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L. — M 5TIGITMPDLISS & 1) 2 F¢ PR  Z 2 R P UIA G

D) B—PURS G0 % — PR A A PUTIGITHUAR , P TICI T A B & 5
TIGITE A fr) Hig mﬂzm: DL K&

1) BB RS &8, 158 PR 4 A B 5 PD1 45 & I BTPD LA

2. ABURIZER BT IR B 2 5 et A, iz s s My s A 25 VHH.

3. IR EE R 1 82 BT iR 1) 22 4 e Ve i A, e b i B 5 A 33 AR B VHH A 5 FL B T AR [X
(VH) -

4 AR B SR 1 E 3 AT — T T AR 1 22 A, e rh 1% B S5 IR DA 1 x 107 "Mk B
/INPIKDZE A TIGIT,

5. AR B3R 1 28 40 p AR — JGUIT IR £ 22 4 S RO, b % o S I LA L T x 10 Ml B
/INFIKDEE B TIGIT,

6. QTR B3R 1 285 AE — JGUIT IR 0 22 4 S RO, b % o S5 M I A L 3x 10 Ml B
/INIKDZE A TIGIT,

7. ARUR B SR 1 28 6 AR — IR 4 22 4 S R, B % e S I A L 2x 10 M B
/INPIKDZE A TIGIT,

8. WAL R EL SR 1 2 THAT— TURTIR 1) 2 45 S PR A, I AR B o f 3 Ak 5 40 75 B 4 ]
XS TICITHLE I TR N HTICITE A, %S % PiTIGI TR 45 g ik &
BN AR X AL

a) FEEEAIAF X CDR1, Hofl & A SEQ ID NO: 94878 F HI ) & FE R ; B 8% i A8 [X CDR2 ,

& BB SEQ 1D NO: 9517 7 7 41 i & JE R 5 A 2B 4 n] AF [X CDR3, AL & LA SEQ ID NO:96
Fir7m 7 B ) 2 R

b) 5 A]AF X CDR1, HAL & HASEQ 1D NO: 9878 7 FIl (1) & 3L R ; B2 5% ] A [X CDR2, L

& HASEQ ID NO:99FT/R 7 FIl Y & JE R 5 A2 5% ] A8 [X CDR3 , HoAL & H A SEQ 1D NO:100
Fir7m 7 B ) 2 AR

c) B4 R[4 X CDR1, HAu & B A SEQ 1D NO: 102 7~ /7 41 ) & R % ; B2 4% 7] 4% [X CDR2,
HAEBASEQ 1D NO: 103N 7 HII 2 LR ; A1 4% ] AF [X CDR3, HAL & A A SEQ 1D NO:
104FT7R 7 FI I = LR

d) EE AT AR X CDR1, Hof0 & B A SEQ 1D NO: 10677~ 7 41 i) 22 J iR ; =5 5% 7] A [X CDR2,
HAEBASEQ 1D NO: 107FR 7 HI 2 LR ; A1 % ] AF [X CDR3, HAL & A A SEQ 1D NO:
108FT 7R 7 FI I = BE 1R

e) EA4EA[AF X CDR1, HAu & B SEQ 1D NO: 11077~ /7 51 i) 22 J g ; =5 5% 7] AZ [X CDR2,
HAE BASEQ ID NO: 111 Jr7R 7 #1 i 2 B s A B A% nT A2 X CDR3, HoAu & A AASEQ ID NO:
27N P FI = LR

f) EHEA[ AR X CDRL, HoA & B A SEQ 1D NO: 114077~ 7 41 ) & R R ; B 8% 7] 48 [X CDR2,
HAEBASEQ 1D NO: LI5FTRFHI Z LR ; A1 % ] AF [X CDR3, HAL & A A SEQ 1D NO:
L1677 81 B 2 B IR

g) EE AT AR X CDR1, Hof0 & B A SEQ 1D NO: 1187~ 7 41 i) 2 J iR ; =5 5% v] A [X CDR2,
HAEBASEQ 1D NO: L19FTR 7 HI 2 LR ; A1 8% ] AF [X CDR3, HAL & B A SEQ 1D NO:
120 7R 7 FI I = L TR
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h) B ] A8 [X CDR1, H A& BAGSEQ ID NO: 1227~ /5 41 ) S JE 1R 5 =1 4% n] AF [X CDR2,
HoA £ BLATSEQ 1D NO: 12377 Fe 71 () S L % « F1EE % il A8 [X CDR3, HiA 4 FLA7SEQ 1D NO:
124 7R FP B 2 5L

i) EEER[AF X CDR1, HAS EASEQ 1D NO: 12677 7 51 [ & FE 2 ; #%% 1] 48 [X CDR2,
HAE BASEQ ID NO: 127 7R 7 41| 2 S5 s B A% nT A2 [X CDR3, HoAw & HAASEQ 1D NO:
1287 P FI I 2 L TR

J) EEE R AZ X CDRL, H A& HATSEQ 1D NO: 130 f7R 7 41 (1 2 JE 1R 5 5 &% nf AF [X CDR2,
HAE BASEQ ID NO: 131 7R 7 41 2 S8 s B A% nT A2 [X CDR3, HoAw & B AASEQ ID NO:
IRV TN ZIIHE=R- 30

k) B r] AF X CDR1, H AL & BAASEQ 1D NO: 1345178 7 41 i & FE R 5 25 4% n] AZ [X CDR2,
HAE BASEQ ID NO: 1357 7 41 2 S s B 4% nT A2 [X CDR3, HoAw & B AASEQ 1D NO:
13617~ FP B 2 5L

1) EEER[AFX CDR1, HALF EASEQ 1D NO: 138F7 7 7 5[ &R FE 2 ; #%% 1] 48 [X CDR2,
HAE BASEQ ID NO: 1397 7 41 2 S s B 4% nT A2 [X CDR3, HoAu & B AASEQ 1D NO:
L40FR 7R 7 I 2 R

m) FBE ] A5 [X CDR1, 2 AL LA SEQ 1D NO: 1427 7 41 f) & FE 2 ; 3 5% 7] 28 [X CDR2,
HAE BASEQ ID NO: 1437 7 41| 2 S5l s B A% nT A2 X CDR3, HoAw & B ASEQ 1D NO:
144t 7R PP B 2 B

n) A A X CDR1, HAL & BAASEQ 1D NO: 146 FT7R 7 41l i & FE R 5 25 4% n] AZ [X CDR2,
HAE BASEQ ID NO: 147 /s 7 41 2 S5 s B 4% nT A2 [X CDR3, HoAw & HAASEQ 1D NO:
1487 P HI I 2 L TR

o) EEEA[ A X CDRL, H A7 B A SEQ ID NO: 150 /R T 4l i) 28 55 1% ; 25 8% v] % [X CDR2,
HAE BASEQ ID NO: 151 7R 7 41 2 Sl s B 4% nT A2 [X CDR3, HoAw & B AASEQ ID NO:
152 7R 7 B S R

p) EEEA[AFX CDRL, Hofl & B ASEQ ID NO: 154 FT7R 7 FIl ) & 5L 12 ; H5% v] 4Z [X CDR2,
HAEHBASEQ 1D NO: 1557 7 51 1) 2 1R s A EE 4% 7] 42 [X CDR3, HAU 7 B AASEQ 1D NO:
156 7 7 F1 K 2 L 1R

q) HEE A4 X CDRL, F A& H A SEQ ID NO: 15877 7 4l 1) S HE I « =4 7] 48 [X CDR2,
HAE BASEQ ID NO: 1697 7 41 2 S5l s B 4% nT A2 [X CDR3, HoAw & B AASEQ ID NO:
1607 7 FI ) 2 L TR

r) EEE A A X CDR1, H AL & BAASEQ 1D NO: 16207178 7 41l i & FE R 5 25 4% n] AZ [X CDR2,
HAE BASEQ ID NO: 1637 7 41 2 Sl s B 4% nT A2 [X CDR3, HoAw & B AASEQ ID NO:
16477~ P HIH 2 L TR

s) EAE [ AF X CDR1, H A& HATSEQ 1D NO: 166 T 7 41 (1 2 FE R 5 7 % nf A% [X CDR2,
HAE BASEQ ID NO: 1677 7 41 2 Sl s B 4% nT A2 [X CDR3, HoAw & B AASEQ 1D NO:
168F 7R 7 B 2 R

t) EAE [ AF X CDR1, H A& HATSEQ ID NO: L7T0fT7R 7 41 (1 2 FE R 5 5 % nf AF [X CDR2,
HAEHEASEQ 1D NO: 171N 781 1) s 1R s A EE 4% v] 42 [X CDR3, HAU 7 B AASEQ 1D NO:
172 P AR L TR
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w) HEEATAZX CDR1, HAL & HASEQ ID NO: 17478 7 51 () 2 B 1R s # 5% n] A8 [X CDR2,
HAL EASEQ 1D NO: 175017 7 5 2 L IR ; A E 5% nf A X CDR3, H AL & E A SEQ 1D NO:
L7677 51 1) R B IR

v) EEEA[ AR X CDR1, HA & HAGSEQ 1D NO: 17817 51 () & FE 1R ; %% il 48 [X CDR2,
HAL EASEQ 1D NO: 179017 7 5 2 L IR ; A 8% n] AF X CDR3, H AL & H A SEQ 1D NO:
180 7 J7 81 1) = B 1R »

w) H 4 A]AR X CDR1, HA & HAGSEQ 1D NO: 182 7% ¥ 4| i & L 2 ; 5 4 7] A8 [X CDR2,
HAL HASEQ 1D NO: 18317 7 H1I I 2 L IR ; A EE 5% nf A8 X CDR3, H AL & H A SEQ 1D NO:
184 7 T 4 ) = FE IR

x) HEEEA[AZ[X CDR1, HA & HAGSEQ 1D NO: 186 FT7 51 () & F: 1R ; H %% il 4Z X CDR2,
HAL EASEQ 1D NO: 1877 7 51 2 JE IR ; A EE 8% il A8 X CDR3, H AL & E A SEQ 1D NO:
1887 7 I ) 2 FE PR, B

y) EEEA[AZ[X CDR1, HA & HATSEQ 1D NO: 190FT7 51 () & FE 1R ; %% il 48 [X CDR2,
HAL EASEQ 1D NO: 191 fr7s 7 51 & L IR ; A E 8% n] AF X CDR3, H AL & H A SEQ 1D NO:
1921 7R 7 51 ) = BE 1R

9. UNBL R EE R 1 B8 AT — I AT IR 1Y) 2 4 e e b fd , Hod iz s s iy il A 5 S ml AR
X, 1% EFE AR XA

a) HLHE R AF [X CDR1 , 1% H 5 7] AF X CDR1EL 7 SEQ 1D N0:94.98.102.106.110.114.118.
122.126.130.134.138.142.146.150.154.158.162.166.170.174.178.182.186 1190 T
il — NIRRT 5, SO B A 20k 23 BRI 2R 1k

b) 4% F] A [X CDR2 , 1% 4% 1] 28 [X. CDR240, & SEQ ID N0:95.99.103.107.111.115.119,
123.127.131.135.139.143.147.151.155.159.163.167.171.175.179.183. 1871191+ /%
il — AN EEIR T 5, B B A 2k 23 BRI ARk BL K

c) H 5% W] A% [X CDR3, 1% 5 5% 7] 248 [X CDR3 £ SEQ ID N0:96.100.104.108.112.116.
120.124.128.132.136.140.144.148.152.156.160.164.168.172.176.180.184,188F1192
HARAT— DR R T A, 8 B 218413 2 R R AR A2 4 .

10. GOALR 2L R 1 2 9 AT — T IR 1) 22 5 e e oA, e b 32 B 5 A 3 Ak 0 35 S T
3%[ 1% 5 55 AT AR [X A0, 2 CDR 145 #4138, . CDR2 45 #4388 FICDR 345 #4458, , i 1% CDR 1 45 #4358 . CDR2

SE RSB ANCDR3ZE M35k 43 30 6 AL & 75525 s 4 ] A8 [X o (1) CDR1 4% #4935 . CDR 245 #4935k FICDR3
é%ﬁijz,wzﬁ%é%ﬁT}ZE@/gﬁﬁ HSEQ ID N0O:97.101.105.109.113.117.121.125.
129.133.137.141.145.149.153.157.161.165.169.173.177.181.185. 189119341 .11 40
PRI T 5.

L1 AnAR 2R 1 R 10 AE — T IR 1) 2 K5 S At fo s, A s a6 i s i o, 2 - B A
A[AZX CDRL, HoAL & B A SEQ ID NO:94F7R 7 FI i) 2 FE R s B % ] X X CDR2, HA & B A
SEQ ID NO: 9577 21 i) 28 F e s A 4 n] A2 [X CDR3, H AL H A SEQ ID NO: 967 /7 %)
(LR -

12 40AR ZE R 1 R 10 AE — T IR 1) 25 e At Po s, i s g iy s iR o, 2 - B A

A[AZX CDRL, HoAL & B A SEQ ID NO:98F/R 7 FIl i 2 LR s B % ] X X CDR2, HA & B A
SEQ ID NO:99FI/s P A1l 28 2 s I EE il AR [X CDR3, A B HAASEQ 1D NO: 1005 51l
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M= LR -

13 QAR SR 1 B 10 AR — AT iR (1) 2 5 e e P A, Ho iz s S i sl oA (0 7 - Bk
A[AZX CDR1, HAL & BASEQ 1D NO: 102Fr7R 7 A B & 24 1R s EHE nf A X CDR2, HAL & B A
SEQ ID NO: 103 fT7R 7 FI i & S R 5 FH E 4 n] AR X CDR3, oA & A AASEQ 1D NO: 104F17R 7
FIHRHER -

14 QAR SR 12 10 AR — AT il (1) 2 e e e po A, Ho iz s S i sl oA 75 - Bk
A[AZX CDR1, HAL & BASEQ 1D NO: 106 s /7 A B & 24 1R ;s A n[ A X CDR2, HAu & B A
SEQ ID NO: 107 ffr7r 7 F1 i & B R 5 FH E 4 AT AR X CDR3, oA & AL AASEQ 1D NO: 108Fi7R 7
FI AR -

15 QAR SR 122 10 AR — T ik (1) 2 5 e e po A, Ho iz s S il oA & - Bk
A[AZX CDR1, HAL & BASEQ 1D NO: 110Fr7R 7 AR & 24 1R ;s EHE nf A X CDR2, HAu & B A
SEQ ID NO:111P7sFHIf) R IEIR ; A1 E 55 n] A2 [X CDR3, HoAL & B SEQ 1D NO: L12F7R %
FIH AR -

16 GIAUH SR 122 10HR AR — AT ik (1) 2 5 e e P A, o iz s S il oA 0 & - BBk
A[AR[X CDR1, HAL & HASEQ ID NO: L1417~ A 2 LR ; EHEn AF X CDR2, HAL & B
SEQ ID NO: 115/T7R 7 FI I & S R 5 Fl EE 4 n] AR X CDR3, oA & A AASEQ 1D NO: 116 7R 7
FIH AR -

17 G0BUREE SR 12 10 AR — BT iR (1) 22 e e e P A, Ho iz s S il oA & - Bk
A[AZ X CDR1, HAL & BASEQ 1D NO: 118F/R 7 AR & 24 1R s EHE nf X CDR2, HAL & B A
SEQ D NO: 119AT7R 7 FI I & S R 5 Fl E 4% n] AR X CDR3, oA & A AASEQ 1D NO: 120f17R 7
FIH AR -

18. GIAUREE SR 1 2 10 AE — AT il (1) 2 e e e P A, Ho iz s S i sl oA (0 7 - Bk
A[AZ X CDR1, HAL & HASEQ 1D NO: 122F7 78 7 HI [ & 2E 1L ; 4 n] AR X CDR2, A& AA
SEQ 1D NO:123F 7R 7 5 1 & LR s FE 55 n] AZ X CDR3, HAL & B AASEQ 1D NO: 124f17/R)F
FIH AR -

19 GoAUR SR 12 10H AR — T il (1) 2 5 e e P A, Ho iz s S il oA & - Bk
A[AZX CDR1, HAL & BASEQ 1D NO: 126 7R /7 A B & 24 1R ;s A nf A X CDR2, HAL & B A
SEQ ID NO: 127 7R 7 FI I & S R 5 FHE 4 i) AR X CDR3, oA & AL AASEQ 1D NO: 128 7R 7
FIH AR -

20 WL ZE SR 1 B 10 AT — T TR 1) 2 15 S P p A4, oA i s Ml A (0, &«
A[AZX CDR1, HAL & BASEQ 1D NO: 130F7R 7 AR & 24 1R s A5 nf A X CDR2, HAL & B A
SEQ ID NO: 131 f7R 7 FI I & S R 5 FlEE 4% n] AR X CDR3, oA & AL AASEQ 1D NO: 132f17R 7
FIH AR -

21 BRI ZE SR B 10 AT — T TR 1 2 15 S M p A4, oA 5 Ml AR (. & -
A[ARX CDR1, HAL & HASEQ 1D NO: 134K 7 FI I 2 AR s EBE n AZ X CDR2, HAL & HA
SEQ ID NO: 135/~ 7 HIf) R BE IR ; A1 E 5 ] A2 [X CDR3, HoAL & EA'SEQ ID NO: 136 7R )T
FIH AR -

22 WL ZE SR 1 B 109 AT — DT iR 1) 2 R S M H A4, oA 5 Ml A (. & -
A[AZ X CDR1, HAL & BASEQ 1D NO: 138Fr7R 7 A A & 24 1R s A n A X CDR2, HAu & B A
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SEQ ID NO: 139Ff 7~ 7 HIf) R BE 1R ; A1 EE 5 n] AR [X CDR3, HoAL & B SEQ 1D NO: 140fr7R ¥
FI AR -

23 WA ZE SR 1 B 10 AT — DT iR 16 2 R S M pi A4, oA i 5 Ml AR (. & -
A[AR[X CDR1, HAL & HASEQ ID NO: 142F17R FFI I 2 L 1R ; EHE nf AZ X CDR2, HAL & B
SEQ ID NO: 1430 7R 7 5 1 & 2L R s F B 55 n] AZ X CDR3, HAL & B AASEQ 1D NO: 144F77/R)F
FIH AR -

24 BRI ZE SR 1 B 109 AT — DT iR 16 2 R S M H A4, oA 5 Ml A (. &«
A AF X CDR1, HAL & HASEQ 1D NO: 146F7/n 7 FI I R LR s B 46 n AF X CDR2, Ho A & B A
SEQ ID NO: 147 ffr7R 7 F1 I & S5 R 5 FHE 4 n] AR X CDR3, oA & AL AASEQ 1D NO: 148Ffi7R 7
FI AR -

25 WL ZE SR 1 B 10 AT — DTk 1) 2 15 S M pi A4, oA 5 Ml A (. & -
A[AZ X CDR1, HAL & BASEQ 1D NO: 150 7R /7 A B & 24 1R s A n[ A X CDR2, HAu & B A
SEQ ID NO: 151 7R 7 FI I & S R 5 FH E 4 n] AR X CDR3, oA & AL AASEQ 1D NO: 152f17R 7
FIH AR -

26 . WL ZE SR 1 B 10 AT — T TR 16 2 15 S M p A4, oA 5 Ml AR (. & -
A[ARX CDR1, HAL & HASEQ 1D NO: 1547~ 7 FI I 2 2L 1 s EBE n AZ X CDR2, HAL & B
SEQ ID NO: 15507 /7 FI I & S R 5 FH E 4 i) AR X CDR3, oA & AL AASEQ 1D NO: 156 iR 7
FIH AR -

