn

Thr

Ser

Pro

Lys

Val

Glu
75

His
Lys
Gln
Leu
Pro
155
Asn
Leu
Val

Gln

Gly

Ala

Pro

Val

Val

60

Gln

Gln

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Lys

220
Gly

Pro
Lys
Val
45

Asp
Tyr
Asp
Leu
Arg
125
Lys
Asp
Lys
Ser
Ser
205

Ser

Gly

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110
Glu
Asn
Ile
Thr
Lys
190
Cys

Leu

Ser

Leu
15

Thr
Val
Val
Ser
Leu
95

Ala
Pro
Gln
Ala
Thr
175
Leu
Ser

Ser

Gly

1281

Leu

Leu

Ser

Glu

Thr

80

Asn

Pro

Gln

Val

Val

160

Pro

Thr

Val

Leu

Gly
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[7605] 225 230 235 240
[7606]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[7607] 245 250 255
[7608] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[7609] 260 265 270

[7610]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[7611] 275 280 285

[7612]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[7613] 290 295 300

[7614]  Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[7615] 305 310 315 320
[7616]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[7617] 325 330 335
[7618]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[7619] 340 345 350

[7620] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[7621] 355 360 365

[7622] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[7623] 370 375 380

[7624] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[7625] 385 390 395 400
[7626]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[7627] 405 410 415
[7628] Gly Arg Ser Pro Ser Tyr Ala Ser Gly Gly

[7629] 420 425

[7630] <210> 148

[7631]  <211> 1275

[7632]  <212> DNA

[7633]  <213> AT

[7634]  <220>

[7635]  <223> Fc-L15-L98R P171G Y179S

[7636] <220>

[7637]  <221> CDS

[7638] <222> (1)..(1275)

[7639]  <400> 148

[7640] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7641]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[7642] 1 5 10 15
[7643] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
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[7644]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7645] 20 25 30

[7646] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[7647] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[7648] 35 40 45

[7649] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7650] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7651] 50 55 60

[7652] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7653]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7654] 65 70 75 80

[7655] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7656]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7657] 85 90 95

[7658] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7659]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7660] 100 105 110

[7661] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7662] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7663] 115 120 125

[7664] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7665] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7666] 130 135 140

[7667] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[7668]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7669] 145 150 155 160

[7670] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[7671]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7672] 165 170 175

[7673] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[7674]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[7675] 180 185 190

[7676] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7677]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7678] 195 200 205

[7679] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7680] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7681] 210 215 220

[7682] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
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[7683] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7684] 225 230 235 240

[7685] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7686] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[7687] 245 250 255

[7688] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7689] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7690] 260 265 270

[7691] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7692]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7693] 275 280 285

[7694] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[7695]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[7696] 290 295 300

[7697] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[7698] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[7699]1 305 310 315 320

[7700] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[7701]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[7702] 325 330 335

[7703] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[7704]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[7705] 340 345 350

[7706] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[7707]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[7708] 355 360 365

[7709] cgg gac cct gca ccc cga gga cca gct cge ttec ctg cca cta cca gge 1152
[7710]  Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[7711] 370 375 380

[7712] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[7713]  Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[7714] 385 390 395 400

[7715]  ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcc cag 1248
[7716]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[7717] 405 410 415

[7718]  ggc cga agc ccc age tce get tee taa 1275
[7719]  Gly Arg Ser Pro Ser Ser Ala Ser

[7720] 420

[7721]  <210> 149
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[7722]  <211> 424

[7723]  <212> PRT

[7724]  <213> AT

[7725] <220>

[7726]  <223> LR AR

(77271 <400> 149

[7728] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
(77291 1 5 10 15
[7730] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[7731] 20 25 30

[7732] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[7733] 35 40 45

[7734]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[7735] 50 55 60

[7736]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[7737] 65 70 75 80
[7738]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[7739] 85 90 95
[7740]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[7741] 100 105 110

[7742]  Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[7743] 115 120 125

[7744]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[7745] 130 135 140

[7746]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[7747] 145 150 155 160
[7748]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[7749] 165 170 175
[7750]  Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[7751] 180 185 190

[7752]  Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[7753] 195 200 205

[7754] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[7755] 210 215 220

[7756]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[7757] 225 230 235 240
[7758]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[7759] 245 250 255
[7760] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
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[7761] 260 265 270

[7762]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[7763] 275 280 285

[7764]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[7765] 290 295 300

[7766] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
(77671 305 310 315 320
[7768]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[7769] 325 330 335
[7770]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[7771] 340 345 350

[7772]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[7773] 355 360 365

[7774]  Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[7775] 370 375 380

[7776] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
(77771 385 390 395 400
[7778]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[7779] 405 410 415
[7780] Gly Arg Ser Pro Ser Ser Ala Ser