27 WA ZE SR 1 B 10 AT — T TR 1) 2 15 S M p A4, oA 5 Ml AR (. & -
A[AZX CDR1, HAL & BASEQ 1D NO: 158F7R 7 A B & 24 R s A5 n[ A X CDR2, HAL & B A
SEQ ID NO:159F 7~ 7 HI) R BE 1R ; A1 EE % i) AR [X CDR3, HoAL &% B SEQ ID NO: 160 7R ¥
FIHRHER -

28 WA ZE SR 1 B 10 AT — T TR 1) 2 R S M pi A4, oA i 5 Ml A (0, & -
A[AZX CDR1, HAL & BASEQ 1D NO: 162F17R /7 FI B & 24 1R s A5 n[ A X CDR2, HAu & B A
SEQ ID NO: 163/ 7~ 7 FIf) & FE 1R ; A E 5 i) A2 [X CDR3, HoAL &% B SEQ 1D NO: 164 7R ¥
FIH AR -

29. WL ZE SR 1 B 10 AT — T TR 1) 2 15 S M p A4, oA i 5 Ml A (0, &«
AJAZ[X CDR1, HAw & HAASEQ ID NO: 1667~ 7 FI I 28 S22 s A% A A8 X CDR2, HAu & B
SEQ 1D NO: 167 ffr7r /7 FI i & S R 5 FH E 4 n] AR X CDR3, oA & AL AASEQ 1D NO: 168 7R 7
FIH AR -

30. WL R ZE SR 1 B 10 AT — T TR 1) 2 R S M p A4, oA i S 25 Ml A (0, -
A[AZX CDR1, HAL & BASEQ 1D NO: 170Hr7R 7 A B & 24 1R s A5 n[ A X CDR2, HAu & B A
SEQ ID NO: 171F7R 7 FI I & 35 R 5 FlE 4% i) AR X CDR3, Fo AL & A AASEQ 1D NO: 172f7R 7
FIH AR -

31 WA EE SR 1 B 10 AT — T TR 14 2 15 S M pU A4, oA 5 Ml A (. & -
A[AZX CDR1, HAL & BASEQ 1D NO: 17T4Fr7R 7 AR & 24 1R s EHE nf A X CDR2, HAu & B A
SEQ ID NO: 1750778 7 FI I & S R 5 F1 E 4% n] AR X CDR3, oA & AL AASEQ 1D NO: 176 iR 7
FIH AR -

32 WA EE SR B 10 AT — T TR 1) 2 15 S P p A4, oA B 25 M iAo, & -
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A[AZ X CDRL, HAL S HASEQ 1D NO: 178/~ 7 HII N & L8 s A n] AZ X CDR2, A & A
SEQ ID NO:179F 7~ 7 HIf) R FE IR ; A1 E 55 n] AR [X CDR3, HoAL & B SEQ ID NO: 180f/R ¥
FIRI PR -

33U RN EE SR L B 10 AT — T TR 14 2 15 S P pU A4, oA S 25 Ml A (0, & -
AJAZ[X CDR1, HAw & B SEQ ID NO: 1827~ F FI I 28 S5 G s L AE A A8 X CDR2, HAu & B
SEQ ID NO: 1837~ 7 HIf) & IE IR ; A1 E 55 n] AR [X CDR3, HoAL & B SEQ ID NO: 184 7R ¥
FIHI TR -

34 WA EE R 1 B 10 AT — DT iR 16 2 15 S M p A4, oA i 5 Ml A (0, &«
A[AZ X CDRL, HAL S HASEQ 1D NO: 1867~ 7 HII N & FE 8 s A n] AZ X CDR2, A & B
SEQ ID NO:187F/~ 7 HIf) & IE IR ; A E 5 n] AR [X CDR3, HoAL &% B SEQ ID NO: 188F/R ¥
FIHI TR -

35. WL R ZE SR 1 B 10 AT — T TR 1) 2 15 S M pU A4, oA S 5 Ml A (0, & -
A[AZ X CDRL, HAL S HASEQ 1D NO: 1907~ 7 HII [ & L8 s 4k n] AZ X CDR2, A & A
SEQ ID NO: 1917~ 7 HIf) & BE IR ; A1 EE 5 ] AR [X CDR3, HoAL & B SEQ 1D NO: 192F7R ¥
FIHI TR -

36 WL RN EE SR 1 8 35 AT — Tk 1 22 5 S e B A, AP B S R I A G 7 B T
ARIX, ZEFE A AR X A5 5k HISEQ ID N0:97.101.105.109.113.117.121.125.129.
133.137.141.145.149.153.157.161.165.169.173.177.181.185.189F11934 ik F) L ) 2
BT A A B 2190 % 17 1 R — PR 2 2R 7 1

3T BRI EE SR 1 3 36 AT — TPl ¥ 22 455 S M pro A, JH AR 2 B 5 A 3l b 4 B, 15 B A
AF[X 1% E A P AR X AL A7 SEQ 1D NO: 97 L FR 41

38 BRI EE SR 1 3 36 AT — TPl ¥ 22 455 S M B A, JH AR 2 B 5 A Sl 4 B, 15 B A
AR[X, 1% E A% P AF X AL 2 SEQ 1D NO: 101 Ffrs i e 41 o

39. WAL RN EE SR 1 8 36 AT — IR I 2 5 S e P AR, AP i B S A b A G 7 B T
AFX, % EEE A X A4 SEQ ID NO: 105/~ S 5/ 7 51 o

40 WAL B SR 1 28 36 AT — IR (1 22 15 S PR oAk, G 2 B0 o ) el e 0, 5 B
AF[X, % EEE A X A4 SEQ ID NO: 109F1 K 28 5/ 7 51

AL AR B SR 1 28 36 AT — TR (1) 22 15 S VB4, G A 2 o 5 i el b A B, 15 B e
AFX , % EEETAS X A4 SEQ ID NO: 113 R & B 751 o

A2 TR B SR 1 22 36 AT — IR (1 22 15 S Ve B A, G A 2 B 5 A el A B, 15 B A
AFX, % EEE A X A5 SEQ ID NO: 117 R & 5 751 o

A3 AR B SR 1 2 36 AT — Il (1 22 15 S PR B Ak, G v 2 B0 o ) el e 0, 5 B
AFX, % EEE A X A4 SEQ ID NO: 121 iR & 5 7 51 o

A4 TR BER 1 2 36 AT — TR 11 22 K5 S Ve B A, G A 2 o 5 A Sl b 4 B, 15 B A
AFX , % EEET A X A4 SEQ ID NO: 125 R S 51 7 51

A5 WAL B SR 1 2 36 AT — I il (1 22 15 S PR oAk, G v 2 B0 o ) el e 0, 5 B
AFX, % EEE T A X A5 SEQ ID NO: 1291 R 2 5/ 1

46 . WA B SR 1 2 36 AT — IR (1 22 15 S PR oAk, G v 2 B0 o ) el e 0, 5 B
AF[X , % EEE A X A4 SEQ ID NO: 133 /R & B/ 751 o
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AT TR B SR 1 2 36 AT — TR (1 22 15 S Ve oA, A 2 s 5 i Sl 4 B, 15 B e
AFX , % EEE T AS X A4 SEQ ID NO: 137 R & 5 751 o

A8 WAL R B SR 1 22 36 AT — TR (1) 22 K5 S Ve B A, G A 2 B 5 el 4 B, 15 B A
AFX, % EEE T AS X A4 SEQ ID NO: 141 iR & 5 751 o

49 WAL BER 1 22 36 AT — TR (1) 22 15 S Ve B A, A 2 o 5 A Sl 4 B, 15 B e
AFX , % EEE T AS X A4 SEQ ID NO: 145 R & R 7 51 o

50 . WITBLRIEE SR 1 8 36 AT — IR ) 2 45 S e P AR, AP i Bp S R I A 0 7 B T
AFX, % EEE A X A5 SEQ ID NO: 1490 R S R 7 51

51. BRI EL SR 18 36 AT — TPk ¥ 22 455 S M pro A, JH AR 12 B 5 A Sl 4 B, 15 B A
AF[X, % EEE A X A5 SEQ ID NO: 153/ & 5/ 751 o

52 WAL R EE SR 1 8 36 AT — IR ¥ 2 45 S e P AR, e Fp i B S i A 7 B T
AFX , % EEE A X A4 SEQ ID NO: 157 Fni & 5 751 o

53 WITBLRIEL SR 1 8 36 AT — WUk ¥ 2 45 S e P AR, AP i B S A b A 0 7 B T
AR[X, 1% E A% ] AF X AL 2 SEQ 1D NO: 161 Ffrs i & e 41 o

54 . WTBLRNEL SR 138 36 AT — T ¥ 22 455 S M B4, JH A 12 B 65 A 3l 4 B, 15 B A
AF[X , % EEE A X A5 SEQ ID NO: 1651/ 8 5/ 7 51 o

55. WIBLRIEL SR 1 8 36 AT — IR ¥ 2 45 S e P AR, AP i B S R i A G B T
AFX, % EEET A X A4 SEQ ID NO: 1691/ 28 K/ 7 51

56 WIBLRIEL SR 18 36 AT — IR ¥ 2 45 S e P AR, AP Bp S i A 7 B T
AFX, % EEE A X A4 SEQ ID NO: 173 R & B 751 o

57 WAL R B3R 18 36 AT — TPl ¥ 22 455 S M oA, JH A 12 B 5 A 3l 4 B, 15 B A
AFX , % EEE A X A4 SEQ ID NO: 177 iR & 51 751 o

58. WL FNEL SR 1 5 36 AT — ATl ¥ 22 45 S M pro A, JH AR 12 B 5 A Sl 4 B, 15 B A
AR[X, 1% E A% P AF X AL 2 SEQ 1D NO: 181 Ffs I e 41 o

59. WIBL RN EL SR 1 8 36 AT — WUk ) 2 45 S e P AR, AP i Bp S I A 0 7 B T
AF[X , % EEE T A X A5 SEQ ID NO: 185 R & KR 51 o

60 . IR FNEL SR 18 36 AT — IR ¥ 2 45 S e P AR, AP Bp S b A 0 7 B T
AFX, % EEE T A X A, SEQ ID NO: 189 I 8 K/ 51

61 . WIBLHIEL SR 13 36 AT — TPl ¥ 22 45 S M oA, JH AR 12 B 5 A 3l 4 B, 15 B e
AF[X , % EEE A X A4 SEQ ID NO: 193RI & 5/ 751 o

62. WL RN EL R 1 61 AT — IR (¥ 2 45 e e b, oA i sp e i3k 4k 5 60 & B %
AR I ZHHTIGITH A MR PR X5 STIGITZ & , %S H T IGI TR 45 Myl piih
HEE AR X AL

(a) EAE A4S X CDR1, Hofu 2 HLAASEQ ID NO: 17 8 41 (K & HE % o 8 4% 7] A8 [X CDR2, H
A5 HASEQ 1D NO: 2[R~ 7 FI & 4R ; A1 E 5 n] AR X CDR3, HAL & HASEQ 1D NO: 3
INT I LR

(b) EBER[AZ[X CDR1, H A0 & HAASEQ ID NO: 5 /R F IR LR ; B85 n] AF [X CDR2,
A5 HASEQ 1D NO:6 [/~ 7 FI & 4R ; A1 E 55 n] AR [X CDR3, HAL & HASEQ 1D NO: 7
INT I LR
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(c) EBER[AZ[X CDR1, HA 2 BAASEQ 1D NO:9AT /R FI I R IR ; S 5% i A8 X CDR2, £
£ 8 HASEQ 1D NO: 10FT7R 7 41 1) & ZE R 5 AN 8 4 i) A% X CDR3, oA & A AASEQ 1D NO:11
BT 7 5 B S LT

(d) E#ER[AFX CDR1, HAL 5 B A SEQ 1D NO: 13}5)???%@%9@@@2 H A AZ[X CDR2,
HALHEASEQ 1D NO: 14FR 7 HIM & 2R s FlEH 5 n AF X CDR3, HAL & B A SEQ 1D NO:
15T 7R 7 B R R

(e) EAE N[ AFX CDRL, HAL & B ASEQ 1D NO: 17Hr7R 7 F1 i 2 L 1R 5 25 % v] AF [X CDR2,
HALE BASEQ ID NO: 18F 7 7 HII ) 2 1R 5 A1 EE % n] AF [X CDR3, H A H A SEQ 1D NO:
19FT 7R 7 B 2 R R

(f) E#ER]AF X CDR1, HAL & HASEQ ID NO: 21 f7R - 41 ) & B 188 ; 8 4% m] AF [X CDR2,
HASEHRASEQ 1D NO: 227K /7 FIH & 2 1R s FlEH 5 nf AZ X CDR3, HAL & A AASEQ 1D NO:
PRIVING I NNE=E 18

(g) EHE N AFX CDRL, HAL & B ASEQ 1D NO: 25F17R 7 F1l i 2 J: R 5 B2 % v] ¥ [X CDR2,
HALE BASEQ ID NO: 267 7 H1I ) 2 R 5 F1EE % v] AF [X CDR3, H A HL A SEQ 1D NO:
2THIRF A LR

(h) E4E A AF X CDRL, HAL & B ASEQ 1D NO: 2917 /7 F1 i 2 J: 1R 5 25 % v] ¥ [X CDR2,
HAEHASEQ ID NO:30fr7s 74 2 21K  FIEH 5 ] A8 [X CDR3, HoAw & B AASEQ ID NO:
SLAT/RF A A TR

(i) T4 AT AF[X CDR1, Hof 2 BASEQ 1D NO: 337 /5 41l ) 28 L % 5 =5 %% ] A8 [X CDR2,
HALE BASEQ ID NO:34FT 7R 7 F1I I S R 5 A1 EE % n] AF [X CDR3, HA & B A SEQ 1D NO:
35T T HIH L »

(j) EBERTAZ X CDR1, HAU & HASEQ 1D NO: 37H17R 7 51 () & FE 1R ; # 5% il 48 [X CDR2,
HALE BASEQ ID NO:38FT 7 7 H1I ) 2 R 5 A1 EE % v] AF [X CDR3, H A H A SEQ 1D NO:
SOFTRIT A A

(k) E#E P28 X CDR1, HA & HASEQ ID NO: 417178 41 ) & JE 18 ; 5 4% m] A% [X CDR2,
HAE BASEQ 1D NO: 4217 751 1) 2 S R 5 A1 4 n] 42 X CDR3, HAL 5 B AASEQ 1D NO:
43T IF HI LR

(1) E4E [ AF X CDRL, HAL & B ASEQ 1D NO:45H17R 7 F1 i 2 H: 1R 5 25 % v] AF [X CDR2,
HAEBASEQ 1D NO: 4617 7 41 1 & R BR 5 A 8 8 n] A% [X CDR3, Ho AL & H A SEQ 1D NO:
ATHIR T FI LR

(m) B4 A AF X CDRL, HAL & B ASEQ 1D NO:49Fr7R /7 F1 i 2 E 1R 5 25 % v] AF [X CDR2,
HALE BASEQ ID NO: 5077 7 F1I ) 2 R 5 A1 EE % n] AF [X CDR3, HAL & B A SEQ 1D NO:
S1HT7R T HIH S L

(n) T4 AT AF[X CDR1, Hof 2 BASEQ 1D NO: 537 /5 41l [t 28 L 4% 5 =5 %% v] A8 [X CDR2,
HALE BASEQ ID NO:54HT 7R 7 H1I I S FE R 5 A1 EE % n] A8 [X CDR3, HAL & B A SEQ 1D NO:
55T 7 T FI I S LT »

(o) EBERAFX CDR1, H AL & HASEQ 1D NO: 5%)???%5@%9@&@2 HBE R AR [X CDR2,
HAEHASEQ ID NO:587n 7 411 2 2 PR ; 1 H 5% ] A [X CDR3, HoAu & B AASEQ ID NO:
S9N T A I R
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(p) BEHE P S [X CDR1, HoAu & HAGSEQ ID NO: 6177 41 i) & FE 18 ; 55 4% 1] A8 [X CDR2,
HALE BASEQ ID NO: 6277 7 F1I ) 2 R 5 A1 EE 5% n] AF [X CDR3, H A B A SEQ 1D NO:
63 FT 7~ T HI S L

(q) EHEWAFX CDR1, HAL & B A SEQ 1D NO: 65ﬁﬁTf“ﬁJEﬁ§nﬁEE§ H A AZ[X CDR2,
HAEHASEQ ID NO: 667 7 411 2 2 1R ; FIEH 5 ] A8 [X CDR3, HoAu & B4 SEQ ID NO:
67 HTn 7 HI I = LR

(r) EAEF]AZ X CDR1, HAL & B A SEQ ID NO:697R ¥ #I i & JL % ; 85 4% n] 48 [X CDR2,
HALE BASEQ ID NO: 70/ 7 7 H1I ) 2 1R 5 A1 EE % n] AF [X CDR3, HA & B A SEQ 1D NO:
TIHTRIF AR

(s) EAEW]AZX CDR1, A& B A SEQ ID NO: 73 7R FF I ) & JL % ; 85 4% n] 4% [X CDR2,
HALE BASEQ ID NO: TAF 7R 7 H1I I 2 1R 5 A EE % n] A8 [X CDR3, HA & B SEQ 1D NO:
TSHTRIT AR

(t) EAER]AZ X CDR1, A& B A SEQ ID NO: 77 7R FF I & JL % ; 85 4% n] 48 [X CDR2,
HALE BASEQ ID NO: 78F 7 7 H1I ) 2 R 5 F1 EE % v] AF [X CDR3, HA & HL A SEQ 1D NO:
TR T A IR, UL I

(u) FEAEFTAF[X CDR1, HAL 4 HASEQ ID NO:81Fr/RJFFI & a8 ; 5 4% 7] 48 [X CDR2,
HAEBASEQ 1D NO: 827N /7 41 I & L R 5 AN 2 & n] A% X CDR3, Ho AL & H A SEQ 1D NO:
83FT7N T HI IR

63 . WIRLFIEL SR 1 627 AT — IR ¥ 2 45 S e P AR, AP B S A b A G 7 B T
X, ZEFE XA

(a) EHE P A X CDRL, HALS BEASEQ ID NO: LA/R 7 FI ) & 24 1 s # 5% ] AF [X CDR2,

5 BASEQ ID NO: 2P 7= 7 FI R 3L 1R s AN EE FE ] AZ X CDR3, HoAL &% B SEQ 1D NO:3ffr
INT AR
(b) EHER[AZ[X CDR1, HA 2 BAGSEQ ID NO:5AT /R FI R IR ; S % i AR X CDR2, £
5 BASEQ 1D NO: 67~ 7 FI I R 3L 1R ; A1 EE FE m] AZ X CDR3, HoAw &% B A SEQ 1D NO:7ffr
INT AR
(c) EBER[AZ[X CDR1, HA 2 BAGSEQ ID NO:9AT /R FI I R IR ; S 5% i A8 X CDR2, £
A& BASEQ 1D NO: 10FT 7R 7 71 i Z 212 ; A EE 4% n] A% [X CDR3, H AL A SEQ 1D NO:11
BT 7 5 B S LT

(d) FEBEATAFX CDR1, H A& HASEQ 1D NO: 13FﬁTf“ﬁJﬁﬁ§uﬁE@§ HFE 4 X CDR2,
HAEHASEQ ID NO: 14Fr7R 7 41 2 2 1R  FIE 5 ] A2 [X CDR3, HoAw & B4 SEQ ID NO:
15T 7R 7 B R R