[7781] 420

[7782]  <210> 150

[7783] <211> 1275

[7784]  <212> DNA

[7785]1  <213> ANTLF4

[7786] <220>

[7787]  <223> Fc-L15-L98R P171G Y179F

[7788] <220>

[7789] <221> (DS

[7790]  <222> (1) .. (1275)

[7791]  <400> 150

[7792] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7793] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

(77941 1 5 10 15

[7795] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[7796]  Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7797] 20 25 30

[7798] atg atc tcc cgt acc cct gag gtc aca tgce gtg gtg gtg gac gtg agc 144
[7799] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
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[7800] 35 40 45

[7801] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7802] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7803] 50 55 60

[7804] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7805] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7806] 65 70 75 80

[7807] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7808] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7809] 85 90 95

[7810] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7811]  Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7812] 100 105 110

[7813] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7814] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7815] 115 120 125

[7816] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7817]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7818] 130 135 140

[7819] agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[7820] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7821] 145 150 155 160

[7822] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[7823]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7824] 165 170 175

[7825] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[7826] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[7827] 180 185 190

[7828] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7829] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7830] 195 200 205

[7831] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7832] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7833] 210 215 220

[7834] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[7835]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7836] 225 230 235 240

[7837] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7838] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
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[7839] 245 250 255

[7840] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7841]1 Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7842] 260 265 270

[7843] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7844]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7845] 275 280 285

[7846] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[7847]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[7848] 290 295 300

[7849] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[7850] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[7851] 305 310 315 320

[7852] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gec tge 1008
[7853]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[7854] 325 330 335

[7855] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[7856]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[7857] 340 345 350

[7858] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[7859] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[7860] 355 360 365

[7861] cgg gac cct gca ccc cga gga cca gect cge tte ctg cca cta cca gge 1152
[7862] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[7863] 370 375 380

[7864] ctg ccc ccc gea cec ccg gag cca ccc gga atc ctg gee cce cag cec 1200
[7865] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[7866] 385 390 395 400

[7867] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcc cag 1248
[7868] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[7869] 405 410 415

[7870] ggc cga agc ccc age ttc get tee taa 1275
[7871]1  Gly Arg Ser Pro Ser Phe Ala Ser

[7872] 420

[7873] <210> 151
[7874] <211> 424
[7875] <212> PRT
[7876]1 <213> ANTLF4
(78771  <220>
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[7878]  <223> LR AR

(78791  <400> 151

[7880] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[7881] 1 5 10 15
[7882] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[7883] 20 25 30

[7884] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[7885] 35 40 45

[7886] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[7887] 50 55 60

[7888] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[7889] 65 70 75 80
[7890] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[7891] 85 90 95
[7892] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[7893] 100 105 110

[7894] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[7895] 115 120 125

[7896] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[7897] 130 135 140

[7898] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[7899] 145 150 155 160
[7900] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[7901] 165 170 175
[7902] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[7903] 180 185 190

[7904] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[7905] 195 200 205

[7906] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[7907] 210 215 220

[7908] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[7909] 225 230 235 240
[7910] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[7911] 245 250 255
[7912]  Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[7913] 260 265 270

[7914]  Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[7915] 275 280 285

[7916]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
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[7917] 290 295 300

[7918] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
(79191 305 310 315 320
[7920] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[7921] 325 330 335
[7922] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[7923] 340 345 350

[7924] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[7925] 355 360 365

[7926] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[7927] 370 375 380

[7928] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[7929] 385 390 395 400
[7930]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[7931] 405 410 415
[7932] Gly Arg Ser Pro Ser Phe Ala Ser

[7933] 420

[7934] <210> 152

[7935] <211> 1275

[7936]  <212> DNA

[7937]1  <213> ANTLF4

[7938] <220>

[7939]  <223> Fc-L15-L98R P171G Y179A

[7940] <220>

[7941]  <221> (DS

[7942] <222> (1)..(1275)

[7943]  <400> 152

[7944] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[7945]  Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[7946] 1 5 10 15

[7947] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[7948] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[7949] 20 25 30

[7950] atg atc tcc cgt acc cct gag gtc aca tgce gtg gtg gtg gac gtg agc 144
[7951] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[7952] 35 40 45

[7953] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[7954]  His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[7955] 50 55 60
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[7956] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[7957] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[7958] 65 70 75 80

[7959] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[7960]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[7961] 85 90 95

[7962] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gec cce 336
[7963] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[7964] 100 105 110

[7965] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[7966] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[7967] 115 120 125

[7968] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[7969] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[7970] 130 135 140

[7971]1 agc ctg acc tgc ctg gtc aaa ggec ttc tat ccc age gac atc gee gtg 480
[7972]  Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[7973] 145 150 155 160

[7974] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[7975]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[7976] 165 170 175

[7977]  ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[7978] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[7979] 180 185 190

[7980] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[7981]1 Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[7982] 195 200 205

[7983] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[7984] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[7985] 210 215 220

[7986] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[7987]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[7988] 225 230 235 240

[7989] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[7990] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[7991] 245 250 255

[7992] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[7993] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[7994] 260 265 270
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[7995] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[7996] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[7997] 275 280 285

[7998] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[79991  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[8000] 290 295 300

[8001] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[8002] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[8003] 305 310 315 320

[8004] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[8005] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[8006] 325 330 335

[8007] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[8008] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[8009] 340 345 350

[8010] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[8011]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[8012] 355 360 365

[8013] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[8014] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[8015] 370 375 380

[8016] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[8017] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[8018] 385 390 395 400

[8019] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcc cag 1248
[8020] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[8021] 405 410 415

[8022] ggc cga agc ccc age get get tee taa 1275
[8023] Gly Arg Ser Pro Ser Ala Ala Ser

[8024] 420

[8025] <210> 153

[8026]  <211> 424

[8027] <212> PRT

[8028] <213> AT

[8029] <220>

[8030]  <223> A pAAEE{A

[8031]  <400> 153

[8032] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
[8033] | 5 10 15
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[8034] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[8035] 20 25 30

[8036] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[8037] 35 40 45

[8038] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[8039] 50 55 60

[8040] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[8041] 65 70 75 80
[8042] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[8043] 85 90 95
[8044] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[8045] 100 105 110

[8046] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[8047] 115 120 125

[8048] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[8049] 130 135 140

[8050] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[8051] 145 150 155 160
[8052] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[8053] 165 170 175
[8054] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[8055] 180 185 190

[8056] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[8057] 195 200 205

[8058] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[8059] 210 215 220

[8060]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[8061] 225 230 235 240
[8062] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[8063] 245 250 255
[8064] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[8065] 260 265 270

[8066] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[8067] 275 280 285

[8068] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[8069] 290 295 300

[8070] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[8071] 305 310 315 320
[8072]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
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[8073] 325 330 335
[8074] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[8075] 340 345 350

[8076] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[8077] 355 360 365

[8078] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[8079] 370 375 380

[8080] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[8081] 385 390 395 400
[8082] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[8083] 405 410 415
[8084] Gly Arg Ser Pro Ser Ala Ala Ser

[8085] 420

[8086] <210> 154

[8087] <211> 1275

[8088] <212> DNA

[8089] <213> ATl

[8090] <220>

[8091]  <223> Fc-L15-L98R P171G A180S

[8092] <220>

[8093]  <221> (DS

[8094] <222> (1)..(1275)

[8095]  <400> 154

[8096] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[8097] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[8098] 1 5 10 15

[8099] ggg gga ccg tca gtc ttc ctc ttc ccc cca aaa ccc aag gac acc ctc 96
[8100] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[8101] 20 25 30

[8102] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[8103] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[8104] 35 40 45

[8105] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[8106] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[8107] 50 55 60

[8108] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[8109] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[8110] 65 70 75 80

[8111] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
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[8112]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[8113] 85 90 95

[8114] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[8115] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

[8116] 100 105 110

[8117] atc gag aaa acc atc tcc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
[8118] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[8119] 115 120 125

[8120] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[8121]  Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[8122] 130 135 140

[8123] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[8124] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[8125] 145 150 155 160

[8126] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[8127]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[8128] 165 170 175

[8129] ccc gtg ctg gac tcc gac gge tce tte tte cte tac age aag ctc acc 576
[8130] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[8131] 180 185 190

[8132] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[8133] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[8134] 195 200 205

[8135] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[8136] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[8137] 210 215 220

[8138] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[8139]  Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[8140] 225 230 235 240

[8141] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[8142] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[8143] 245 250 255

[8144] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[8145] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[8146] 260 265 270

[8147] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg gge gge get get 864
[8148] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[8149] 275 280 285

[8150] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
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[8151]  Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[8152] 290 295 300

[8153] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[8154] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg

[8155] 305 310 315 320

[8156] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[8157]  Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[8158] 325 330 335

[8159] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[8160]  Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[8161] 340 345 350

[8162] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[8163] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[8164] 355 360 365

[8165] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[8166] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[8167] 370 375 380

[8168] ctg ccc ccc gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[8169] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[8170] 385 390 395 400

[8171] ccc gat gtg gge tce tcg gac cct ctg age atg gtg gga ggt tce cag 1248
[8172]  Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[8173] 405 410 415

[8174]  ggc cga agc ccc age tac tcc tce taa 1275
[8175]  Gly Arg Ser Pro Ser Tyr Ser Ser

[8176] 420

[8177]  <210> 155

[8178]  <211> 424

[8179]  <212> PRT

[8180] <213> ATl

[8181]  <220>

[8182]  <223> A pEE{A

[8183]  <400> 155

[8184] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[8185] 1 5 10 15
[8186] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[8187] 20 25 30

[8188] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[8189] 35 40 45
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[8190] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[8191] 50 55 60

[8192] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[8193] 65 70 75 80
[8194]  Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[8195] 85 90 95
[8196] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[8197] 100 105 110