(e) EAET]AF[X CDR1, HAL 4 HASEQ ID NO: 17Hr /R JF %I & a8 ; 5 4% 7] 48 [X CDR2,
HAEBASEQ 1D NO: 1817 341 1 & L BR 5 A8 & n] A% X CDR3, Ho AL & H A SEQ 1D NO:
19FT 7R P B R R

(f) EAEP]AZ X CDR1, A& B A SEQ ID NO: 21 7R FF I i & JL % ; 88 4% m] 48 [X CDR2,
HAEHASEQ ID NO: 22 7R 7 511 2 2 1R ; FIEH 5 ] A8 [X CDR3, HoAu & B4 SEQ ID NO:
23T HI LR

(g) EBERAZ X CDR1, H A& HASEQ 1D NO: 25F17 7 51 () & FE 1R ; 5% il 48 [X CDR2,

10
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HALE BASEQ ID NO: 267 7 H1I ) 2 R 5 F1 EE % v] AF [X CDR3, H A HLASEQ 1D NO:
2THIRFHI R

(h) B4 AF X CDRL, HAL & B ASEQ 1D NO: 2917 /7 F1 i 2 J: 1R 5 2% v] ¥ [X CDR2,
HALE BASEQ ID NO: 307 7 H1I ) 2 R 5 A1 EE % v] AF [X CDR3, HA & B A SEQ 1D NO:
SLAT/RF A A TR

(i) T4 AT AF[X CDR1, Hofu 2 B A SEQ 1D NO: 337 /5 41l [t 28 L % 5 =5 4% ] A8 [X CDR2,
HALE BASEQ ID NO: 34FT 7R 7 H1I I S R 5 A1 EE % n] AF [X CDR3, HA & B A SEQ 1D NO:
35T T HI I L »

(j) EBERTAZ X CDR1, HAU & HASEQ 1D NO: 37H17R 51 () & FE R ; # 5% i 48 [X CDR2,
HA 2 BASEQ ID NO: 387 7 41 1) 2 FE 1 5 A1 2 4 7] 42 X CDR3, HoAU 5 B AASEQ 1D NO:
SOFTRIT A A

(k) E#E A8 X CDR1, HA & HASEQ ID NO: 417178 41 & JE 18 ; 5 4% m] A% [X CDR2,
HA 2 BASEQ 1D NO: 4217 781 1) 2 S R 5 A1 4 7] 42 X CDR3, HoA 5 B AASEQ 1D NO:
43R T FI LR

(1) B4 AF X CDRL, HAL & B ASEQ 1D NO:45F17R /7 41 i 2 : 1R 5 25 % v] AF [X CDR2,
HALE BASEQ ID NO: 467 7 F1I ) 2 F 1R 5 A1 EE % n] AF [X CDR3, HA & B A SEQ 1D NO:
ATHIR T FI LR

(m) FEBEATAF X CDR1, H A& HASEQ 1D NO: 49?)?%!?%5@5%@2 HFEn] 4 X CDR2,
HA 2 BASEQ ID NO: 507 7 81 1) 2 S I 5 A1 2 4 7] 42 X CDR3, Ho A5 B AASEQ 1D NO:
SLAT/RT FI A TR »

(n) T4 AT AF[X CDR1, Hof 2 BASEQ 1D NO: 537 /5 41l 1 28 L % 5 =5 %% v] A8 [X CDR2,
HALS HASEQ 1D NO:54Ff 7R P A1 i & FE 1R 5 A8 % n] AF [X.CDR3, HAL £ H A SEQ 1D NO:
55T 7 T FI I S LT »

(o) T4 AT AF[X CDR1, Hof 2 BASEQ 1D NO: 577 /5 41l [ 28 L% ; =5 %% v] 48 [X CDR2,
HALE BASEQ ID NO:58FT 7 7 H1I ) 2 R 5 Al EE % n] AF [X CDR3, H A HL A SEQ 1D NO:
S9N T A I R

(p) E4E N[ AFX CDRL, HAL & B ASEQ 1D NO:61F17R 7 #1 i 2 : 1R 5 25 %% v] AF [X CDR2,
HALE BASEQ ID NO: 62177 7 F1I ) 2 R 5 A1 EE % n] AF [X CDR3, HA & B A SEQ 1D NO:
63 FT 7~ T HI I S

(q) EHEWAFX CDR1, HAL & B A SEQ 1D NO: 65ﬁﬁ?fﬁJEﬁ’§hﬁE§ HHEA[AZ[X CDR2,
HA 2 BASEQ ID NO:66FT7n 7 51 1) 2 FE 1 5 A1 2 5 7] 42 X CDR3, HoAL % B AASEQ 1D NO:
67 HTn 7 HIH = AR

(r) EBEAAZ X CDR1, H A& HASEQ 1D NO: 69517 7 51 () & FE 1R ; 5% il 48 [X CDR2,
HALE BASEQ ID NO: T0H 7 7 H1I ) 2 R 5 A1 EE % v] A8 [X CDR3, HA % HL A SEQ 1D NO:
TIHTRIF A A

(s) FE4E AT AFX CDR1, Hofu 2 BASEQ 1D NO: 737 /5 41l [ 28 L % 5 =5 %% v] A8 [X CDR2,
HALE BASEQ ID NO: TAR 7 7 H1I I 2 1R 5 A EE 8% n] A8 [X CDR3, HA & B A SEQ 1D NO:
TSHTRIF A A

(t) EAEP]AZ X CDR1, HAL & B A SEQ ID NO: 77 7R F I & FL % ; 8 4% n] 48 [X CDR2,

11
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HA 2 BASEQ 1D NO: 787 7 41 1) = S I 5 A1 2 4 7] 42 [X CDR3, HoAU 5 B AASEQ 1D NO:
TR T A IR, UL I

(u) FEAEFTAF[X CDR1, HAL 4 HASEQ ID NO:81Fr/RJFFIf & a8 ; 5 4% 7] 48 [X CDR2,
HALHASEQ 1D NO:82FR /7 HIIM & 2R s FlH 55 nf AF X CDR3, HAL & A A SEQ 1D NO:
SR NG IR RN

64 . AR ZE R 1 263 AF — TR (1Y) 2 7 e duid , Forb iz s g iy s i a5 S v]
AFX, 1% E A AR X LA 5% 1 HSEQ ID N0:4.8.12.16.20.24.28.32.36.40.44.48.52,
56.60.64.68.72.76.80FI842H Bl 1 2H 1) 2 AL TR J7 91| B A 22 /02990 % J7 1 [F] — MR L TR

Fe o
65. UIAURZER 1 22647 A — IUITIR 1Y) 22 5 52 PEPUAR L FL i s S Mk AR 20 35 N UL
HEZE

66 . WL FIEL R 1 65— TR I 2 405 e pig, Kz i g & ia s s
ZEPIPDIPUARSE X SE S [ PIPDIFUA , %S HIPDIHUMA AL & -

a) 4 ] AR S5 (VH) 781, a2 (1) B & & A ER 7 FIFTESNYGMS (SEQ 1D NO:221)
fJCDR-H1, (2) f4 & 5 FE /2 ¥ FITISGGGSNIY (SEQ ID NO:222) fICDR-H2, LA & (3) B, & & LR
J7FIVSYYYGIDF (SEQ ID NO:223) [FJCDR-H3 5 LA Je 82 55 nl AR g #ay 3 (VL) 4, A (D) B4
SR T HIKASQDVTTAVA (SEQ 1D NO:224) [fICDR-L1, (2) £, & & JE W /5 #IWASTRHT (SEQ 1D
NO:225) fJCDR-L2; LA J& (3) 4 & & FE PR 7 51JQQHYTIPWT (SEQ ID NO:226) FJCDR-L3;

b) H % w2 f s (VH) P41, A (1) AL & 2 R BR T FIFRFSNYGMS (SEQ 1D NO:229)
fRJCDR-H1, (2) f4& 5 L2 ¥ FITISGGGSNAY (SEQ ID NO:230) FICDR-H2, LA & (3) B, & & HE R
JFFITSYYYGIDF (SEQ 1D NO:231) [FJCDR-H3 5 LA Je 2 55 nl AR ¢ #y 3 (VL) 724, A (D B4
SR T HIKASTDVTTAVA (SEQ 1D NO:232) ffICDR-L1, (2) £, 2 & JE W /5 #IWASLRHT (SEQ 1D
N0:233) HJCDR-L2; LA J& (3) 4 & & FE PR 7 51)QQHYGIPWT (SEQ ID NO:234) HJCDR-L3;

c) HEE ] AF (VH) 5 M387 51, Fo A& (1) B & & 28 /7 5IFTFSNYGMS (SEQ 1D NO:237)
fJCDR-H1, (2) f0 & S FE /2 ¥ FITISGGGSNIY (SEQ ID NO:238) fICDR-H2, LA & (3) B, & & HL R
JFFIVSYYYGIDL (SEQ ID NO:239) [FJCDR-H3 5 LA S 82 55 n] AR g #ay 3 (VL) 41, HAaE (D) B4
R IR 7 HKAKQDVTTAVA (SEQ 1D NO:240) [fJCDR-L1, (2) & & #£ 82 /5 FIWASTRHT (SEQ 1D
NO:241) fJCDR-L2; LA J& (3) 0 & & ZE PR 7 51IJQQHYWIPWT (SEQ ID NO:242) fJCDR-L3; L

d) HEEn] AR g f s (VH) P51, A (1) B & 2 MR T FIFTFSNYGMS (SEQ 1D NO:245)
fJCDR-H1, (2) f4& 5 FE /2 ¥ FITISGGGSNIY (SEQ ID NO:246) f{ICDR-H2, LA & (3) B, & & LR
J¥#ISSYYYGIDL (SEQ ID NO:247) [FJCDR-H3 5 LA Je 82 55 nl AR g #ay 3 (VL) 74, HAaE (D B4
AL 7 HIKASQDVTNAVA (SEQ 1D NO:248) FICDR-L1, (2) L& & LR F 5IWASTRHT (SEQ 1D
NO:249) FJCDR-L2; LA J¢ (3) 0 & & FE R 7 F1QQHYTIPWT (SEQ ID NO:250) FYJCDR-L3.

67 . WIRL RN EL R 1 66 AT — IR I 2 45 e e podg, Az s i s & s &
AR g (VH) 71, FLAL (1) B8 & 24 R /7 IIFTFSNYGMS (SEQ 1D NO:221) [#JCDR-HI,
(2) B4 B H: W8 T HITISGGGSNIY (SEQ ID NO:222) ICDR-H2, LA & (3) £ 2 & 3L 18 1T 71
VSYYYGIDF (SEQ ID NO:223) fJCDR-H3; LA Je 42 5 nf AR £ #y35k (VL) F 4], & () B & a it
W2 F7 HIKASQDVTTAVA (SEQ 1D NO:224) f{JCDR-L1, (2) £ % /2 /5 FIWASTRHT (SEQ 1D NO:
225) FJCDR-L2; LA K (3) A& & MR 7 F1QQHYTIPWT (SEQ ID NO:226) f*JCDR-L3,

12
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68. AR K 1 266 AE — TFTIR B 2R Ak pidk, oz 88 — PR 4 S 8 &
BER[AREE I (VH) 81, Fe 5 (1) 5 Z B W SIFRFSNYGMS (SEQ 1D NO:229) HJCDR-HL,
(2) f, & F IR FE A TISGGGSNAY (SEQ ID NO:230) fRICDR-H2, LL K (3) A1 & & Ik % | )
TSYYYGIDF (SEQ ID NO:231) [fJCDR-H3; LA 42 nl AR g fdsk (VL) J7 51, oA & (1) f 3 & 4%
1% 7 IIKASTDVTTAVA (SEQ ID NO:232) [RICDR-L1, (2) f07 53 5% 7 #IWASLRHT (SEQ ID NO:
233) [RICDR-L2; LA K& (3) B 1% 2 F R /7 1QQHYGIPWT (SEQ ID NO:234) [#JCDR-L3.

69 . AR K 1 266 AE — TFTR 1) 2 4R ik pidk , iz s — PR 4 S 8 &
BERTAZ (VH) ks 41, A8 (1) & E 2R 7 SIFTRSNYGMS (SEQ ID NO:237) f¥JCDR-HT,
(2) f, & B IEBR FE A TISGGGSNIY (SEQ ID NO:238) fRICDR-H2, LL K (3) A1 & & Ik % | )
VSYYYGIDL (SEQ ID NO:239) [fJCDR-H3; LA 42 nl AR g f it (VL) J7 41, oA & (1) 3 & %
12 7 IKAKQDVTTAVA (SEQ 1D NO:240) f{JCDR-L1, (2) f34 % /2 /5 FIWASTRHT (SEQ 1D NO:
241) fCDR-L2; A J (3) £ £ 2 F 8 /7 #1QQHYWIPWT (SEQ ID NO:242) [#JCDR-L3,

70 IR R 1 266 A — TFTIR 1) 2 R A piik , oz s — PR S S E
BE AT AR LR (VH) 28, JL 8 (1) 5 E B IR P SIFTRSNYGMS (SEQ 1D NO:245) fJCDR-HI,
(2) W& R FEBRFFITISGGGSNTIY (SEQ 1D NO:246) [ICDR-H2, LL K (3) A5 & I 1R 7 41
SSYYYGIDL (SEQ ID NO:247) [fJCDR-H3; LA S 4 nl AR 45 #aydek (VL) 7 2, A & (1) B s s
12 7 H1IKASQDVTNAVA (SEQ 1D NO:248) fYJCDR-L1, (2) £ % /2 /5 FIWASTRHT (SEQ 1D NO:
249) [fICDR-L2; LA K& (3) 1% 2 528 /7 41QQHYTIPWT (SEQ ID NO:250) [#JCDR-L3.

71 IBCRF ZER 1= 70 AR — IR (Y 2 e M f A, b iz iPD L fi AR B & N U5 AL B
o

PDIHUAA , iZHUPD LA AL 75 PR S5 P A J5 4 A 25 DR A2 4t

T3 RN EE R L R T24E — WU IR ) 247 e piiE, Kz g — P i g 680 B EmA
B Z M PITIGITHIR

T4 RPN E R L R TME— TR 247 e PiiE, Kz g — PR g 650 B a5 mA
FITIGITHI M4

75 BRI SR B TAE— TR B 2 45 e puiR, oz i sk piPd L iz sE b i) &2 /b —
ZMCAH U 51Z 5 — PR S5 A B P TIGI THU A E+z

76 WIAURI ELR T T IR I 2 5 e e B Ad , Hor iz i 25 PUPD L AR B vh B 2K I COR i 5 1% 28
— PR G PITIGI TH IR IEH

77 BRI SR B T64E— TR B 2 4 R puis, oz i sk pipd L i b i) 22 /b —
ZIINA U 51Z 58— PUR &5 & B 0 P TIGI T +2

78 WIAURIELR TT R IR I 2 5 e e B Aa , Ho iz i 25 PUPD 1 AR B b B SR N K Uiy 55 1% 28
— PR G PITIGI THI R IE#:

79 WIAUR B R 1 R T8 AR — BT IR I 2 e M iAo iz i 25 PiPD1 E A b i 22 2D
— kORI 5% 58 —PUR 5 G 3 P TIGI THiMk % 2 .

80 . WA HI EL R TR IR 1) 2 4 e M i fa , Horh a2 9 25 HUPD 1 A b B 2% I R iy 5 1% 28
— LRGP TIGI TH IR IE#:

81. WA H EE Rk 1 80 AE — WU iR 1 2 4 e ME i Ad , o iz 9 25 HiPD1 E A b i 22 2D

13
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— 2R IINAR I 5% 58 — PUR S5 G 3 A P TIGI THiMk % 32 .

82. WA HI EL K 81 Fr ik 1) 2 4 e ME i fa , Horh a2 9 25 HUPD 1 B 4 b B SR N K Uiy 55 1% 28
— PR G PTIGITHU R IE#

83 . WIRLFIEL R 1 B 82H T — IR (¥ 2 45 e Ve po A, Ho A i B8 — B i 4 &3 ol it %
L 51ZH RGBT

84 . WIBURIEE R 83T IR 1) 2R e e pidds , Hodiz ek 2 ke k .

85 . WIBUH|ZE R84 BT IR 1) 22 45 S M pifds , Ho iz ik 3k 00 & 294 B 2930 L 1 -

86 . WAL F) SRk 84 B 85 T ik 1) 22 4 S P Ak, HoA iZ ik #2 3k  & ik H HSEQ 1D NO:
195-2202H B I H I 2 2R TR ST 41

87. WIALUFIEE SR 1 286 AL — IUFT IR I 2 K R vEbufds, oA % 288 9 R 45 &8 it
PDIFUIAR B EEE FHMFCX , %4 B LA N TgG TgA IgD. IgERTgMIFclX

88 . WA EL =R 1 B 8TAL— Tl B i (1) 22 5 S P p Ak, FL Pz 88 —Hu i 45 630 73 i HPD1
PO &Ik B FAIFCX %4 i BA N 4 : TgG1 1gG2 TgG3 T gG4RFelX o

89 . WIBUH|ZE K 8TEL 88 ATk I 2 ¢ P fik , o iZFe X & AFcelX .

90 . WIBURZE R8T B 8IT— W FT IR 1) 2 KE e Pig , o ixFe X U £ 1gG1FcX o

91 . WIBUR|ZE R8T R 8IE— T FTIR 1) Z R e M Pifd , HiixFe X A0 8 1g64 FelX.

92 WAL ZE RO FTIR I 2 e S e PR, P 1% 1664 FelX A5 S228P5R AR

93 WIAFIEE R 1 B 92T — T FT IR 1 2 45 S PR H A, I A% 2 400 S M AR 2 XURE S PRt

94 WBUR)ZE R 1 B 93HFE — T AT R 1 2 5 A HUAR X 2R e PR 5

D) B PR A % — PR A A5 A BT TIGI THUAR , 1% 45 My kPt
TIGITHUMA AL : E4E ] AF X CDR1, F AL B ASEQ 1D NO: 94FT/R 7 51 (1) & 24 1R 5 B v] A%
[X CDR2, HA 5 HASEQ ID NO: 957 7 51l (1) 2 JE R 5 AN B 5 ] A [X CDR3, HoAw & HAA SEQ
ID NO: 96 Ffr7n 7 511 2 L0 s LA &

1) BB PR G R RS G A A PUPD LUK , i BUPD I HL AL & E A ]
AR LE R, (VH) 551, HoA 4 (1) £447SEQ 1D NO: 229 7 S /8 /5 41 () CDR-H1 , (2) 43,47 SEQ
ID NO:230FT/~ &R /7 5[ CDR-H2, LA K (3) B4 & SEQ 1D NO: 231l 7~ 2 £ 2 /7 F1I 1) CDR -
H3 5 DA S B ] AR S i (VL) J2 1), oA & (1) AL SEQ 1D NO: 232 7R & ZE 1R )T 41 I CDR -
L1, (2) & SEQ ID NO:233Fr/nZ ZE R 7 5 ICDR-L2; LA 2 (3) A7 SEQ ID NO: 234 /R
FEMR 7 #FICDR-L3.