[8198] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[8199] 115 120 125

[8200] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[8201] 130 135 140

[8202] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[8203] 145 150 155 160
[8204] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[8205] 165 170 175
[8206] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[8207] 180 185 190

[8208] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[8209] 195 200 205

[8210] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[8211] 210 215 220

[8212] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[8213] 225 230 235 240
[8214]  Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[8215] 245 250 255
[8216] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[8217] 260 265 270

[8218] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[8219] 275 280 285

[8220] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[8221] 290 295 300

[8222] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[8223] 305 310 315 320
[8224] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[8225] 325 330 335
[8226] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[8227] 340 345 350

[8228] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
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[8229] 355 360 365

[8230] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[8231] 370 375 380

[8232] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
[8233] 385 390 395 400
[8234] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[8235] 405 410 415
[8236] Gly Arg Ser Pro Ser Tyr Ser Ser

[8237] 420

[8238] <210> 156

[8239] <211> 1275

[8240]  <212> DNA

[8241]  <213> AT

[8242] <220>

[8243]  <223> Fc-L15-L98R P171G A180G

[8244] <220>

[8245]  <221> (DS

[8246] <222> (1)..(1275)

[8247]  <400> 156

[8248] atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
[8249] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[8250] 1 5 10 15

[8251] ggg gga ccg tca gtc ttc ctc ttec ccc cca aaa ccc aag gac acc ctc 96
[8252] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

[8253] 20 25 30

[8254] atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg age 144
[8255] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

[8256] 35 40 45

[8257] cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac gge gtg gag 192
[8258] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

[8259] 50 55 60

[8260] gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
[8261]  Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

[8262] 65 70 75 80

[8263] tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
[8264] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn

[8265] 85 90 95

[8266] ggc aag gag tac aag tgc aag gtc tcc aac aaa gcc ctc cca gee cce 336
[8267] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
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[8268] 100 105 110

[8269] atc gag aaa acc atc tcc aaa gcec aaa ggg cag ccc cga gaa cca cag 384
[8270] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln

[8271] 115 120 125

[8272] gtg tac acc ctg ccc cca tce cgt gat gag ctg acc aag aac cag gtc 432
[8273] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

[8274] 130 135 140

[8275] agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gee gtg 480
[8276] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val

[8277] 145 150 155 160

[8278] gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
[8279]  Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro

[8280] 165 170 175

[8281] ccc gtg ctg gac tcc gac gge tce tte tte ctc tac age aag ctc acc 576
[8282] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

[8283] 180 185 190

[8284] gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tge tce gtg 624
[8285] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

[8286] 195 200 205

[8287] atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
[8288] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

[8289] 210 215 220

[8290] tct ccg ggt aaa ggt gga ggt ggt ggt tct ggt ggt ggt age ggt ggt 720
[8291] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly

[8292] 225 230 235 240

[8293] ggt gga tcc cat cca att cca gat tct tct cca tta tta caa ttc ggg 768
[8294] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly

[8295] 245 250 255

[8296] ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca 816
[8297] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr

[8298] 260 265 270

[8299] gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg gge get get 864
[8300] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala

[8301] 275 280 285

[8302] gac cag agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga 912
[8303] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly

[8304] 290 295 300

[8305] gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge cag cgg 960
[8306] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
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[8307] 305 310 315 320

[8308] cca gat ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gee tge 1008
[8309] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys

[8310] 325 330 335

[8311] agc ttc cgg gag cgt ctt ctt gag gac gga tac aat gtt tac cag tcc 1056
[8312] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser

[8313] 340 345 350

[8314] gaa gcc cac ggc ctc ccg ctg cac ctg cca ggg aac aag tcc cca cac 1104
[8315]  Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His

[8316] 355 360 365

[8317] cgg gac cct gca ccc cga gga cca get cge tte ctg cca cta cca gge 1152
[8318] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly

[8319] 370 375 380

[8320] ctg ccc cce gea cec ccg gag cca cce gga atc ctg gee cce cag cec 1200
[8321] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro

[8322] 385 390 395 400

[8323] ccc gat gtg ggc tcc tcg gac cct ctg age atg gtg gga ggt tcc cag 1248
[8324] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln

[8325] 405 410 415

[8326] ggc cga agc ccc age tac ggt tcc taa 1275
[8327] Gly Arg Ser Pro Ser Tyr Gly Ser

[8328] 420

[8329] <210> 157

[8330] <211> 424

[8331]  <212> PRT

[8332] <213> AT

[8333] <220>

[8334]  <223> L EAEE{A

[8335]  <400> 157

[8336] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[8337] 1 5 10 15
[8338] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[8339] 20 25 30

[8340] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[8341] 35 40 45

[8342] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[8343] 50 55 60

[8344] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[8345] 65 70 75 80
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[8346] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[8347] 85 90 95
[8348] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[8349] 100 105 110

[8350] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[8351] 115 120 125

[8352] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[8353] 130 135 140

[8354] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[8355] 145 150 155 160
[8356] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[8357] 165 170 175
[8358] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[8359] 180 185 190

[8360] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[8361] 195 200 205

[8362] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[8363] 210 215 220

[8364] Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
[8365] 225 230 235 240
[8366] Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
[8367] 245 250 255
[8368] Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln Gln Thr
[8369] 260 265 270

[8370] Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly Ala Ala
[8371] 275 280 285

[8372] Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly
[8373] 290 295 300

[8374] Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys Gln Arg
[8375] 305 310 315 320
[8376] Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
[8377] 325 330 335
[8378] Ser Phe Arg Glu Arg Leu Leu Glu Asp Gly Tyr Asn Val Tyr Gln Ser
[8379] 340 345 350

[8380] Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
[8381] 355 360 365

[8382] Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
[8383] 370 375 380

[8384] Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
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[8385] 385 390 395 400
[8386] Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Gly Ser Gln
[8387] 405 410 415
[8388] Gly Arg Ser Pro Ser Tyr Gly Ser

[8389] 420

[8390] <210> 158

[8391] <211> 1287

[8392] <212> DNA

[8393] <213> AT

[8394] <220>

[8395]  <223> MKEDD-FGF21- (L15) -Fc

[8396] <220>

[8397]  <221> (DS

[8398] <222> (1)..(1287)

[8399]  <400> 158

[8400] atg aaa gaa gat gat cac cca att cca gat tct tct cca tta tta caa 48
[8401] Met Lys Glu Asp Asp His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln

[8402] 1 5 10 15

[8403] ttc ggg ggc caa gtc cgg cag cgg tac ctc tac aca gat gat gcc cag 96
[8404] Phe Gly Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln

[8405] 20 25 30

[8406] cag aca gaa gcc cac ctg gag atc agg gag gat ggg acg gtg ggg ggc 144
[8407]  Gln Thr Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly

[8408] 35 40 45

[8409] gct gct gac cag agc ccc gaa agt ctc ctg cag ctg aaa gece ttg aag 192
[8410] Ala Ala Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys

[8411] 50 55 60

[8412] ccg gga gtt att caa atc ttg gga gtc aag aca tcc agg ttc ctg tge 240
[8413] Pro Gly Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys

[8414] 65 70 75 80

[8415] cag cgg cca gat ggg gcc ctg tat gga tcg cte cac ttt gac cct gag 288
[8416] Gln Arg Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu

[8417] 85 90 95

[8418] gcc tgec age ttc cgg gag ctg ctt ctt gag gac gga tac aat gtt tac 336
[8419] Ala Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr

[8420] 100 105 110

[8421] cag tcc gaa gcc cac gge ctc ccg ctg cac ctg cca ggg aac aag tcc 384
[8422] Gln Ser Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser

[8423] 115 120 125
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[8424] cca cac cgg gac cct gca cce cga gga cca get cge tte ctg cca cta 432
[8425] Pro His Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu

[8426] 130 135 140

[8427] cca ggc ctg cca ccc gca ccc ccg gag cca ccc gga atc ctg gee cec 480
[8428] Pro Gly Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro

[8429] 145 150 155 160

[8430] cag ccc ccc gat gtg gge tce tcg gac cct ctg age atg gtg gga cct 528
[8431]  Gln Pro Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro

[8432] 165 170 175

[8433] tcc cag ggc cga age ccc age tac get tec ggt gga ggt ggt ggt tet 576
[8434] Ser Gln Gly Arg Ser Pro Ser Tyr Ala Ser Gly Gly Gly Gly Gly Ser

[8435] 180 185 190

[8436] ggt ggt ggt agc ggt ggt ggt gga tcc gac aaa act cac aca tge cca 624
[8437] Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Lys Thr His Thr Cys Pro

[8438] 195 200 205

[8439] ccg tgc cca gea cct gaa cte ctg ggg gga ccg tca gte tte cte tte 672
[8440] Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe

[8441] 210 215 220

[8442] ccc cca aaa ccc aag gac acc ctc atg atc tcc cgt acc cct gag gtc 720
[8443]  Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val

[8444] 225 230 235 240

[8445] aca tgc gtg gtg gtg gac gtg age cac gaa gac cct gag gtc aag ttc 768
[8446] Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe

[8447] 245 250 255

[8448] aac tgg tac gtg gac ggc gtg gag gtg cat aat gcc aag aca aag ccg 816
[8449]  Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro

[8450] 260 265 270

[8451] cgt gag gag cag tac aac agc acg tac cgt gtg gtc agc gtc ctc acc 864
[8452] Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr

[8453] 275 280 285

[8454] gtc ctg cac cag gac tgg ctg aat ggc aag gag tac aag tgc aag gtc 912
[8455] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val