95 . WIBUR)ZE R 1 ZR93HFE — T AT R 1 2 5 A B4R X 2R e PR 5

D) B PR A % — PR A A5 A BT TIGI THUAR , 1% 45 M3kt
TIGITHUMAR AL : S HE P AR X CDR1, HAL & B A SEQ 1D NO: 1787 7 41 1 & SR R ; 2 Bl il AR
[X CDR2, HAu 7 BAASEQ 1D NO: 179Hr7R 7 51 (1) & BE R 5 A1 4% v] 4% [X CDR3 , Ho A 7 B A SEQ
ID NO: 180f7 7 A & IR 5 DL J&b

1) BB PR G % RS G A A PUPD LR , i BUPD I HL AL & E A ]
AR LE R, (VH) 551, A4 (1) £447SEQ 1D NO: 2377~ & /8 /5 %1 () CDR-H1 , (2) 434,47 SEQ
ID NO:238F 7~ R /7 5[ CDR-H2, LA K (3) B4 & SEQ 1D NO: 239 7~ 2 £ 2 /7 #1111 CDR -
H3; LA S B ] AR S5 i (VL) J2 1), oA & (1) AL SEQ 1D NO: 240 FrvR & 24 1R )T 41 I CDR -

14
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L1, (2) B SEQ 1D NO:241 TR & EBR 7 FIHICDR-L2; BA K (3) AL SEQ 1D NO: 242F7R &
FEMR 7 HFICDR-L3.

96 . WIBUH)ZE R 1 ZRI3HFE — T AT R 1 2 45 A HAA X 2R R PR 5

D) B —PuRLE & % — PR A A5 A BT TIGI THUAR , 1% 45 M3kt
TIGITHUMAR AL : S E m] AR X CDR1, HAL & B A SEQ 1D NO: 1867 J7 41 1 R FE R ; 2 Bl ] A%
[X CDR2, HoAL # HASEQ 1D NO: 1877w ¥ 41 1) & 24 1R 5 Al E % n] 4% [X CDR3, H AL 7 B A SEQ
ID NO: 188F7 7 A & IR 5 LA J&b

1) BB PR G S RS G A A PUPD LR , i BUPD I HL A AL & E A ]
AR LERIE, (VH) 551, A4 (1) £447SEQ 1D NO: 221 s & B8 /5 41 () CDR-H1 , (2) 434,47 SEQ
ID NO:222F 7~ &R /7 5[ CDR-H2, LA K (3) B4 & SEQ 1D NO: 223 7~ 2 £ 2 /7 F1|f#] CDR -
H3; DA S B ] AR S5 i (VL) J2 1), oA & (1) AL SEQ 1D NO: 224 By & B4R )T 41 I CDR -
L1, (2) 5 SEQ ID NO: 225/~ 2 FE R 7 5 ICDR-L2; LA /2 (3) A7 SEQ ID NO: 226/~
FEM2 7 HFICDR-L3.

97 . WBUR)ZE R 1 B 93HE — T AT IR 1) 2 5 A B4R i 2R e PR 5

D) B PR A % — PR A A5 A BT TIGI THUAR , 1% 45 M3kt
TIGITHLARE S EAE R AF X CDR1, HAL S ELASEQ 1D NO: 1907 ¢ 51 & FE IR ; 25 55 m] AR
[X CDR2, HAu 7 BAASEQ 1D NO: 191 7R 7 51 (1) & JE R 5 A1 4% v] 4% [X CDR3 , Ho A 7 B A SEQ
ID NO: 192Ff7R 7 H = LR 5 LA A

1) BB PR G S PR S G A A PUPDL R , i BUPD I HL AL & E A ]
AR LERIE, (VH) 551, A4 (1) £44SEQ 1D NO: 245 7 S Bl /5 %1 () CDR-H1, (2) 434,47 SEQ
ID NO: 2467~ &R /7 51 CDR-H2, LA K (3) B4 & SEQ 1D NO: 247 At 7~ 2 £ B2 /5 F1| ¥ CDR -
H3; LA S B ] AR S i (VL) J2 1), oA & (1) AL SEQ 1D NO: 248 By & ZE 1R )T 41 I CDR -
L1, (2) B SEQ 1D NO:249F /R & EBR 7 FIHICDR-L2; BA & (3) A% SEQ 1D NO: 250 7R &
FEMR 7 HFICDR-L3.

98. WAL FIEE R 1 B ITHAT — TUFTIR I 24 R PR, Z 25 R PR B & iEEZE i
TIGITHUARRIHIPD 14k B 5%, HoAL4SEQ 1D NO: 253 m s i 41, LA M 414SEQ 1D NO:
254N R R T A HUPD L HL AR e

99. WAL RN EL R 1 BT HAT— TR I 2 R e P % 20 R A & L & SEQ 1D
NO: 255 7N B AE R P I HIPDI LR 4 , DL S8 BT IGT THUIR I HIPD I P ik 4 , Hof
£SEQ 1D NO: 256 FT7R &AL 51

100. WAL A EE R 1 BITHAT — T TR I 2 5: R PUE L 2 R R PR i 2 i
TIGITHUARRIHIPD 14k B 5% , HoAL4SEQ ID NO: 257 ms ki 41, L M 414SEQ 1D NO:
258N Z IR T A HUPD L HL A e o

101 WIAURIEE SR 1 B 97T AT — IET IR I 2 45 R DU AA , 1% 2 e e PE P B 5 60 7 SEQ
ID NO:259FT7R R LR 7 I HIPDI FL R 5%, L B Z PUTIGITHUR IR HIPD 1 B R 52 5%
HALASEQ ID NO: 2601/~ &R 771 .

102. —F BB % R L S VA 5187 ADERM WAUR ZE R 12101 H T — T
FIT i 1) 22 o e A A

103 WIALCR LR 102 TR I e 8 54, o Zigyr e i & & .

15
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104 WIBUREE R 102 BT () S 258 64, Iz 6 97 7R O 1 [ AL 2R

105. —FAWHEY , ZWH GV Fa) WAURIER1Z 101 T — TR 1) 258 5
PEHUAR B BRI EE SR 1022 104 FAE — T BT il () G e 48 640, Flb) 2495 bl 5252 I 2855 .

106, —FAZ IR , %A% FR 2w AL A AR SR 1 B 101 AT — TR Ak i) 22 45 v B

107 . — PR B AL S AR ZE R 106 BT iR FIAZ R -

108. — A g 40 , %18 5 4 AL & QiAURI 23R 106 BT id 1A% R B A AR LR 107 Frid
R34

109. — Pt & Qo AUCRIZE SR 1 = 101 AT — TUAT R (1 2 R SR DU AR B 0732 i 7 1R B 1
LR EE SR 108 ik 1) 1 =5 At i o 20K 1% 2 e e A B I A E A 7 B9 % 2 e e 1
EINLN

110 — Bk 2 5240 10 s G A7 160 777, 12 07 V0 B0 1) 12 52 40 3 it FE A S0 1) AU R
FOR1Z 10T — TR I 2 R S BT BCR) R 102 82 104 T — TR I S s 48 &
Vs AN BRI EE R 105 TR HI 25 A 540 -

111 QAR ZE R 1 TOFTIR 19 77925 » Fo A% 5 vk ek 20 e 4 B ) 25 i

112 GoACRIZE R 110811 LA (8 5 3%, FL R 7 V208 N R K70

113 QAR ZER 110 B 11 2 AR — TR IR 1) 7925, Fo A iz 5 iR bR 1% 52 303 1 g

114 GnBUCRI EER 1102 11 3H AT — TR IR 1K 5 ¥4 , FL b Jogg it [ bl DL 2H R ) 4 < 1)
B98I  FRR R O B L LRI 45 g R0 S FRE RS o 40 A RE L I e L B R T
PR B T PN RS L S PR L IEE R Sk S < IR M LA

115, —Fhyay7 A/ BT B8 A2 W1 J5 325, 1% 5 12 B0 9 ) 52 6 3 it FH A 308 o 1 B 22
RIZ 101 AT — TR K 2 K5 F PR  ATBCREE R 10282 104 T — TUTIR 1 S JE R A1)
BRI ELR 105 T iR B 2545400 -

116 — K B B AE I 52 A7 15 B J7 3% 7 VR B 1) 2% 52 i il F B 2
B AIBCRZE R 12 101 FAE —TRT IR (1) 2R 3 P L AR B3R 10228 1049 AF — T BT il
1 G028 4% & P sl AR B2 SR 105 BT IR (M 25 &40«

117 AnBUR 2R 115801 16 T IR B 77 v , e bz B AL ade bR DA A R 4« T) 52 9 < il
Jeh R O e | LR 5 R e N R R o 4 B RE T S R T R R L IR
JRgE 75 Y e S B R IR S B | e R LA A

118 WIB R EE R 1 2 101 AT — IR 1) 2 4 e tEdu A, HHAEZ).

119 WIBCRZE R 12 101 HR AT — TUATR 1 2 e e ok, TR 7 e

120 GiAFIZER 105 iR 1) 25 AR &4 , S FE 25

121 GiAFIZE R 105 BT IR 1) 25 WA &9 , Fo FH 18 97 Wi

122 GiAUREE R 119FT IR 1 2 5 S TR B AR B SR 121 BT iR I 29 4 &4, For
S RE 16 H E DA AR 2 - R) Rz 98 e S R e B B L LR | &5 Ve T R R
JR AN AR B T T AR e T P R S B MR IR R L Sk IR e B
HAA.

123, — Rk 7 &, 1Z R SR & WA R 12 101 AT — T TR 1) 2 405 S PR .
BRI ELR 10222104 HAE — TR 1K S8 285400 BRI BL 3R 105 BT I (1) 25 W40 &40« AR
TR 106 FT IR AL TR  WIBURIEE SR 107 BT i () A4 L BRI 2 5K 108 v ik ) 1 3= 4 i

16
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124 IR EER 123 ik (kG & » 120 Gt — 25 & 3R 7 A/ s mips 25 2E Wi
Fm v S

17
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mTIGI T B8 EN S BRI R EERGE

[0001]  FHSCHIERIZE X 51 H
[0002]  AHI{EERT20204E1 10 H #2219 E b & R H i 5 PCT/CN2020/071336 I 5
B, H g 7 it 51 B DA AR IR N 5 B HBSR A SR

FAR Gt

[0003] ARV K 5 2 A Tg AT TIMZE 0 TAH ML G % 52 44 (TIGIT) &5 & B Puid , iX Le 4t
IRALFEX TIGITA— B 2 F 5 A bR A 45 G4 M 2 05 e BT TIG I THUAR s LA S JE
A8 7925 AR RELE STt 5] % — B 2 Bl S A PR AL SRR A A AE T EE L (PD) &

BEEEA

[0004]  HAF TgANTTIME, #4385/ TAH MY fo 2 52 A4 (TIGIT) =& FH He % A A (91 G vifi A 1) T4 i
FTE SR A AR H (NKYH L) ) Rk ) S b 2 s sz A4, FR A 3 sz ] TIGI T B AR FL H5PVR
(CD155) , HELfEM SR4H AL (DC) \E MR MM LA L iF 2 N Ee it , O Brs
TIGITSE & Ja ml T~ YA TN AL 75 10 A0 ff IRl 4336  TTGIT/PVRAH EE F i $ 1) ] LA A 5 B 7%
YA AU T M 5 FE B TIGT TAE S e A £ poi U715 Hh 1) B BEAE )  FE ARSI TSR 75
B R AT AT TIGI TSy 3 ) S0 28 4 M U 755 DL FH T S 2 7 iR AR iE YR 97 B VR I T 1 0+ A0
%o

[0005] /P PEAHMIAE T 8 1 1 (PD1) A2 HH ¥ 44 () T4H A FIBAH g 7 18 I A1 3 F B 1) 7 5%
G A AT SR B R CD28 52 MR S ) Al R, IX e 51 L 4% CD28 . CTLA-4 . 1COSPD1 A
BTLA. L2 %5 € HY 7 PD LY 9 P4 B 35 10 0% 8 (3 BC AR PDL 1 AIPDL2 , 'EATTAE ST S 8 4 M L %
W2 NJEREh R, 2 Bt 5PD14 S 54 N T4 BG4 A gi p X -7 73 i (Freeman
% N\,2000;Latchman®s A ,2001) o AN[F F-CTLA-4,PD1 = BAE AN E A e/ 1, Hrdb s ik
) T2 i PT i 2 268 381 Jirb g R/ B 6 Joia 4 i 3 38 1) % 2 # i) E PDLLAIPDL2BC A& (Flies%E N,
2011;Topalian® A ,2012) . fEIG AR TR v, PD1/PDL1AH H.AE FE 1A 5 1 4 20 470 i
JaEE 1 (GEE % 58,008, 449H17,943,743) , 3 HAE NG AR L 2L 4058 T PD1/PDLIAHE
VE R ORI 554 VA T T T e vh A P DRI, 75 ST R BRI PDL LK 008 VA T 771

LZBARR

[0006]  ARAFIRME 7 LA SE M IR R A TIGITH 40 B B e Pk, HAaFE 4 &
TIGITAN—FhE 22 P 55 4P B FEFR I 22 4 S PR PR o 78 S e st 9 o, PUTIGITHiMR B & 5
TIGITS: & B B 25 M IR o 7E T LS 5] , 5 SR HEAR A2 PD1 o AR A Tt — 2B R AL 1 i) 2%
ORI A PRV & X SehL AR 1) 25 A & W0 T3 ik, BA A R L S SR A P AL &5
XA 1) 25 A A 0 TR T 0 RURRE. (8 A de i) 1 5 7k o AR R B 4 B B R
LS TIGITES A W) B EE M BT IGI TR AN S TIGITAIPD1 P & 45 A 1) 2 4% S ME Pk, Ix de 4t
AA T DL MG I 5 28 24H P H ) B 2 O S A SO () B BT D

[0007]  ARAFFIRMUE TS5 ETIGITAIPDLI) 2 455 7 b fd o 78 3L Le S 5, AR SCAFFI 2

18
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BRI D) B BB AR, S HUR

A

PR & 5TIGITES & ) e MR iA s DA A ii) 58 —PrJi
5 5PD14E & I HTPDI LA
[0008]

GEL AL A HITIGITHUR , iZHTIGIT

b A 3

LEEHR Y R PR S A AR )

77 S e S 3] v, B 25 WA S 0, 5 VHH o 7 o SIC it 51, B 485 g 3 Ak B VHH A

B R AR X (VH) o AR RSt 1), B EE RIS LA T x 10 - TMEICEE /NUKDZS 5 TIGTT . AE 5

LSRG, B A AT P 1x 10 - SMER BE /NMRIKDAS &

TIGIT . 75 Le s it 451 b, B 25 M) 4kt

PRLL3x10-9MER B /INPIKDZE B TIGTT o 78 e e 51 jh 451 o, B &85 A 3 i 4k BA 2x 1.0 - OMEY B /NI KD

LEATIGIT,
[0009]
B X G4 S5TIGITE: &,
[0010] &) HE4E A AF[X CDR1, A4 B A SEQ ID NO

FERLEE St 5] o, PR REIAAR S R AR T AR X A 25 PUTIGIT L 45 My 3 i 4
ZZHPITICI TR LI PUR ] R X 5
94T 7R P A ) R AR IR 5 B T AR X

CDR2, HAu & HASEQ ID NO:95F 7~ 7 41 1) 2 L % 5 AN 8. 8% n] 4% X CDR3, FHo A& HASEQ 1D

NO: 96 T 7~ 7 H1 ) = B 1R
[0011] b) EHEA[AF[X CDR1, H A4 EASEQ ID NO

98T 7R P FI ) AR R 5 B T AR X

CDR2, HAu & HASEQ ID NO:99F 7R 41 2 % 5 AN 8% n] 4% X CDR3, FHo A& B A SEQ 1D

NO: 1007~ 7 FI ) 2 5 1R

[0012]  ¢) HEBEAIAF[X CDR1, Hou & HASEQ ID NO:
CDR2, AU 4 HASEQ ID NO: 103Ff 7T 5 i 2 3 18 5
ID NO: L04J 7= P A 2 FE R »

[0013] d) EHEA[ 28 [X CDR1, H A& HASEQ 1D NO:
CDR2, HAu 4 HASEQ ID NO: 1077 % 5 i 2 31 5
ID NO: L0877 A 2 FE R »

[0014] ) EHET[AF[X CDR1, H A& HASEQ 1D NO:
CDR2, HAu4 B A7SEQ ID NO:111Ff77< 54 i E L5 »
ID NO: 11277 FI I S T »

[0015]  f) EEHEA[ ¥ [X CDR1, H AL 4 HASEQ 1D NO:
CDR2, A4 HAFSEQ 1D NO: 11505 K[ & L1 .
ID NO: L1677 A 2 B R »

[0016] g) FHEA[AF[X CDR1, HA & H A SEQ ID NO:
CDR2, HA1 4 EASEQ 1D NO: 1195 K4 [ & L1 .
ID NO: 1207 7 B 2 FE R

[0017]  h) EHEATAF[X CDR1, H4u 2 HASEQ ID NO:
CDR2, H AU 4 HASEQ ID NO: 12357~ % 5 i 2 3 1
ID NO: 124 7R P B 2 EE R »

[0018] i) HHEA[AF[X CDR1, Hu & HASEQ ID NO:
CDR2, H AU 4 HASEQ ID NO: 1277 F 5 i 2 1R 5
ID NO: 1287/ 7 A 2 FE R »