[8456] 290 295 300

[8457] tcc aac aaa gcc ctc cca gce cce atc gag aaa acc atc tcc aaa gee 960
[8458] Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala

[8459] 305 310 315 320

[8460] aaa ggg cag ccc cga gaa cca cag gtg tac acc ctg ccc cca tcec cgg 1008
[8461] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg

[8462] 325 330 335

289



CN 107188950 B ,? yu % 218/226 11

[8463] gat gag ctg acc aag aac cag gtc agc ctg acc tge ctg gtc aaa ggc 1056
[8464] Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly

[8465] 340 345 350

[8466] ttc tat ccc agc gac atc gcc gtg gag tgg gag age aat ggg cag ceg 1104
[8467]  Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro

[8468] 355 360 365

[8469] gag aac aac tac aag acc acg cct ccc gtg ctg gac tcc gac ggc tce 1152
[8470]  Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser

[8471] 370 375 380

[8472] ttc ttc ctc tat agc aag ctc acc gtg gac aag agc agg tgg cag cag 1200
[8473]  Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln

[8474] 385 390 395 400

[8475] ggg aac gtc ttc tca tgc tcc gtg atg cat gag gct ctg cac aac cac 1248
[8476]  Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His

[8477] 405 410 415

[8478] tac acg cag aag agc ctc tcc ctg tct ccg ggt aaa taa 1287
[8479] Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

[8480] 420 425

[8481] <210> 159

[8482] <211> 428

[8483]  <212> PRT

[8484] <213> AT

[8485] <220>

[8486]  <223> ZrERAEE{A

[8487]  <400> 159

[8488] Met Lys Glu Asp Asp His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln

[8489] 1 5 10 15
[8490] Phe Gly Gly Gln Val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala Gln
[8491] 20 25 30

[8492] Gln Thr Glu Ala His Leu Glu Ile Arg Glu Asp Gly Thr Val Gly Gly
[8493] 35 40 45

[8494] Ala Ala Asp Gln Ser Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys
[8495] 50 55 60

[8496] Pro Gly Val Ile Gln Ile Leu Gly Val Lys Thr Ser Arg Phe Leu Cys
[8497] 65 70 75 80
[8498] Gln Arg Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu
[8499] 85 90 95
[8500] Ala Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn Val Tyr
[8501] 100 105 110
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[8502] Gln Ser Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser
[8503] 115 120 125

[8504] Pro His Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu
[8505] 130 135 140

[8506] Pro Gly Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro
[8507] 145 150 155 160
[8508] Gln Pro Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met Val Gly Pro
[8509] 165 170 175
[8510] Ser Gln Gly Arg Ser Pro Ser Tyr Ala Ser Gly Gly Gly Gly Gly Ser
[8511] 180 185 190

[8512] Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Lys Thr His Thr Cys Pro
[8513] 195 200 205

[8514] Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe
[8515] 210 215 220

[8516] Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
[8517] 225 230 235 240
[8518] Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe
[8519] 245 250 255
[8520] Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
[8521] 260 265 270

[8522] Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
[8523] 275 280 285

[8524] Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
[8525] 290 295 300

[8526] Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
[8527] 305 310 315 320
[8528] Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
[8529] 325 330 335
[8530] Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
[8531] 340 345 350

[8532] Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
[8533] 355 360 365

[8534]  Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
[8535] 370 375 380

[8536] Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
[8537] 385 390 395 400
[8538] Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
[8539] 405 410 415
[8540] Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
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[8541] 420 425

[8542]  <210> 160

[8543] <211> 630

[8544]  <212> DNA

[8545] <213> ANTLF4l

[8546]  <220>

[8547]  <223> FGF21 YI79N SI81T, Jn L HAIAIRR 2:1f128AA(5 5 74

[8548]  <220>

[8549]  <221> (DS

[8550]  <222> (1).. (630)

[8551]  <400> 160

[8552] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tct 48
[8553] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[8554] 1 5 10 15

[8555] gtg ctg gct ggt ctt ctg ctg gga gece tge cag gea cac cce atc cct 96
[8556] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[8557] 20 25 30

[8558] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[8559] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[85601] 35 40 45

[8561] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[8562] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[8563] 50 55 60

[8564] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[8565]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[8566] 65 70 75 80
[8567] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[8568] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[8569] 85 90 95

[8570] aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gcc ctg tat gga 336
[8571] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly

[8572] 100 105 110

[8573] tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt 384
[8574]  Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[8575] 115 120 125

[8576] gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg 432
[8577]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[8578] 130 135 140

[8579] cac ctg cca ggg aac aag tcc cca cac cgg gac cct geca ccc cga gga 480
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[8580]
[8581]
[8582]
[8583]
[8584]
[8585]
[8586]
[8587]
[8588]
[8589]
[8590]
[8591]
[8592]
[8593]
[8594]
[8595]
[8596]
[8597]
[8598]
[8599]
[8600]
[8601]
[8602]
[8603]
[8604]
[8605]
[8606]
[8607]
[8608]
[8609]
[8610]
[8611]
[8612]
[8613]
[8614]
[8615]
[8616]
[8617]
[8618]

His
145
cca

Pro

CCa

Pro

cct

Pro

acc
Thr

Leu

gct
Ala

CccC

Pro

ctg
Leu

tga

<210>
211>
212>
213>
<220>
223>
<400>
Met Asp Ser Asp Glu

1

Pro

cge

Arg

gga
Gly

age
Ser
195

161
209
PRT

Gly

ttc
Phe

atc
Ile
180
atg
Met

NILF3

Asn

ctg
Leu
165
ctg
Leu

gtg
Val

ERB AN

161

Val Leu Ala

Asp

Leu

Glu

65

Leu

Lys

Ser

Glu

His

Ser
Tyr
50

Asp
Gln
Thr
Leu
Asp

130
Leu

Ser
35

Thr
Gly
Leu
Ser
His
115

Gly

Pro

Gly

20

Pro

Asp

Thr

Lys

100

Phe

Tyr

Gly

5
Leu

Leu

Val
Ala
85

Phe
Asp

Asn

Asn

Lys
150
cca

Pro

gce
Ala

gga
Gly

Thr

Leu

Leu

Ala

Gly

70

Leu

Leu

Pro

Val

Lys

Ser Pro His Arg Asp

cta

Leu

CccC

Pro

cct

Pro

Gly

Leu

Gln

Gln

95

Gly

Lys

Cys

Glu

Tyr

135

Ser

CCa

Pro

cag
Gln

tce

Ser
200

Phe
Gly
Phe
40

Gln
Ala

Pro

Gln

ggcC
Gly

cce
Pro
185
cag
Gln

Glu
Ala
25

Gly

Thr

155
ctg cca
Leu Pro
170
ccc gat

Pro Asp

gge cga
Gly Arg

His Ser
10

Cys Gln
Gly Gln

Glu Ala

Pro

CccC

Pro

gtg
Val

agce

Ser

Gly

Ala

Val

His
60

Ala Pro

gca ccc
Ala Pro

ggc tcc
Gly Ser

190
cce age
Pro Ser
205

Leu Trp

His Pro
30

Arg Gln

45

Leu Glu

Arg

ccg
Pro
175
tcg

Ser

aac

Asn

Val
15
Ile

Arg

Ile

Gly
160
gag 528
Glu

gac  H76
Asp

gct 624
Ala

630

Ser

Pro

Tyr

Arg

Ala Asp Gln Ser Pro Glu Ser Leu

75

80

Gly Val Ile Gln Ile Leu Gly Val

90

95

Arg Pro Asp Gly Ala Leu Tyr Gly

105

110

Ala Cys Ser Phe Arg Glu Leu Leu Leu

120

125

Gln Ser Glu Ala His Gly Leu Pro Leu

140

Pro His Arg Asp Pro Ala Pro Arg Gly
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[8619] 145 150 155 160
[8620] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
[8621] 165 170 175
[8622] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp
[8623] 180 185 190

[8624]  Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Asn Ala
[8625] 195 200 205

[8626]  Thr

[8627] <210> 162

[8628] <211> 630

[8629]  <212> DNA

[8630] <213> ATl

[8631]  <220>

[8632]  <223> FGF21 YI79N, MNLIAIEIBREK28 AAME 5751

[8633] <220>

[8634]  <221> (DS

[8635]  <222> (1)..(630)

[8636]  <400> 162

[8637] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tet 48
[8638] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[8639] 1 5 10 15

[8640] gtg ctg gct ggt ctt ctg ctg gga gee tge cag gea cac cce atc cct 96
[8641]  Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[8642] 20 25 30

[8643] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[8644] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[8645] 35 40 45

[8646] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[8647] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[8648] 50 55 60

[8649] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[8650]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[8651] 65 70 75 80

[8652] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[8653] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[8654] 85 90 95

[8655] aag aca tcc agg ttc ctg tge cag cgg cca gat ggg gcc ctg tat gga 336
[8656] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly

[8657] 100 105 110
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[8658] tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt 384
[8659]  Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[8660] 115 120 125

[8661] gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg 432
[8662]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[8663] 130 135 140

[8664] cac ctg cca ggg aac aag tcc cca cac cgg gac cct geca ccc cga gga 480
[8665] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly

[8666] 145 150 155 160

[8667] cca gct cge ttc ctg cca cta cca gge ctg cca cce gea cce ceg gag  H28
[8668] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu

[8669] 165 170 175

[8670] cca ccc gga atc ctg gce cce cag cce cec gat gtg gge tce teg gac 576
[8671]  Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp

[8672] 180 185 190

[8673] cct ctg agc atg gtg gga cct tcc cag ggc cga age ccc age aac get 624
[8674] Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Asn Ala