[0019] ) FEHEA[AF[X CDR1, HA & H A SEQ ID NO:
CDR2, H AU 4 HASEQ ID NO: 1317 % 5 i 2 1R 5

19

L0217 2 F B R L PR B B v AR [X
1 R 5% 1] A5 [X CDR3 , Ho 1,4 B 45 SEQ

106 FT 7~ 2 F1 B A JE PR B i v AR [X
1 R 5% 1] A5 [X CDR3 , Ho 1,4 B. 45 SEQ

LLOFT 7R~ 7 H B R L IR o B vl AR [X
1 R 5% 0] A5 [X CDR3 , Ho 1,4 B. 45 SEQ

LLAFT /R R 9 B R L IR - B B ] AR [X
1 R 5% 1] A5 [X CDR3 , Ho 1,4 B. 45 SEQ

L18FT/~ 7 H B AL IR ;B B ] AR [X
1 5% 0] A5 [X CDR3, Ho 1,4 B. 45 SEQ

122178 5 (& B B 5 B T AR X

s 1 25 % 7] 75 [X CDR3 , Hi 41 4 A A5 SEQ

12617~ 7 F1 B A L IR 6 B vl AR [X
1 R 5% 0] A5 [X CDR3 , Ho 1,4 B. 45 SEQ

130T 7R 7 F B R L IR - B B vl AR [X
1 EE 5% 0] A58 [X CDR3 , Ho 1,4 B. 45 SEQ
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ID NO: 132F7R 7 FI I S AR »
[0020] k) EE4EAIAF[X CDR1, H A& A SEQ 1D NO: 13478 5 41l i G JL % ; 4 ] AF [X.
CDR2, H AL & B ASEQ ID NO: 135/ 7% 51 (1) & 2 R 5 A1 E1 8% v 4% X CDR3 , A, 7 B A SEQ
ID NO: 136 ffr 7 J7 51 1) BE 1R »
[0021] 1) EEEAIAF[X CDR1, HeAl & FLA SEQ ID NO: 13877 5 Il ) 2 R  #8  m] AR [X.
CDR2, H AL & EASEQ 1D NO: 139F17R 5 41 i) & L R ; AV EE 5% n] A% X CDR3, HAL 5 B A SEQ
ID NO: 140/ 7R 7 51 1) = FE 1R »
[0022] m) EEBET]AF[X CDRL, Ho 4 HASEQ ID NO: 14217~ /7 4l i S HE R ; B 5 ] AR [X
CDR2, AL & HASEQ 1D NO: 14307 7% 8 51l (1) & 3 % 5 Fl 55 %% 1] 4% [X CDR3 , 3460, 2 2. 4 SEQ
ID NO: 14477 FI I S R »
[0023] n) EFEA[AF[XCDRL, HAE EASEQ 1D NO: 146 T 7~ 7 H1l 0 R JE R ; 6 4 n] 4% [X
CDR2, HAL % HASEQ ID NO: 147 7R 7 41 i 2 JE IR s A 4 7] A2 [X CDR3, Ho AU 7 B SEQ
ID NO: 14877 51 1) = FE 1R »
[0024] o) EEHER[ XX CDR1, H A& HASEQ 1D NO: 150FTm 5 1) & FE R ; T 4% ] A [X
CDR2, AL & HASEQ 1D NO: 1517 8 51 (1) 4 3 % 5 Fl 55 %% W] 4% [X CDR3 , 3460, 2 2. 4 SEQ
ID NO: 152/ 7R 7 51 1) = FE 1R »
[0025]  p) EEAEAIAF[X CDR1, H A& A SEQ 1D NO: 15478 5 41 i G JL % ; 4 ] A8 [X.
CDR2, AL & A SEQ 1D NO: 155178 3 41 i) & L R ; A1 EE 5% ] A% X CDR3, HoA 5 H A SEQ
ID NO: 1567 7 H1I 2 B R »
[0026]  q) EEBET]AF[X CDR1, Hof 4 H A SEQ ID NO: 15817~ /7 4l () S HE 8 ; B 5 m] A% [X
CDR2, HALF HASEQ 1D NO: 159077 7 FI I 2 L R 5 A 8 4% n] 4% X CDR3, H AL 75 2L A SEQ
ID NO: L60J 7= 7 HI 2 B R »
[0027]  r) EEER]AFX CDR1, H A& HASEQ 1D NO: 162F1 7 7 4l & FE IR ; B ] AR [X
CDR2, AL & A SEQ 1D NO: 163 7R 3 41 1) & L R ; A1 EE 5% ] AF X CDR3, Ho A 5 H A SEQ
ID NO: 1647 7 A 2 FE R »
[0028] ) HEEEAIAF[X CDR1, HeAl & FLA SEQ ID NO: 16677 5 71 i) 2 FL 8 ; #8  m] A% [X
CDR2, H AL & B ASEQ ID NO: 16777 51l (1) 2 2 % 5 A1 E1 8% n] 4% X CDR3 , A, 7 B A SEQ
ID NO: 16877 51 1) 2 FE 1R »
[0029]  t) EEBET]AF[X CDR1, HoA 4 H A SEQ ID NO: 17017~ /7 4 () S FE 8 ; B 5 m] AR [X
CDR2, HAL & HASEQ 1D NO: 171Hr7R 7 5 i & R R s A1 H B n] A8 [X CDR3, H A & A A SEQ
ID NO: 172F 7R 75 1) = FE 1R »
[0030]  u) EEBET]AF[X CDR1, HoA 4 HASEQ ID NO: 1741/~ 7 4 S FE 8 ; B B ] AF [X
CDR2, HAL & B ASEQ ID NO: 1750777 51 (1) 2 2 % 5 A1 E1 8% n] 4% X CDR3 , A, 7 B A SEQ
ID NO: 176 ffr 7 7 31 1) S BE 1R »
[0031]  v) EEBER[AX X CDR1, H A& HASEQ 1D NO: 178HTR 4 1) & FE R ; F 4% ] A [X
CDR2, HAL & HASEQ ID NO: 17T9F 77 51 (1) 2 H R 5 Al E1 8% n] 4% X CDR3 , A, 7 B A SEQ
ID NO: 18077 41 1) = FE 1R »
[0032]  w) HAER[AZ X CDRL, A& HAASEQ ID NO: 1827~ ¥ HIl 1) 2 JE R s 4 ] A% [X.
CDR2, HALE HASEQ 1D NO: 183f7 7 7 FIl I 2 AL R 5 A 8 4 n] 4% X CDR3, H AL 75 2L A SEQ

20
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ID NO: 1847 7 A 2 FE R »

[0033]  x) EEHEA[AF[X CDR1, Hfl & B A SEQ ID NO: 1867~ 5 41 i) 2 JE R ; 75 ik ] A8 [X.
CDR2, HALF HASEQ 1D NO: 187/ 7 FI I 2 2L R 5 A 8 4 n] 4% [X CDR3, H AL 75 HL A SEQ
ID NO: 1887 JF 41| () & FE IR » 5L

[0034] ) EEBER[AFIX CDR1, H 4 HASEQ 1D NO: 19017 7 51 ) & FE R ; BB 4B [X
CDR2, HAL % HASEQ ID NO: 191 Fr7n 7 41 i 2 JE IR ; A1 4 v] A2 [X CDR3, Ho AU 7 A SEQ
ID NO: 1927/ 7 A 2 B R

[0035]  FRHELLsijfilH , B T L & B AR X % R AR X AL

[0036]  a) H AP AF[X CDR1 , 1% H 4% 7] A8 [X CDR1A4 4 SEQ ID N0:94.98.102.106.110.114.
118.122.126.130.134.138.142.146.150.154.158.162.166.170.174.178.182,186 1190
HATA — AN LR T 5, B B A 208 293 BRI AR 1k

[0037]  b) EE %% W] A [X CDR2, i% B 4% 1] A8 [X CDR2A 7 SEQ ID N0:95.99.103.107.111.115.
119.123.127.131.135.139.143.147.151.155.159.163.167.171.175.179.183.187 #1191
HATA — NIRRT 5, B B A 20k 23 BRI A2 44 5 DL K

[0038] ) i %% W] AF[X CDR3, 1% & 4% A 4% [X CDR3 4 SEQ ID N0:96.100.104.108.112.
116.120.124.128.132.136.140.144.148.152.156.160.164.168.172.176.180.184.188F!
192H AT — AN LR 7 41, B B 218 4130 R AU AR Ak

[0039] 7 Jt e S 4] v , B 5 A T A B 7 B A ] AR X, 12 B M AR [X A 7 CDR 1 485 #4043
CDR24% #4J35k FICDR3 45 #4145, , H A1 1% CDR 1 45 #4335, . CDR2 45 A4 45 FNCDR 3 25 #4373 73l 5 A 6 75 78
2> 7% B A] AR X HH ¥ CDR 1 45 #4138 . CDR2. 45 /4 S FICDR3Z5 ¥ 38k , 1% 2 F i ] A X A & ik H
FHSEQ ID N0:97.101.105.109.113.117.121.125,129.133.137.141.145.149.153.157.
161.165.169.173.177.181.185.189F11934 5 1 4H i) 2 L B2 - 471

[0040]  #F JE b sizjifi ) b , BASE MI BT AL 2« EEBE T AR X CDR1, HiA0 4 HAGSEQ 1D NO:94
Fis FF A B @ 1 s EEAE AT AR X CDR2, HoAw & BAASEQ 1D NO: 957 7 51 (1) 2 L I s A EE i
A[AZ X CDR3, HAL & B ASEQ 1D NO: 96 7R T A1 (1) 8 J R o 1 6 S it 451 o, B85 Ay 3l i 4k
05 EEAE T AR [X CDR1, Hofl & HAGSEQ ID NO: 987 4l i) 22 JE R 5 ¥ 5% ] A8 [X CDR2, H:
A& HASEQ 1D NO:99F R 7 HI & 4R ; A B A AF [X CDR3, Ho AL HASEQ 1D NO:100
7R 5 B S B TR o A i e S it 3], B 8 R 3 A4 £ B - B T AR X CDR1, HAL & BASEQ
ID NO: 102077 5 51 & a8 s B 4% 7] 4% [X CDR2, HoAu & HAASEQ 1D NO: 103/~ FFI &
JE ; A EE 55 0T AR X CDR3, HoA 4 ELAASEQ ID NO: 104771 5l i & FL R . 78 B L st 5 vp
BB R AR AL B s B W] AF X CDRL, H A HLAASEQ 1D NO: L0678 7 41 (1) S 2L s B %
AJAZ[X CDR2, HoAw & HAASEQ ID NO: 1077w 5 F1 i) 28 ZE IR s A1 =555 W] A2 X CDR3, HoAu 2 A
AHSEQ ID NO: 108HT 7~ 51l ) & JE R - 75 7 o S it 451 v, B 5 A P A 0 5 - E A ] AR X
CDR1, H A F HASEQ 1D NO: 110FR /7 FI & 2R s H 4% n] A [X CDR2,, H AL H A SEQ 1D
NO: 11177 Fe 51 ) G2 1 s A e 4 AT A% [X CDR3, HoAu &y HLAA'SEQ 1D NO: 1127 7 F1l ) 2 4
MR o 70 HE MG St ) rp , B 4 A AR L 5 : T AR X CDR1, HA & B ASEQ 1D NO: 114H1R
FF I B L s B BE AT AR X CDR2, HAU & HLAASEQ 1D NO: L15FT/R 5 FI & L R 5 Fl & 5 ]
X CDR3, HAL & B A SEQ ID NO: 116FT7R 7 41 () G LR o 71 HE £ S fgi] o , B 45 K 3 44
£ 2 EAEE A AS X CDR1, Hof, & H A SEQ ID NO: L18FT /751 () & H i ; B 5% 7] 48 [X CDR2 , H:
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A5 HASEQ 1D NO: 119F 7R 741 & 24 R ; A1 BE 7] A8 X CDR3, HAL & HASEQ 1D NO:
1207 7 B B R IR o 71 SR LS STt v, PR S A SR R0 2« EEBE W] AR X CDR1, HA & B
SEQ ID NO:1227R 7 FI i 2 5K ; B 4% AT A2 X CDR2, HoAl & HATSEQ 1D NO: 123f17R 751
(1) B s A1 EE 5% ] AZ X CDR3, HAL S B AASEQ 1D NO: 124F 7R 7 A1) ) R BRI o 1 - L St

B, Bt RS PR B EEAE W] AR X CDR, A B SEQ 1D NO: 126778 7 51 I R LR ;
FEEEA[ AR X CDR2, HAL & ELASEQ 1D NO: 1277~ - F1 i) 2 JE R ; A 25 4% w] 48 [X CDR3 , H A
T BASEQ ID NO: 1287~ 7 51 1 2 FE IR o 7E FE 2L St 45 vh , B S5 A Il i 0 7« S mT AR
[X CDRIL, HAL & HASEQ ID NO: 1307 7 21 i 28 2 1R s B 5 W] AZ [X CDR2, Ho A & B A SEQ
ID NO: 1317~ 5 F1) i) & FE 8 ; AN EE 5% i) AR [X. CDR3, HiAu & H A SEQ 1D NO: 13278 41 1)
IR o A7 LSt ) rh , B g A AR L EEE T AR X CDR1, HAL & B SEQ 1D NO: 134
F}TTFWJE’J%F% HHE AT AR X CDR2, A& HAASEQ ID NO: 1351 7 HI i 2 2L 1R s FE
R AZ X CDR3, HAL & HASEQ ID NO: 136 7 7 41| () 2 R o 77 JE £ STt 57] v, B 455 Ay
Pk & . EAE R AF X CDR1, H A& HASEQ ID NO: 138F7/ 7 5 & R ; 4 n] 48 [X
CDR2, HAL & HASEQ ID NO: 13975 ¥ Il i) 2 2L 1R 5 Al B 4 7] A% [X CDR3, oA 75 LA SEQ
ID NO: 1407~ HI ) 2 5 R o £E FL L8 St 491 o, s dp i AR B 5« SR T A2 X CDR1, Ho A
FHASEQ 1D NO: 142H17R 7 FI & R R s B 5% n] AR X CDR2, HAL & AAASEQ 1D NO: 143F7
TNJT N R IR s M E ] AZ [X CDR3, HAL &% B A SEQ 1D NO: 144 7R 7 FI I R 3L IR - 72 5
S S it 5] b, BALE RS AR L - EEAE R AR X CDR1, H A& HASEQ 1D NO: 146 17 7 51 11
GRETE  EAE T AP X CDR2, Hofw & HAASEQ ID NO: 1477w 5 %1 1) S 18 s FH B 4 v A% [X.
CDR3, A& B SEQ ID NO: 14817 /7 H1 ) 28 IR o 75 FE L St 451 v , B 28 My I A B, 5
FEHEA[AZX CDORL, HAL A B A SEQ ID NO: 1507~ - FIl i 2 L IR ; T 85 il AR X CDR2, H AL 5
HASEQ ID NO: 151 FR PR A LR ; A1 EE B n] AR X CDR3, HAL & B A SEQ 1D NO: 152F7
TN T B 28 FE TR o AE S St 45 vh , B A TR R 7 EEEE VT AR X CDR1, HoAd & HL A SEQ
ID NO: 154877~ 41 ) 2 5Ll ; B 8% 7] A8 X CDR2, HAL & B A SEQ 1D NO: 155 /R FHI &
FEWG A5 ] AF X CDR3, Hofl & ASEQ ID NO: 156 77 5 1 ) 2 R o 78 -l s jifi 9 v
AR TR B R AR X CDRL, Ho A & A SEQ ID NO: 1581/ Fr A1) Z 2L ; H 5%
AJAZ[X CDR2, HoAw & HAASEQ ID NO: 1597~ 7 F1 ) 28 ZE IR ;A1 =585 W] A% X CDR3, HoAu 2 A
AHSEQ ID NO: 16077~ 7 I ) S L R o 78 FE e St 451 vp , BR 25 A I AR 0 7 - AR T AR X
CDR1, HALE BHASEQ 1D NO: 162177~ 7 H1I i) & BE R ; B 4% 0] 42 [X CDR2, H AL B A SEQ 1D
NO: 163 [T 7~ 7 B ) R L 2 A e 4 AT 48 [X CDR3, oA & HLAASEQ 1D NO: 164 FT71 7 F1I ) & 5
PR o 7F S L STt ] vh , B MY BT AR B B W] AR X CDR1, HB & B AASEQ 1D NO: 1667~
7 AN R s B T AR X CDR2, HAL & HAASEQ 1D NO: 167FrR /7 FI 2 R L 5 Fl B 5 ]
AZ[X CDR3, HAL & HASEQ ID NO: 1687 7 41| () 2 FE R o 75 JE 6 STt 7] v, B 485 Ry Sl A
£ 2 EAEE A AS X CDR1, HoA, & H A SEQ ID NO: L70FT 7 7 51 () & H % ; 8 5% 7] 4% [X CDR2 , H:

A5 HASEQ 1D NO: 171F7R 78 R 4R ; A1 H 5% 7] A2 X CDR3, HAL & HASEQ 1D NO:
LT2F7R 7 B ) SR o AE e STt g o , B e A s AR B B v A8 X CDR1, HAL & B A
SEQ ID NO: 1740 7x 75 () s R s B85 v 42 X CDR2, H A & HASEQ 1D NO: 175 7R 7 4]
(1) PR s AN BE n] AR X CDR3, HAL & H A SEQ 1D NO: 176 Fun 3 FI I R L R o 78 L 51 i
i, B GE RSB AR 0 5 - B4 R AR X CDR1, Hof & B SEQ 1D NO: 178F 7R FE 51 i) A FE i
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FEHE N AR X CDR2, H AW B AGSEQ 1D NO: 179717 7 51 i) & FE R 5 A1 2 4 v] A8 X CDR3 , A8
F FLASEQ 1D NO: 180FT 78 7 B[ R FE IR - 75 2L s 51l o , B b My I iR 5« BB m AR
X CDR1, HAL & B ASEQ ID NO: 182Ff7~ 7 41 i 2 FE 1R ; F 4% v A% [X CDR2, Ho AU 7 B SEQ
ID NO: 183f7~ 1 i & 4182 s A e 4% 7] A8 [X CDR3, F AU & H A SEQ 1D NO: 184F1R /7 F1H)
RILFR  AE T BE St vp , B SE R HTR AL  : B ] AR X CDR1, Ho & HATSEQ 1D NO: 186
BT 7 7 B 28 I s BB n] A8 X CDR2, H A & HLAASEQ 1D NO: 18777 41 1) & L s FEE
HFET[AZ[X CDR3, HoAL & ELASEQ 1D NO: 1887~ 7 FII ) S FE IR o 71 b S 5] , B 25 4 33
Pk & . EAE R AF X CDR1, H A& HASEQ ID NO: 190771 7 5 i & 34 R 5 4 n] 48 [X
CDR2, HAL % HASEQ ID NO: 191 Frn 7 41 i 2 JE IR ; A 4 7] AZ [X CDR3, H AU 7 B SEQ
ID NO: 1927 7 A 2 B R

[0041] 7 Jt e ST i 3] v, R s AT ST AR 0 5 B A T AR X, 1% EL B m] AR X B 553k H I SEQ
ID N0:97.101.105.109.113.117.121.125.129.133.137.141.145.149.153.157.161.165.
169.173.177.181.185.189F11932H R 1) 41 (1) & 24 R J 7 51 2L A 22 /0 24990 % I3 H1 [7] — 14 1) &=
BER T

[0042] 75 BE s it 451 v, B 25 R P B & B v AR X, i B i AR X AL SEQ 1D NO:
9T FTN I B IR T 9 o A5 e S A5 o, BR S Mk b B0 B B T AR X % B A i AR X AL
SEQ ID NO:101F77~ B Z B BR 7 41 o 75 3 e S it 451 o, B M AR B 3 BB T AR X, 1%
] AF X AL SEQ 1D NO: 105FT /R I R EEER T 5] o 15 2 e S it 5] 1, B 235 P 3o A 5 B e
AIARIX iZEEE AR X AL A SEQ 1D NO: 109 7 (1) SR R 7 41 o 1 J 8 S it 491 1, B 285 ) 358
PR S EE A ARX , 1% EAE A AR X A5 SEQ 1D NO: 1138 IR LR FF 51 o 75 J5 21 51 it 451]
o, BRI B B R I AR X 1% R R AR X AL SEQ 1D NO: 117 FR A IR T 51
TR S it ], B g AR L S B T AR X, i B v A X AL SEQ ID NO: 121 BRI
QAIEIR T ) o 8 L STt {51 v, B2 RSP AAR B & B m AR X, 1% B A ] AR X AL SEQ 1D
NO: 125 Ffr 7R B S LR 7 41 o 15 S e S Agi] o , SR e A o A B 7 BB m AR X, 1 E i ] AR X
BLESEQ 1D NO: 129F 7R I 2 R 7 91 o 71 S e S it 451 o, B s M IR B & B T AR X
ZEFE X AESEQ 1D NO: I33FT /R R TR 7 41 - 75 F- e st v, B g s b
FEHE AR X, LB A X A5 SEQ ID NO: 137 /R S L BR JT 41 o 7E 56 52t 5] o , B 485
PSR S EAE R AR X, 1Z E A X S SEQ 1D NO: 141 TR & IEIR 7 51 - 15 Fde i
Jit 5, B 2E R AR LS B A A AR X, 1Z AR AF X A SEQ D NO: 145 TR I & LR P
B o 75 JE e S 451 v, g R IR L S B T AR X % E B AT AR X AL A SEQ 1D NO: 1497
TN R IR T B o AE F L St 451, B 25 M A L B T AR X, 1% E R ] AR X AL SEQ
ID NO: 153/ Z B R JT 41 o 7E FE L St 9], B 25 M i & BB T AR X, % B ]
A5 [X AL SEQ 1D NO: 157 TR R FER 5] o 76 F- LU S it 451 o , B 48 My 3P (o, s ] AR
X, % 0] A X AL & SEQ 1D NO: 161 B I 2 L /7 H1] o 7 e e St 451 v, B8 25 R 3l 1k
4 BRI AR X , i E A AT AR X A5 SEQ 1D NO: 165 7% 1 G Fa g 5 47 o 78 J e 52 it 451 o
FAZE RIS B N AR X 1% H A ] AR X AL SEQ 1D NO: 169 /R I R LR T 41 o 71t
Sl S 451 o, B AR PR L A B T AR X, 1% A AT AR X 5 SEQ 1D NO: 1737 () & 5k
& 7 51) o 75 S e S A5 v, B S A AR B & B v AR X, 1% B A v AR X AL SEQ 1D NO:
177 AT/ R IE R 7 51 o 75 S S o, PRt Mg P AR (0 & S ] AR X, 1% B v AR X A
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£ SEQ 1D NO: 181HT/R IR IEIR 7 51| o (F e Se St 9 o, PSS SR TR & B v X, 1%
HEE ] AFX AL A SEQ 1D NO: 185 7R I S 34 8 7 41 o 7E HE e STt g o , B e A s AR . 7
BER[ARIX , 1% AR X A SEQ 1D NO: 189FT/R A R IE IR 7 51 o 7 S e St ] o, P45 4
WA B ARX , ZEFE X A ESEQ 1D NO: 193 R IM 2 3 FE 741 «

[0043]  7ERELLS 5] b, B gh RIS AR A A EAE R AR X (M S B HUTIGI T HL 45 #3414
X GG HTIGITE & %S HPUTIGI TR 45 R B4 n] A X A7

[0044]  (a) EAE P AS[X CDR1, HiAL & HASEQ ID NO: LB R FF #1238 ; B 55 n] 4B X
CDR2, HAULE HAASEQ 1D NO: 2Ff7~ 7 41 1) & L s A 5% 7] 42 [X CDR3, H AL B A SEQ 1D
NO: 37N 7 A A TR

[0045]  (b) EAE R A X CDR1, HiAL & B A SEQ ID NO: 5T/ FFHI () 2 3L B8 ; B 55 n] 4B X
CDR2, H AL HASEQ 1D NO:6FT 7R T 41 1) Z 1 A 8 4 n] A% [X CDR3, AL HL A SEQ 1D
NO: 7T 7R 7 9 ) 5L 1R

[0046]  (c) HEAE R AF[X CDR1, HiAL & B A SEQ ID NO: 9Ff R F #1238 ; B 55 n] 4B X
CDR2, HAL £ HAASEQ 1D NO: 1078 5 51 H & L 2 ; A2 8% n] AR X CDR3 , HA & ELAASEQ 1D
NO: L1F7s 7 A A LT

[0047]  (d) BB A AF[X CDR1, H0 & HASEQ ID NO: 13 7R 41 ) 2 L R ; 4 m] AF X
CDR2, HoA3 & FLAFSEQ 1D NO: 1471 51 S JE 4 ; A1 2 4 1] A5 [X CDR3, 2o 2 FLAASEQ 1D
NO: 15Ff7R 7 B S 541

[0048] (o) EEBER[ AR [X CDR1, Ho0 & HASEQ ID NO: 170178 41 ) 2 L R ; 8 4 m] AF [X
CDR2, HAu 7 BAASEQ ID NO: 18P/~ 7 FI ) 2 L IR 5 A1 EE 5% i) AF [X CDR3, HoAL &% H A SEQ 1D
NO: 19F 7R JF B S 54T

[00491  (f) EHE A/ AR [X CDR1, H A& B A SEQ ID NO: 217 41 2 JE 8 ; 75 ik ] A8 [X.
CDR2, HAL 7 BAASEQ 1D NO: 2277~ 7 FI ) 2 L IR 5 A EE 5% i) A8 [X CDR3, HoAw & H A SEQ 1D
NO: 23] 7 P B 2 B R

[0050]  (g) EE4E A/ AR [X CDR1, H L& B A SEQ ID NO: 2507~ 41 i) 2 JE 8 ; B8 ik ] 28 [X.
CDR2, AL & HATSEQ 1D NO: 26 FT/R 7 51 Z HE 2 ; F1 E5 45 ] A8 [X CDR3, oA & HATSEQ 1D
NO: 27 7 P B 28 B R

[0051]  (h) B8R AR [X CDR1, HA & HASEQ ID NO: 2975 41 () 28 L R ; B 4k v AF [X
CDR2, HAL & HAASEQ 1D NO: 3078 7 FIl ) & L 1 A % v] AR [X CDR3, AL & HLAA'SEQ 1D
NO: 317 P B 2 B R

[0052] (i) EEBEA[ A [X CDR1, H & HASEQ ID NO:33Fr7m 41 ) 2 L R ; 5 4 m] AF X
CDR2, HAL & HASEQ ID NO: 34HT7R 7 Fl 1) 2 B 2 s F1 % 7] AF [X CDR3, H AL & HASEQ 1D
NO: 357 7 B 2 B R

[0053]  (j) EEBE A/ AR [X CDR1, H A& B AASEQ ID NO: 377 41 2 FE R ; 5 i n] A8 [X.
CDR2, HAL & HAASEQ 1D NO: 387 7 FIl ) & L I ; A % v] AF X CDR3, HAL & FLAA'SEQ 1D
NO: 39F 7RI B S B4 TR

[0054] (k) 4% A AR [X CDR1, H A& B A SEQ ID NO: 410775 541 2 FE 18 3 4 0] 28 [X.
CDR2, HoAu & B SEQ ID NO:4207R 7 ¥ 2 S5 s M E 5% nT A [X CDR3, HoAu & B A SEQ 1D
NO: 437 7 B 2 B R
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[0055] (1) EE4E A A X CDR1, H0 & HASEQ ID NO: 4501 7R 41 1) 2 L iR ; 8 4% n] AF [X
CDR2, HoAu & B AASEQ ID NO:46 /7 7 ¥ 2 S8 s M E 5% nT A8 [X CDR3, HoAu & B A SEQ 1D
NO: 477 7 B 28 B R

[0056]  (m) B 4% A A X CDR1, Ho & HASEQ ID NO: 49 7R 41 ) 2 R ; 4 m] AF [X
CDR2, HoA & HLAASEQ ID NO: 507 77 1 ) 2 A I : A e B m] AR [X CDR3 , HoA 5 FLAA'SEQ 1D
NO: 51 R 7 B S 541

[0057]1  (n) BB A/ AR [X CDR1, H A& B A SEQ ID NO: 537 41 i) 2 FE 8 ; B8 ik ] A [X.
CDR2, HAL 7 BAASEQ ID NO:54F 7~ 7 FI I 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAw & B A SEQ 1D
NO: 557~ 7 B S 54T

[0058] (o) B4R A X CDR1, H & HASEQ ID NO:57 R 41 ) 2 iR ; 4% m] A8 [X
CDR2, HAL 7 BAASEQ ID NO:58F 7~ 7 FI ) 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAw &% B A SEQ 1D
NO: 59FT 7R T B 2 BT

[0059]  (p) EEHE A/ AR [X CDR1, H L& B A SEQ ID NO: 617 41 i) 2 FE 8 ; B8 i n] 28 [X.
CDR2, HALE HAASEQ 1D NO:62F7 /7 51 1 2 2L R s AL % n] AF [X CDR3, HAL £ B A SEQ 1D
NO: 63Ff 7R~ T B 2 5L T

[0060]  (q) EEHEAJAR[X CDR1, H A& B A SEQ ID NO: 65077~ 5 41 i) 2 JE 8 ; B8 ik ] 28 [X.
CDR2, H AL B A SEQ 1D NO: 66775 7 51| ) & L IR ; A EE B n] A% X CDR3, AL & H A SEQ 1D
NO: 67 s J7 B 2 541

[0061]  (r) EHEFAS[X CDRI, HALE HASEQ 1D NO: 697 FF 51t G 3 % 5 % ] AF [X.
CDR2, HAL & HAASEQ 1D NO: T0fT 7 /7 FI I & 2L 1 ; A % v] AR X CDR3, HAL & FLAA'SEQ 1D
NO: 717 P B 2 B R

[0062]  (s) EEHEA[ A X CDR1, Ho & HASEQ ID NO: 730 7R 41 ) 2 L R ; B 4 m] AF X
CDR2, HAL & B A SEQ 1D NO: 74 [ 75 7 B & FE IR ; A EE B nf A8 X CDR3, H AL & H A SEQ 1D
NO: 757 7 B 2 B R »

[0063]  (t) EHEA[ A X CDR1, Ho & HASEQ ID NO: 77 7R 41 ) 2 2 R ; 4 m] AF X
CDR2, oA & HATSEQ 1D NO: T8FT/R T B Z HE 2 ; A1 E 45 v X [X CDR3, oA & HATSEQ 1D
NO: T9F/R T B S LR, LA K

[0064]  (u) EEHEA[ A X CDR1, HoA & HASEQ ID NO:81Fr/R 41 ) 2 2 iR ; 4% m] AF [X
CDR2, HAL 7 BAASEQ ID NO: 827~ 7 FI I 2 L IR s A1 EE 5% i) AF [X CDR3, HoAw & H A SEQ 1D
NO: 83Ff 7R JT B S B TR

[0065]  fEFLLLST | h , B aE IR PR B B AR A AR X X AR A AR X AL

[0066]  (a) HEA4E R AS[X CDR1, HiAL & B A SEQ ID NO: LFT/NFF 41 () 2 3L B8 ; B 55 n] 4B X
CDR2, HoA & BRASEQ ID NO: 2F7 75 /7 F1 i) 2 ZE R ; A1 E 4 ] A% X CDR3, H AL & HASEQ 1D
NO: 3T 7R 7 91 I A AL 1R

[0067]  (b) E4E R A X CDR1, HiAL & B A SEQ ID NO: 5T/~ FF 41 () 2 3L B8 ; B 55 n] A8 X
CDR2, HoA & BRASEQ ID NO:6F7 7~ /7 FI i) 2 HE R s F1E5 4% i) A% X CDR3, H AL & H A SEQ 1D
NO: 7Tl 7R 7 9 ) 5L IR

[0068]  (c) HEA4ET]AF[X CDR1, Hif & HASEQ 1D NO: 97N FF 7 i a8 L 1 » 25 % v AF [X
CDR2, HoAu & BASEQ ID NO: 107 7 #1I ) 2 S5 2 s A EE 4% nT A2 [X CDR3, HoAu & B A'SEQ 1D
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NO: 117 e 9 2 B R
[0069]  (d) B8R A X CDR1, HA & HASEQ ID NO: 13 7R 41 ) 2 L iR ; 4 m] AF X
CDR2, HAL 7 BAASEQ ID NO: 14F 7”7 FI I 2 L IR 5 A1 EE 5% i) A8 [X CDR3, HAL &% H A SEQ 1D
NO: 15 7R 7 B B4
[0070] (o) EEHE R AZ[X CDR1, H0 & HASEQ ID NO: 170178 41 ) 28 L R ; 5 4 v] AF [X
CDR2, HAL 7 BAASEQ ID NO: 18F 7~ 7 FI ) 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAL & B A SEQ 1D
NO: 19F 7R JTF B S 54T
[0071]  (f) EHEA[AZ[X CDR1, HA & HASEQ ID NO: 21 7R 41 ) 2 L R ; B 4 m] AF X
CDR2, AL & HATSEQ 1D NO: 22FT7R 7 B HE 2 ; F1E 4% ] A8 [X CDR3, oA & HATSEQ 1D
NO: 237 P B 2 B R
[0072]  (g) EHE A/ AR [X CDR1, H L& B A SEQ ID NO: 2507~ 41 i) 2 JE 8 ; 75 ik ] A8 [X.
CDR2, HAL 7 BAASEQ 1D NO: 26 7~ J7 FI ) 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAw & H A SEQ 1D
NO: 27FT 7R 7 B LR
[0073]  (h) BB A A X CDR1, H & HASEQ ID NO: 29078 41 ) 28 L R ; B 4k m] AF X
CDR2, HAL 7 BAASEQ ID NO: 30F 7~ 7 FI I 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAw & B A SEQ 1D
NO: 317 P B 2 B R
[0074] (i) BB A/ AR X CDR1, H A& B A SEQ ID NO: 3375 5 41 2 JE 8 ; B8 i n] A8 [X.
CDR2, HALE HAASEQ 1D NO: 34F 7 /7 51 i 2 2L R s AL % ] AZ [X CDR3, HAL £ B A SEQ 1D
NO: 357~ 7 B 2 B IR »
[0075] () EBERAFX CDRL, HAL& B SEQ ID NO: 37w 41 I & g ; B 45 il AR [X
CDR2, HoAu & B AASEQ ID NO: 3817 7 ¥ 2 S8 s A EE 4% n] A2 [X CDR3, HoAu & B A SEQ 1D
NO: 39FT 7RI B BE T
[0076] (k) EEHE A A X CDR1, Ho & HASEQ ID NO:41frR 5 2 L 7R ; 8 4% n] 4F X
CDR2, HoA3 2 FLAFSEQ 1D NO: 420771 51l 5 JE 4 ; A1 2 4 1] A5 [X CDR3, Fo A 2 FLAASEQ 1D
NO: 437 7 B 2 B R
[0077] (1) 48R AS[X CDR1, HA & HASEQ ID NO: 4501 7R 41 1) 2 L iR ; 8 4% n] A8 [X
CDR2, HAL & HAASEQ 1D NO: 4677 /7 F1 I & L 1R ; A 5% v] AF X CDR3, HAL 7 FLAA'SEQ 1D
NO: ATHT /R T I LR
[0078]  (m) EEHE A A X CDR1, H0 & HASEQ ID NO: 49 7R 41 ) 2 L iR ; 4 v] AF X
CDR2, AL & HATSEQ 1D NO:50FT/R 7 HI I HE 1 ; A1 E 45 v X [X CDR3, oA HATSEQ 1D
NO: 517 P B 2 B R
[0079]  (n) EEHEA[AZ[X CDR1, HA & HASEQ ID NO: 53R 41 ) 2 L R ; 4 m] A8 [X
CDR2, HAL & B A SEQ 1D NO: 5477 7 51 & FE IR ; A EE 8% nf A8 X CDR3, H AL & H A SEQ 1D
NO: 557 7 B 28 B R »
[0080] (o) B4R A X CDR1, Ho & HASEQ ID NO:57 R 41 ) 2 L iR ; 8 4% v A8 [X
CDR2, HAL & HLAASEQ 1D NO: 587 /7 Fll ) & L IR ; A % m] AR [X CDR3, AL 7 L AASEQ 1D
NO: 59FT 7R T B 2 BE T
[0081]  (p) 4% A/ AR [X CDR1, HAL & B A SEQ ID NO: 6175 5 41 i) 2 FE 8 ; 5 i n] 28 [X.
CDR2, AL & HATSEQ 1D NO: 62FT/R 7 B Z HE 2 ; F1E 45 ] X [X CDR3, oA HATSEQ 1D
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NO: 637 7 B 2 LR

[0082]  (q) EE4EFAZ[X CDR1, HAL & B A SEQ ID NO:65FT /5 7 1 () & LR ; H 4 i 45 [X
CDR2, HoA & HLAASEQ ID NO: 6677 77 1| i) 2 A I : A B 7] AR [X CDR3, HoA, 5 HLAA'SEQ 1D
NO: 677 P A & LR

[0083]  (r) HEBEAIAF[X CDRI, HAu & HASEQ ID NO: 6977~ 7 HIl 1) & L 8 4 ] A8 [X.
CDR2, AL HATSEQ ID NO: 70HT /R JF 41 (1) S = % s A1 % n] A8 [X CDR3, H AL & A SEQ 1D
NO: 71 7R 7 B S LR

[0084]  (s) EE4ER[AF[X CDR1, HAL & FLATSEQ 1D NO: 7378 751 R LR ; B 55 n] A8 [X
CDR2, HALE HAASEQ 1D NO: 74F 7 7 51 i 2 2L R s AL 5 ] AF [X CDR3, HAL £ B A SEQ 1D
NO: 75 7R 7 B 2 2L R

[0085]  (t) EE4E R AF[X CDR1, HAL & HATSEQ 1D NO:77Hi/R 75 E LR ; B 55 v A8 [X
CDR2, HALE HAASEQ 1D NO: 78Ff 7 7 51 i 2 2L R s AL % ] AZ [X CDR3, HAL £ B A SEQ 1D
NO: 79PN 7 A 2 LR, DA I

[0086]  (u) EE%E W] AF[X CDR1, HAL & HASEQ ID NO: 8174l & HE iR ; B 5 ] 47 [X
CDR2, HAL & HAASEQ 1D NO: 82Ff 7 /7 41 i 2 2L R s AL % n] AZ [X CDR3, HAL £ H A SEQ 1D
NO: 8375 J7- 41 (1) 28 JE 1R

[0087]  7E LM Sijst 5] v , B 25 W et A4 A B EL A T AR X 1 B A W] AR IX A B 53k H HH SEQ
ID NO:4.8.12.16.20.24.28.32.36.40.44.48.52.56.60.64.68.72.76.80 1844 R [¥] ZH[1]
RERRF A A E D490 % 5[ — M Z IR FF 51 .

[0088] 7 Ll i it 5 , B 4 KB A A B AL AEZE

[0089]  7EF:LL s ol , 55 —Hi 45 &8 B8 5 S B HIPDI AL X5 G+ HiPD1Ht
I, ZZEHPDIPUR AT o) HEE W ARSI (V) 55, HaE (D) 88D LR T
FTFSNYGMS (SEQ ID NO:221) ffJCDR-HL, (2) £ & S HEfR /7 FITISGGGSNIY (SEQ ID NO:222) [
CDR-H2, LA & (3) 0.5 & 3R /5 #IVSYYYGIDF (SEQ TD NO:223) (YJCDR-H3 5 L J 4% ] A5 45 ¥y
Ik (VL) R, A (1) A5 R 25 R 7 5IKASQDVTTAVA (SEQ TD NO:224) fJCDR-L1, (2) 5
S IEFR F HIWASTRHT (SEQ 1D NO:225) FICDR-L2; A J% (3) 434 & I R 5 1QQHYTIPWT (SEQ
ID NO:226) FJCDR-L3;b) HHFE R AL 45Kyt (VH) 5241, Hol 2 (1) B 5 2 B2 BR 7 B1IFRFSNYGMS
(SEQ ID NO:229) fFJCDR-H1, (2) Bl & 2 FE MR 7> #I TISGGGSNAY (SEQ ID NO:230) [¥JCDR-H2, LA
K (3) A8 LG F HITSYYYGIDF (SEQ 1D NO:231) fJCDR-H3 ; LA B 4% 45% 7] A 45 #y s, (VL) 5%
F, HAE (1) B85 RE LR 7 HIKASTDVTTAVA (SEQ 1D NO:232) fICDR-L1, (2) B & & IR 7
FIWASLRHT (SEQ ID NO:233) [JCDR-L2; PA K (3) A3 2 JE 1R /5 F1QQHYGIPWT (SEQ ID NO:
234) ICDR-L3; c) HLEE AT A (VH) Z5 # ek e 51, FoA 5 (1) B35 = R IR 7 #IIFTFSNYGMS (SEQ 1D
NO:237) [FICDR-H1, (2) £ & 2 MR 7 FITISGGGSNTY (SEQ 1D NO:238) [FJCDR-H2, LA J (3) AL
AR P HIVSYYYGIDL (SEQ 1D NO:239) fICDR-H3 5 LA K B4 ] A8 25 4y 35k (VL) J 41, Ho
& (1) A IR F FIKAKQDVTTAVA (SEQ 1D NO:240) ffICDR-L1, (2) £ & & 3R /5 1
WASTRHT (SEQ ID NO:241) ffJCDR-L2; DL K (3) f & 222 /7 F1QQHYWIPWT (SEQ ID NO:242)
[FJCDR-L3; B d) & n] A2 &5t 3 (VH) 541, oA (1) A 7 & B2 /7 5IIFTFSNYGMS (SEQ 1D
NO:245) [JCDR-H1, (2) f & & FE MR 5 HITTSGGGSNTY (SEQ ID NO:246) f{ICDR-H2, LA % (3) 2
& IER 7 HISSYYYGIDL (SEQ 1D NO:247) fJCDR-H3 5 PA fe 42 B vl A5 45 # 4 (VL) 41, HiA
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& (1) A5 & B FE HIKASQDVTNAVA (SEQ ID NO:248) fJCDR-L1, (2) A& & H 1/ 7 41
WASTRHT (SEQ 1D NO:249) [FJCDR-L2; BA J& (3) & & FE L /7 #IQQHYTIPWT (SEQ ID NO:250)
f\JCDR-L3.