[8675] 195 200 205
[8676] tcc tga 630
[8677]  Ser

[8678] <210> 163

[8679]1  <211> 209

[8680]  <212> PRT

[8681]1 <213> AT

[8682]  <220>

[8683]  <223> A EAAEE{A

[8684]  <400> 163

[8685] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[8686] 1 5 10 15
[8687] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro
[8688] 20 25 30

[8689] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr
[8690] 35 40 45

[8691]1 Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg
[8692] 50 55 60

[8693]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[8694] 65 70 75 80
[8695] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val
[8696] 85 90 95
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[8697] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly

[8698] 100 105 110

[8699] Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[8700] 115 120 125

[8701]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu
[8702] 130 135 140

[8703] His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly
[8704] 145 150 155 160
[8705] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
[8706] 165 170 175
[8707] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp
[8708] 180 185 190

[8709] Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Asn Ala
[8710] 195 200 205

[8711]  Ser

[8712]  <210> 164

[8713] <211> 630

[8714]  <212> DNA

[8715] <213> ANTLF4

[8716]  <220>

(87171  <223> FGF21 P124S, MMLIAMBRER28 AAME 5751

[8718]  <220>

[8719]  <221> (DS

[8720]  <222> (1) .. (630)

[8721]  <400> 164

[8722] atg gac tcg gac gag acc ggg ttc gag cac tca gga ctg tgg gtt tct 48
[8723] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

[8724] 1 5 10 15

[8725] gtg ctg gct ggt ctt ctg ctg gga gece tge cag gea cac cce atc cct 96
[8726] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro

[8727] 20 25 30

[8728] gac tcc agt cct ctc ctg caa ttc ggg ggc caa gtc cgg cag cgg tac 144
[8729] Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr

[8730] 35 40 45

[8731] ctc tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agg 192
[8732] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg

[8733] 50 55 60

[8734] gag gat ggg acg gtg ggg ggc get get gac cag age ccc gaa agt cte 240
[8735]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
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[8736] 65 70 75 80

[8737] ctg cag ctg aaa gcc ttg aag ccg gga gtt att caa atc ttg gga gtc 288
[8738] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val

[8739] 85 90 95

[8740] aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gcc ctg tat gga 336
[8741] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly

[8742] 100 105 110

[8743] tcg ctc cac ttt gac cct gag gcc tge age ttc cgg gag ctg ctt ctt 384
[8744]  Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[8745] 115 120 125

[8746] gag gac gga tac aat gtt tac cag tcc gaa gcc cac ggc ctc ccg ctg 432
[8747]  Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu

[8748] 130 135 140

[8749] cac ctg cca ggg aac aag tcc tca cac cgg gac cct gca ccc cga gga 480
[8750] His Leu Pro Gly Asn Lys Ser Ser His Arg Asp Pro Ala Pro Arg Gly

[8751] 145 150 155 160

[8752] cca gct cge ttc ctg cca cta cca ggc ctg cca ccc geca ccc ccg gag 528
[8753] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu

[8754] 165 170 175

[8755] cca ccc gga atc ctg gece ccc cag ccc cce gat gtg gge tee teg gac 576
[8756] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp

[8757] 180 185 190

[8758] cct ctg agc atg gtg gga cct tcc cag ggc cga age ccc age tac get 624
[8759]  Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala

[8760] 195 200 205
[8761] tcc tga 630
[8762]  Ser

[8763] <210> 165

[8764]  <211> 209

[8765]  <212> PRT

[8766] <213> ANT.F4

[8767]  <220>

[8768]  <223> L pAEE{A

[8769]  <400> 165

[8770] Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp Val Ser

(87711 1 5 10 15
[8772] Val Leu Ala Gly Leu Leu Leu Gly Ala Cys Gln Ala His Pro Ile Pro
[8773] 20 25 30

[8774]  Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly Gln Val Arg Gln Arg Tyr
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[8775] 35 40 45

[8776] Leu Tyr Thr Asp Asp Ala Gln Gln Thr Glu Ala His Leu Glu Ile Arg
[8777] 50 55 60

[8778]  Glu Asp Gly Thr Val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
[8779] 65 70 75 80
[8780] Leu Gln Leu Lys Ala Leu Lys Pro Gly Val Ile Gln Ile Leu Gly Val
[8781] 85 90 95

[8782] Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly Ala Leu Tyr Gly
[8783] 100 105 110

[8784] Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
[8785] 115 120 125

[8786] Glu Asp Gly Tyr Asn Val Tyr Gln Ser Glu Ala His Gly Leu Pro Leu
[8787] 130 135 140

[8788] His Leu Pro Gly Asn Lys Ser Ser His Arg Asp Pro Ala Pro Arg Gly
[8789] 145 150 155 160
[8790] Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
[8791] 165 170 175
[8792] Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp
[8793] 180 185 190

[8794]  Pro Leu Ser Met Val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala
[8795] 195 200 205

[8796]  Ser
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