[0090] 7Rtk st 5 v , 55 TR 45 A o AL Bk nT AR g s (VH) [P, A (D) &
& IR 7 FIFTFSNYGMS (SEQ 1D NO:221) FICDR-H1, (2) Gl & FE R 7 51 TISGGGSNIY (SEQ
ID NO:222) FJCDR-H2, P & (3) A& & FE R 7 #IVSYYYGIDF (SEQ ID NO:223) [JCDR-H3; LA %
REE T AR SR (VL) P41, A (1) B & 2 LR T FIKASQDVTTAVA (SEQ ID NO:224) [¥)
CDR-L1, (2) A& 5 5% ¥ 7IWASTRHT (SEQ ID NO:225) [KJCDR-L2; LA K% (3) f 2 & J: 18 7 1)
QQHYTIPWT (SEQ ID NO:226) [*JCDR-L3,

[0091]  FEHELL STyt o, 55 U 45 A 3 o0 6L Ak nT AR g s (VH) 741, A () &
& IR 7 FIFRFSNYGMS (SEQ 1D NO:229) FICDR-H1, (2) Gl & FE R 7 51| TISGGGSNAY (SEQ
ID NO:230) FJCDR-H2, PA K (3) f& & FE R 7 #ITSYYYGIDF (SEQ ID NO:231) fJCDR-H3; LA %
BRI AR SR (VL) 741, A (1) & 2 LR T ZIKASTDVTTAVA (SEQ ID NO:232) [¥)
CDR-L1, (2) A& 5 5% ¥ 7IWASLRHT (SEQ ID NO:233) [JCDR-L2; LA K% (3) f & & H: 18 7 51
QQHYGIPWT (SEQ ID NO:234) [JCDR-L3,

[0092] 7R HEL STt , 55 TR 45 A o AL AR T AR (VH) g5 37 1), A () &
& IR 7 FIFTFSNYGMS (SEQ 1D NO:237) FICDR-H1, (2) Gl & FE R 7 5 TISGGGSNIY (SEQ
ID NO:238) HJCDR-H2, PA K (3) f& & FE R 7 #IVSYYYGIDL (SEQ ID NO:239) [JCDR-H3; LA %
RN AR SR (VL) 751, A (1) & 2 LR T FIKAKQDVTTAVA (SEQ ID NO:240) [¥)
CDR-L1, (2) A& 5 5% ¥ 7IWASTRHT (SEQ ID NO:241) [JCDR-L2; LA K% (3) f & & H: 18 7 51
QQHYWIPWT (SEQ ID NO:242) fJCDR-L3,

[0093] 7R HELL STt , 55 TR 45 A o AL Ak nT AR g s (VH) [P, A (D) &
& IR 7 FIFTFSNYGMS (SEQ 1D NO:245) FICDR-H1, (2) Gl & FE R 7 51 TISGGGSNIY (SEQ
ID NO:246) FJCDR-H2, PA & (3) A& & FE R 7 HISSYYYGIDL (SEQ ID NO:247) [JCDR-H3; LA %
REE T AR SR (VL) 751, A (1) & 2 LR T FIKASQDVINAVA (SEQ ID NO:248) [
CDR-L1, (2) A& 5 5% ¥ 7IWASTRHT (SEQ ID NO:249) [KJCDR-L2; LA K (3) f & & H: 18 7 1)
QQHYTIPWT (SEQ ID NO:250) fJCDR-L3,

[0094]  FEHELLSTEGH, HTPDIHTIAR L S NI BTk

[0095]  FERELCSLt o], 5 PR 45 A o LS BUPDIBUAR , i BUPD 1R £ 5 PR Sk P ik
PN SR BUAR R BE AR R SR, B PR A B A AN BUE 2 AN HITIGITHL
I AE RSt , 55— PR S A 3 B AL TIGI THUAA

[0096] 7R &L STt o , P 25 PUPD 1 1) & /b — 26 I CoR o 5 88 — B R 45 A 8 20 I 4t
TIGI TP EFE 7 F LSt 451 , 5 S5 PUPD 1 vh 5 25 1K CoAC i 5 28 — PO R 465 & 8 20 IR it
TIGTTHUAARE 1 A F- LU S i 451 o , P S HPD L 4 b () 28 /b — SR N K it 5 85— LR 45 & i

SrIPUTICI THUAR 42 o 7E F- LSt 451 , P 2% HuPD 1R B b A3 SR N i 5 28 — PR 45 &

PTG THUAAR 42 o 7E F- LSt 451 , P 2% HuPD 1 E B rh 1) 22 /b — SR I CoR g 5 28— B R
AR I BT IGT THUAA Iz - AE FE L st o , P 2% PiPD1 8 85 h R 2 1 CoR i 5 28 — i i
AR BB TIGT THUAARIE Sz  AE FE L st o , P 2% PiPD1 B B 1) & /b — SR N R i 15 56
— PR E S I PUTIGI THUM I B2 o 75 L STt i , P 25 HUPD1 H 55 1 B 25 N R g 5 26
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— PR G PTIGI TH IR IE#
[0097]  FEBLLESLjE i, 55 — PR 45 A ol I B Sk 5 AR PR 45 A iR 1B B L A S
SR, e Sk e Ik Sk o AR TR St 451, KRSk R 4042 2930 TR o AE R L S
b, kAL 4040316 F HSEQ 1D NO: 195-2204H 1% 1 2H I 2 L8 7 971
[0098]  7F FESL syt 5l , 55 PR 45 G 0 M PiPDIPTIAEL & ik H HH 1gG TgA TgD. IgEFN
TgMIIFe X H R ZH IR F e X o 78 S ES STt 51, 28 iR 45 40 I PiPD1di AR (& 1 5 B
TgG1.1gG2. TgG3MTgGAMIFe X Z4H B A I Fe[X o 7E R L S o, Fe X A0 & AFclX o 78 3tk
S FeX AL F 16l FelX o fE S Sl i b, Fe X AL eG4 FelX o 7R3 L s il s o
IgG4 FeX AL FS228P AR . 7 HE b 51 it 451 1 %*ﬂ"rﬁ‘r@*ﬂs%ﬂﬁﬁﬁ#ﬂs
[0099]  FEHLSLsTifrh , ZHEREPUIRES 1) B PR A, %R YRGS
A5 A IBPITIGI TR , i B A5t L TIGI THU AR AL 75 E%TEECDRL,\ THEA
SEQ ID NO:94f7 7~ 7 5 ) & FE R ; B 4% v A8 X CDR2, H A& B AGSEQ 1D NO: 95FT 7~ /7 511
FAIEWR  FE 55 A AZ X CDR3, HAu & A SEQ ID NO: 967~ F A & /R ; DA M ii) 55 9t
JREE G5, 1256 PR & B B BIPDIUR , X PUPDI PR £ 7 B 4 n) A 45 F 35 (V)
A1, HAn sy (1) B35 SEQ 1D NO: 229/ 2 JE /R 7 51 () CDR-H1 , (2) f%SEQ ID NO: 230/
TRRIETR T FIICDR-H2, UL & (3) £ A SEQ ID NO: 231/~ 8 /7 41 ()ICDR-H3 5 LA J% 4% i
AIAR g R (VL) JP 41, HAL S (1) B8 SEQ 1D NO: 232 R & B /7 4 CDR-L1, (2) B 7
SEQ 1D NO:233f /R &R T FIICDR-1.2; LA f& (3) BLE SEQ 1D NO: 234 /R & LR T F1I1)
CDR-L3.
[0100]  7EHESLsziifrh , ZHEREPUIRE S 1) B YRGS, %R YRGS
A5 A IBPITIGI TR , i B S5 W L TIGI THU AR AL 75 E%_I}EI:CDRI,A THEA
SEQ ID NO: 1787741 () s LR ;s B85 W] A2 X CDR2, H A & HASEQ 1D NO: 179f7R /7 %)
Hﬁﬂ%@aﬁ@%T{ECDRBM T HASEQ ID NO: 180/ P AN A RR s LA Je i) 58 —
PUR 5 G 8893 %50 IR 45 & 8B40 B & BUPD LA , 1 PUPD 1P A4 A 7 8 4 ] AR 2 74 5k
(VH) J¥ 31, HAL 5 (1) A5 SEQ 1D NO: 237HrRn & LR 7 #1I [ CDR-H1 , (2) 4% SEQ ID NO:
238HT /N2 L [T 41" CDR-H2, u&@) % SEQ ID NO: 239/~ 2 LR 7 41 [ CDR-H3 5 LA ¢
REERAREE R (VL) P41, S (1) B SEQ 1D NO: 240 T/~ & LB 5 FIFICDR-L1, (2) &
SEQ 1D N0:241ﬁﬁ/%§n9§'§ﬁa$ﬂmcm 12; L& (3) f4-SEQ 1D NO: 242 Ff 7 & JL 1 5 411
f\JCDR-L3.
[0101]  FEHESLszifrh , ZHEREPURE S 1) B YRGS D, ZHE YRGB
A5 A IBPITIGI TR , i A5 WL TIGI THU AR AL 75 E%_I}EI:CDRI,A THEA
SEQ ID NO: 1867751 () s JE R ;s B85 W] A2 X CDR2, H A & HASEQ 1D NO: 187 7R /74
OE=E- %HE!&?E_I’}ZI:CDRB,A F HASEQ 1D NO: 188F 7 7 A 2 LR ;s LA e i1) 56 —
PUR 5 G 8893 %50 PR 45 & 300 B & BUPD 1A , 1 PUPD 1P A4 A 7 8 4 m] AR 2 74 35k
(VH) 51, HA05 (1) B34 SEQ ID NO:221 Frn 2 iR 41 CDR-H1, (2) £45SEQ ID NO:
222/~ 2 FE R [T H)) ¥ CDR-H2, u&@) % SEQ ID NO: 223/~ 2 LR 7 41 [)CDR-H3 5 LA %
BBERARSE R IR (VL) 251, Hom & (1) 4 SEQ 1D NO: 2247~ & LR 7 FIICDR-L1, (2) f
SEQ 1D N0:225ﬁﬁ/%z%a%itﬁa$ﬁJEﬁCDR L2; L J& (3) B2 SEQ ID NO:226 i/~ 2 £ 7 71
f\JCDR-L3.
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[0102]  FEIEsesziflt , ZHREFHEPURE S 1) B PR &0 ZE YRS &3
05 B GE R I TIGT THUAR , 1% B 45 M TIG I THU AR A0 B 4% ] AF X CDR1, Hofu & B
SEQ ID NO: 190/ 7= 751 () 2 B R ;s B85 W] A2 X CDR2, Ho A & HASEQ 1D NO: 191 7R /7 %)
()& FE IR ; A EE 4 AT AR X CDR3, HAL S LA SEQ 1D NO: 1927 FR B &L IR s LA e i) 55 —
PR LAY %5 PR SE &880 A& PUPDI LR, iZPIPD PR £ 4 5 4% v] A8 45 44 1
(VI) 51, HAw 2 (1) A& SEQ ID NO: 245/ /R 2 2L R 7 41 I CDR-H1, (2) £ 7 SEQ ID NO:
246 i 7~ 2 HE L 7 #1) ) CDR-H2, LA A% (3) A4, SEQ 1D NO: 2477~ 2 3 /2 7 41 I CDR -H3 s LA &%
B AR (VL) A, JaL S (1D BLESEQ 1D NO: 2481 /R B AR FF 41 IFICDR-L1, (2) AL
FSEQ 1D NO: 249 7R 2 S 7 AIFICDR-L2; LA & (3) AL SEQ 1D NO: 250 fi7n & L R T 41l
f\JCDR-L3.

[0103]  fERELLsSzitifrh , 2R R META S S EPITIGITHA N JTPD1fiik H %, Ha
£ SEQ ID NO:253FT/REIEIRFF S, LL A SEQ 1D NO: 254 F/R & 3R 7 51 1 HLPD1 ik
TR AT RS, 2R PR S A SEQ 1D NO: 255 /B R 41 I BTPD1$iT
REEE, DL AOEE ZPITIGITHUR M HIPDI PiA R Bt , AL & SEQ 1D NO: 256 i/ &R R 7
Hl| AR FELE S, 24 R PR R BUTIGI THUAR M HIPD I P4 55 , A7 SEQ
ID NO:257HT =@ 3L/ 551, LA B4 SEQ 1D NO: 2587 7~ & 12 5 51 i iPD o dk 2 % . 1
S St 5 T, 20 SRR L S B 5 SEQ 1D NO: 259 S LR I A1 R FLPD 1 Fi Ak B
DL E B R PUTIGITHR I PTPDI Sk i 4E , HoAL & SEQ 1D NO: 260/ Z IR T 51 o

[0104]  ARATFHE—BIAE T 51097 AERN VB S AR SCA TF BT 2405 T MU 1) 5%
R AE SRS 7] h L YR T AR A B R AR S RS VT R U R AL R
[0105]  AAFFRE— DR T WA EW AL ) , A S &a) R TATF
(1) 25 TP E PR S A, Fb) 242 b T B2 57

[0106]  ARAFFHE—BIEME T Gl A SC A FFBEAT 257 e EPUA IR « A A FFE— 2042
BT AE A SCA T AT IZ IR B8R « AR A FFiE— D3R it 788 AR SCA FF AL IR B A 1
5 400

[0107]  ARAFFHE— DAL T H T 58 A SN FF I 2 4 J VBT 1) 77 725 o 7 52 28 S i 451]
W Z TR AFETEAR ST A TF 18 £ A b R IE Z5E F B, 0 T8 40 7 3 2 R 3 1
EINLN

[0108]  AAFFE— DMt T I8 2 (1 R 67 fr () 7925 o A E 8 St 9 v 5 1% 07 V24
1) 520 it A RUE I A SCA T 205 A PR e S a2 A &) .

[0109] 77 S st 5 vh , 1277 V208 2 e 8 4 B A 50 o 7 R S St ) v, 322 7 v ks B e
KN o AEFE LSt 451 HH 5 1% 77 V2 R R 52 3 1 I JRe o 7 i 8 S it 49 A, g ok 1 el LS 2
(R 2 < 1) 2 98 g MR < O S0 L SPL g « 405 P e I B e yg ol J Jo 40 P e T e < 18
Jers T TS PR JRE i e 1 P R 18 MR TEE e Sk | e A AL

[0110] AN TFE— B4R 76 7 A/ BT T 326 B B A M) 0732 o A R LL STt v 5 1%
T AR ) 2R Tt A R AR SCA T 2 5 bk e B s A A &)
[0111]  RAFFHE— D T 3K B 2K AR 0 323 D AFIE W J7 15 o 78 258 8 I it 461
B, 1% VRS ) 52 A it A SR I A SO A T 2R iU S A e A &
Y
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[0112] eIyl b, BE ARV B i DU 2R 2 - 18] K0 e R AR O 530 L 3L
FIRIEE 5 Fi P P P88 PR o A IR BT e S e T AR AR B 1 A
T JEE R SRS L IV S L A

[0113]  ARRJFiE— DR M T ARSI AR 2R e UR A R IT i — DRt T
ARSI TR REAE R 255 PR AR A TPt — DRt 7 A SCR I R 25 2
MA G A NI B3R T A SO I 16 T AE N 292 51 o A2 R St o
JERE 28 1 b DL 28 4 - () B IRE i  JB s« O SRR LRI « 45 P g i o 88 Rl
JFRANRIEE BB T 15 i T DAL B 1 AR 8 R DRV Sk S I VR A
HA 5,

[0114]  ARAJFiE— D3R4 T ulR&, RO SRR T 2R 2 PR RS 21
AW LR B BT LGN o A2 L S ] o BT & B i 7 A/ B B R
Fm B S

M3 35 BB

[0115]  PE1A-1CHAZ: T ik it =04l B A € A M ARR MEVHH A bidk 5 A TIGITH) 44
MG EIAER T 5—FSHEHATICITHUA (ZFAb 1) FHELH— APl . B 1BE R 1 Af
FH A VHHL AR A [F) 0 58 & Vil /s AlexaF lour 4881 F- 351756 ' wi FiE o X 2% 7 LA gh BE SR 11
(R HUARH E . 2B7.1G1.1C12.366.2B10.3G7.3G10.13H1 1 A115A52 1t ATIGI T VHHTE B o fif
FiPrismffy LR P B 3 75 VL3R ECH0ME , I HAE 3R v DA 9N JEE IR RN IX L fH I’ 1CZATIGIT
VHH A ik g tn 2 H

[0116]  [E2A-2B#EZ: T AR M M HUARTERL BT TIGTTYE 14 i Thk, 123 P B 5O R R
i FE R 58 7 o AEARRMEDUTIGIT AN B AR B2 ] & BR B W B 3= A7 A2 R, A TIGIT
FINFATHR 25 5 5 4 2 56 4L 1) Jurka t 21 g 5 PVR (CD155) F4 g #5 YLffiRa j1 4 i ks 35 . Yl A
FEXT G BT SR ZRNFAT B2 ' 2R B 14 o XA 2 s LLAN BE IR T I UR IR BE . 25 Ab 121
h-TIGITHiAK . 2B7.1G1.1C12.3G6.2B10.3G7 FI3F10/&Hth-TIGITHIA e 1 5o /% . /i FIPrism
(R A2 A% [B] 5 7 1L SRAFECH 01 , I HAE R DL YN BE /R R R IX LA

[0117] | 3AFNI3BHHZ: 1 3 v =0 40 B AR I e s 1 N IR 1C12A11GL ve B 5 N TIGITIR)
LA 1C12 NYETE AR M 45 AN 3ART 7R . ICL2HR & Pifk 2 B A 1C12 58 & 1)
Llama VHHF LA S N 1gG1HICH2FICH3ZE #4351 $i44 , 1C12 (F-EREF) 1C12 (F-EREW) A11C12
(F-GLEW) & 1C12%fE R NI TE S, 2 R AELL 2 B R AR . 161 NI TE AR AR R 45 R
WE 3BT/~ 16L& Pifl 2 B E 1GL i f L1lama VHHF#11 LA J2 A TgG 1% CH2 FICH3 &5 1) 35,
(K444 . 161 (F-G-ERES) v 1G1 (F-A-ERES) .1G1 (F-A-EREW) F11G1 (F-A-GLEW) 2 AE 422 A
ANF TEAR I N IR 1G5 2 B DY AN R T 2o YRl 2 AlexaF Lour 4881 34%% 5 BEAE - Xk
& LLGN R IR U I AR A BE A

[0118]  K4AFI4BHEER T AJEAL I 1C1 20 1G1 5w [ ZEBHL T T TG T TVH 14 o A ThAK , 1% 1 =2
O 2% Pl A T DR I R 1 2 o TIGTTRH By 52 0' 2R Ml i o 22 DRI 5 wh 1 C 12 AU AG T U AR R
SR AAT R . 53 Hh-TIGITHiA S #Ab 1ML, BT 70l 4 30 161 AL 20
AL R ANE 4B 7 o YR RNFAT RO G R B S M RLU, XS &G HRAL) o X7 DL gh BE
IRV BRI S
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[0119]  PE5H2 T & XA 2R 1 7o 5k H BHIBTEL TSAR TC5018 (LA ghEE IR 1) FIok B 4= 4
M4t A I ECS0MH (CAEE R 1) 2[RI A o e B L FRTE B R b 47 T 45 id » £ FGraphPad
Prismsr A AHIGHE

[0120] P 6AFI6BH 2 1 &5 AR 1 v B Wl 1 #0AS T 1 o 4 VHHBT AR i ML 25 °Cm#k 2)
T0°CHFE604) B . ff FHELTSABR A= 41 Hu &5 &K & A AR S 5 A TIGITHI 45 A - EI6A R IR 1
FEELTSAN 5E A2 1 v [ ) I ARE B 5 h-TIGIT ECDRLE &, Herp el bRic 1 safk 44
PR o YIARZ FHELTSAMI € 153143 111 0D450 . XAHARR AL FHIR E . Bl 6B 7 1AM B B 1 i
FE b 550 5 I QA0 M AR A (1) 7E Jurka t 4 i A2 8 RIS h-TIGI T 45 & . YA AR SR Hh-
TIGITES &1 H 73 b o XA R AL FRIR JE .

[0121]  K7A-7CHii% 1 @i FHForteBiof0ctet 45 &M i€ VA B 2A3-Fc 5 NTIGITS,
B RN A sFRZM ATIGIT ECD (200nM) [t 5 2H 25 (4 Nk 245 B as b ol Vi =
FRAS R BE T 2A3 - Fe R I 45 & o a3 38 — Ik S I TA AR Bl (149 2A3 - F e A A Ml 21 A A1 1 45
G AEREES = FANEIKER S %A 2, —~FSERTICITHUR KT8 fiR) , 55
FAb 1 (E7CHR) R B 5REE & 45 REH , 52FAb 2HZHAb T, 2A3 5% A
BARM GG RAL

[0122]  [&I8A-8CHZ: [ I ELTSAMI & ¥: i E I 2A3-FeXf A - B B8 - F/NER -TIGITHIAE
N EATE M E8AE R T 2A3-Fc 54 ATIGIT ECDHIZE S . A2 —FMHiTICITS K
1. 2A3-Fe fIZ#Ab 285 LLABALKISE A J1 5h-TIGITE: & . JiPDLIA 5h-TIGITS: & . KSR &
7~ T 2A3-Fe 5 E M cyno-TIGITHI 45 & . 2A3-Fc A1z Ab 248 UL AL S5 A1 71 S eyno-TIGIT
454 HIPDLIAR Heyno-TIGITS: & . EISC . /x 1 2A3-Fc 5 A /N TIGITHI 45 & . 2A3-Fe Al
ZHAb 28R 5/NRTIGITS & (HEPU/NRTIGITS HE Hifk (1A A A (Biolegend) #
142101) 5/NRTIGITLA R SE A I 456 o YRR OD450 , XFIACER Lhng/m LTI BRI L
[0123]  [E|O#% 1 76 A 4R 45 & W 5 AN TTGTTRE By % o 32 DRl 52 op AR 28 1k T i 2A3 - Fe
AR SR IETE 203 -LT-Fe B 1M bL R o YRIFE B B A AR 358 S5 B, 78 F B AR
Fe UM R G SR T INFATE ' 28 B4R 5 J25 DRI P o XAl o DA BE ZR V1 I DU AR A FE o
R IEEA2A3-LT-Fe A 5 A v fE2A3-Fe AL 2 77 -

[0124] K 10AFIIOBHEZ: T #H AR IEIE2A3-LT-Fe 52 H1-h-TIGITHiA S #Ab 2f()3%
AAEIE R B 10AE R TR 4 A S R EFE 243 -LT-Fe 55 % Ab 20201 EL
B YRR B i Af FHCy toF 1ex ¥ 3t 240 B A I 8 16 1 2 1 A lexaF 1 our488 17 354 5k
FE o X B R IR A R /R T B IR BE o B B 2 R 3 = AN AR SR B AR R 45 2R . 2A3 -
LT-Fc5h-TIGITHIZE A JJLL 553 Ab 20551 J10% &1 o B 10BSR 7R 7 7ETIGI TRH IINFATHR 75
FEPRI5E B, AR IE TR 302A3-LT-Fe 52 Ab 289880 ) B H 488 o YR ZR LA X A6 B AL
THIINFATRE 6 2% i 43 15 28 DRV 12 o X om DA BE R T PR IR BE . 2A3-LT-Fe B 5 5%
Ab 2AHILEI L T 6

[0125] P& 114%: 7 2A3-LT-Fe RS u Mg 2 /s A FTIGIT+ T APVR+H SR 40 i
(DC) HEAT VR A bk B 2 it s 7 9 5 (MLR) o 7E H 9% 9548 /N I, AE 85 7% BT b &k 1 T4
LA TL - 2433 o FUPD LHLAA P AR BH 14 5 1 o BHER 20 4% FE A 9 P 3t HRL

[0126] 12454 1 A8 FHOc te t & & M LA (203 -LT-Fe B A Y (wt) ATFc 4% (DLEAN
VLPLL) 5 AFc y RITIA. AFc v RIIBHI/NER Fe v RIVII 4 & AL S NE A Fe vy RITIA. AFc
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vy RIIBFI/NER Fe v RIVEECDE 4H 25 [ , 3 HIForteBi o M| 2 5 Fh AN R BE I 2A3-LT-Fe wt.
DLEBGVLPLL IR AR A 1) 2 5 AR B o YR AR IR 46+ A 5 FRmax o XHH 2R 7R LLAD U RIS [A] o 15 B
A RUAE L, DLEFIVLPLLZR AR A4 35 ELAG 08 () 5 N Fe v RITIARI 45 &35 1 /7, DLEZR AR A4 i H
A5 NFe vy RUIBIIZE A 25 A1 ) (H 2 VLPLLIS AR ARRE IR T 5 AFe v RTIBHI 25 A5 Al
1A EA 5/NRFe vy RIVALIISE R 7] .

[0127] & 13AFN13BA» A% T TIGIT mAb 2A3-LT-Fc wtDLEZEAS A4 X BH K T TG I TV 4 A
AFc vy RITIAS SHITE PRI 5200 o ] 13AR 2 148 FINFAT R % 28 i o 22k DAL 0 o V2 1 i 1)
TIGIT mAb 2A3-LT-Fc wt DLEZRAZAANIFH B TIGITIE P A 520 o B 22 N TIGITAMINFATHR i
DRI B2 8 e B 1) Jurka t 40 i 5 4 PVR AR E 7% YL i Ra j1 40 L AL 15 77 o I 2A3-LT-Fe wtfIRAE
I8 55 /NN o 30 3 B 2 B P SR B TR A 5 V& M o YA DU AE X & ' B, 6 ZRNFAT ¢
M ER B o X s LA GN BE PR TH I PR IR BE o ] 13BHiiR T TIGIT mAb 2A3-LT-Fc wt.DLE
RAZRIT NFe v RTUTTAN S PR 5200, i35 14 R Fe v RITTAA Y S INFAT =L b 2 B 4k 7 2
DRIV M 5E o AEANE IR PE I 2A3-LT-Fe wt DLEZRZRAKAELE N, ¥ AFc v RITTAFINFATRS 52 #%
Jeff) Jurkat 0 5 N TIGT THs 5 5 GL ) 29 3 THH i 3L 5% 7% 5 /N o I &8 8 ol R W 1 , FF 7 Vil
b RAAERS KOG B RN o Xl R T DALAN B IR v B AR I RS

[0128]  [E|14A-14CH%Z: 7 HUTIGITHUARII A4 N A 21 5 #r o 8 FH 7 A TIGITH{AC57BL/6
/INER RIMC 38 BR 25 s B A o FE YR 97 1T — FA 25 /INER B2 P 1 MC38 Iy 41 Y « 47 35 g K /Nik
B L5 mm’ ST TR 46, AR Y — FI PR 4R 245, #7422 58 . 2A3 - LT -Fe i A A X 6mg / kg B
Z#Ab 285K 1 1mg/kg (55243 -LT-FedifkEmole/kg F25 ) . B 14AH % T I A TR,
203-Fc-wt, HDLERAFKI2A3-Fe MIZFAb 245 245 1 KA JH R F /I B Py ik 26 4 il 2 . B>
i AR &5 SR R R PR B 14BH o B 14C IR 1 7RI 58 FR 2% S B0 4H ) AR B AR AN 3
[0129] P 15422 THITIGIT/HIPD1 245 T PuiR I 2 PP 4

[0130]  [&16A-16FH%s 1 i# 1L 0ctet 4 & M E V0 E I BsAbXTh-TIGITAIh-PD1 MY XU EH 25
GRS AR BRAS INE A BsAb, SR G EAANF W ETh-PD1 ECDE MK H (F Ahishrds) 6
BsAb5h-PD1 ECD4f & Jig » FRR AR IR EHEANAFNIREHIh-TIGIT ECDEMAEH (H5 A hisks
2 JHITIGITxHiPD1 (aTIGIT x aPD1) -HCC.HCN.LCCHILCONITI &5 & il 28 23 W S~ 7E (A) « (B) -
(C) F1 (D) H . B IE BE HTRaTIGI TE aPD1 45 & M 48 /R 7E (B) 1 (F) W . BT A BsAbER R A 5
h-PDIAh-TIGITHI A E &5 & RE /7 YRR /R 46 & / fif 5 FHRmax o Xl 7= LARD T B 1]

[0131] 17444 1A A A MO AR 1) 4 40 B 5 5 I e V22 72 I BsAb S5 h- TIGT THL
EAMEN N B EE®E Th-TIGITH Jurkat 4 — R &, 4 FH 5Fc
AlexaFluord88%% & [ fith-1gG Fel 8 —HUiAamiE bk Sh-TIGITIN &5 & (a4 AR
BATRE D) o VAR P 3572¢ J65m B (MFT) o XEAR R PRI B . SHUTIGIT mAbAHLL ,BsAb
HONAILONIE R AR 1 X h-TIGITHI 45 &35 Al 7, i BsAbJHCCAILCCHE 2 7 Hi Xth-TIGITH)
SEE SRR IR

[0132]  [&]18H#h%: 1 a8k TIGT TRH Wt o't 2 Wl 4l 15 286 (R i V25 0 32 i BsAbZEFH W TIGI T
(1125 7. FEPVRIL GL ¥ Ra j 1 40 P AR FEH & BRI I s R UAFAE T, % Th-TIGITH
NFATHR 35 JE K 1) Jurka t 40 S5 PUAR T & ol 1k 5 R G Se AR 23 I B TCR A S HINFATED Y &R
B4R 15 JE DRI E 1 , FEEY b b DAAHN R BT 56 7R - BsAbFIHCNTE 202 B IBTh-TIGI TH ¢ B AL
BsAb.,
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[0133] PR 194¥#% T J8 o IR 4B AR Y 4= 4B &5 5 DN 2 v 0 52 AU BsAb 5 h - PD 1A (1)
gEE R B PUR 5% 4% Th-PD1) Jurkat 4 —i& W & , 7 FH 5Fc AlexaFluor4884%
G Pth-1gG Fesh P e 45 & GLimd i =N an i AR BEAT AL ) o VRIACER P 35798 e ok
(MFT) o XEARR BRI R E A BsAba i /s H 6 h-PD UM 45 & 5% A g, 5 R se BE HiPD1
S5 AT R AR EL 5% A 7RSI

[0134] P 2042 1 i PD1RH W a5 > 28 Wik 25 225 R 5 25 00 5 ¥ Bs Ab 72 BH BT PD 1 BB
()35 17 - fEPDL1 FICD3 %% YL ¥ CHOLT A7 7E N , FHh-PD1AINFATHE 25 32 [R % YL () Jurka t A Bt
AW B o B A2 R G HR 28 M S TCRA T RNFAT = R B M, FEAE Y dih b DUMEIG R G
PR IR o SR ARPIPDL mAbAHEL , BT BsAbER LR FH W e

[0135]  EE214%: 1 fd FHTIGITAIPDLFH Wy il & i 2H & 1 5 I BsAb7E XU E BH I TIGI TAIPD1
W R 77 o TEAFFEPVRAIPDL 1§45 JL () CHOZM i LA S AR IR FE I 8 BRI I s 2 RS DL, Fih-
TIGITHIh-PD1AINFATHR 15 3 K %5 YL () Jurka t 40 SmAb , mAb ) 20 & FIBsAb L[] 0% 5 . 3@ it
27 R G AR 24 U 2 TCRAY T FINFATEL 6 R Bk 2 FE RIS P, FRAE Yl b DLABR &' B
INoPLTIGIT (@TIGIT) AIHLPD1 (@PD1) KA A LEHTTIGITEPIPD1 mAbEE A 2L . T A BsAbALL
FLTIGIT (aTIGIT) FIHTPD1 (aPD1) (R4 & FE A 4% .

[0136]  [&|22AF122BH442 T {1 FHh-PD1ATh-TIGIT A A C57BL/6 /)N B [rIMC38 [) 5 [R] i #
T v Bs AbEI 1 P Th . FE 3G T BT — FI 45 /N R T 32R0. 5x10°MMC38 R 4 . — il I » 24
S 45 BgRE K /NG B Z343mm i L H /N BB LY 964, R T RN L I A4 (PBS) L 47t
TIGIT-Fc (aTIGIT-Fc) ,$iPD1 (aPD1) ,aTIGIT-Fc+aPD1 ABsAb HONAZH & LATE SE FE 4 5
FEPY (IP) BEATIRYT « B IR (B.1.W.) BEATIBYT - W 22AFfT 7 , B 7 J U o — Ik JiJgd A A
HAEY N F DAmm® 575, X R BHaTIGIT-Fe flaPD1 34 5 B M T s AR K ERF AL I 520 %,
BT S92 SRBE , FF VIBR s 20 23 R B o B AN AE 90 2EL I A4 i oRe B 5 (TW) 22 il 7E
22B |

[0137]  [&|23AFN23BHEIR T HLTIGIT/HTPDIFLAARM 2 P E FINLEE . K 23A 5. 7~ BsAb AT LARH
PDURITIGTT X PH 1 B B4 B PECDS™ T A b ) 045 5, HL T LABH W7 5k [ PDL1AIPVR W FH
P e 24 i B PVR B B 4 e 4 B P 410 45 5 < € 23B 2 7 Bs Ab AT BH IBTNK 4 Jfd Hh ) #0145
ATregH FIHIIEAE 5 .

B A

[0138] ANFFIEME T AR E M IR R S A TIGITIN 4 B ke ik, KOS
TIGITAI—FhEk 2 F 73 S SEFR ) 2 45 e ME DU o 72 RELL St 5l o, LTIGITH MR B & 5
TIGITH & 1) B 45 M IR PR o £ TSt 5], 5 SR EAR A2 PD1 o AR N JF it — 2B 3R AL 1 i) 4%
U G A AL E X e TR I 29 A S 7 1%, UL AT LR L e 8 G e &
X EEHTAR ) 245 WA A W 0 an TV 97 5 R AP RE (191 s hE) 19 77925 o A R BH A 23t 3 1
LS TIGITS: & B 45 MY TIGI THUR AT S TIGITAIPDL W 3 &5 & 1 22 45 S M Hi ik, X et
A B8 15 TN 5 5 2 L H ) B 2 B 5 S S R G R B R D

(01391 A ViF AR LA AE PR 61, B 132 i 32 B BAR St 77 2070 I BL R /T
[0140] 1.7 X;

(01411 2.4k,
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[0142] 3. ff ¥

[0143] 4. Z5WBCHl s DL &

[0144] 5.5,

[0145] 1.%E X

[0146]  ASCHARTE “PUik” DL V2 B & U, I Hi a5 2 Pl e 25 1), X S hiik 454
AFEEAR T B E P 2 s DA 2R EPUE (0140, SURE S P A) | B g/ 33t
IR A B, R e IR I BT PR 45 A i MR v,

[0147]  “Pifk F B 20 & BN KPR PURS &30 51 e B 2K yiik
a5 BMPURLS S PR Bk A B S e FE(H AR TFv Fab Fab’ \Fab’ - SH.F
(ab”) 2 B e VE UM BLBE BT 70T (1, scFv) « TR 7 BOE O 22 4 S PR i
FAZE R IR  VHHAR K PR S5 M3 A . AN 45 M3k ik 5 5 B iR 25 B o Ak 1R A i L
il A Bt . “VHH” J2 ¥8 N G& Se Rt sh ) vh 23 B 10 5 25 My sk oAk o 70 B e S 5 vp , VHHAL 5 0% g 5
BEH U B W] AR X 7E R e S 5], VHHI K/ NAS AR I 25K Da o 78 5 28 51t 451, VHHEF K
INASHE I 20k Da o 75 8 S it 1], VHHIF) K ZNAN R 15k Da

[0148]  “AKBUAR” & F500 7 P 2% EEAE AN 2 R R () PuAAs o A e A0 B A 11 T A8 X0 i Jir 25
A TT o EEE AR BRI P AR X AT LA 3 AR g VI A CVLY o P 2% v i) ] A% DX o A 2 = A
B R AR KR, BRON EL AR 58 X (CDR) (F3ELC-CDR1.LC-CDR2FILC-CDR3 (K] 4% 4 (LC) CDR, 4,
F5HC-CDR1 \HC-CDR2FIHC-CDR3/ B 5% (HC) CDR) » A< 3L A JF I AR AL IR 45 & Fr B CDRiZ
SR DL R 2 F0 AR Sk 8 B 58, B, Kabat \ChothiaBlAl-Lazikani 15 41 (A1-
Lazikani 1997;Chothia 1985;Chothia 1987;Chothia 1989;Kabat 1987;Kabat 1991) .
5k 5 1 = ANCORBEHR A TR NHE LR IX (FR) (7)1 38 [X Bt 2 [8], ‘B ATTEL CDR B MR8 , 37 TF
BT SRR AR SO AR A AR B XA S PR 4 A (BRI 2 R8T I
RE o AR Bk B 10 E X I 2 25 R 7 H PR PUAR 4328 o BrAAR i) b 32 58] Bl 7] Fh 2 A2 TgA
IgD IgE IgGAITgM, 7> BILAFEAEa 8 e v FInEE HE AU  J LR 3= EhiiR 2K 5] AT, 4
WilgGl (v 1EHE) \1gG2 (v 28 FE) 163 (v 3EFE) 164 (v 4EFE) 1Al (a1 HEE) B 1gA2
(a2FEHE) o

[0149] 544k “F X5 456 M PUAR” 2 48 75 58 4+ 0 e BH I 2 hidk 5 H P
S561K50% DL BRI, AR, 7E 5SS IE 225 LR BH I Pt i 5 H Pt R 1 45 61450 % LA
F.fFAntibodies[Hiff],HarlowflLane (& ® s itk , ¥ R HE, 414 (Cold Spring
Harbor Press,Cold Spring Harbor,NY)) tHiR T 714 oo 4+ 2 2 .

[0150]  “Fv” i /udl i B, Hos A e B R R A s MBLR 45 & A0 m o iz B R
AN 4 B 1 — AN E A T AR X RN — AN ] AR X SR AR R o A R S S S A B
RN EARIR (EFEAREES H PR3N 1ZE B ok PR 45 & 1 & R iR ik It
TR T Ik S PR S-SR 7 AR, B 48 AN W] AR 25 R 3 (B AR 3 =N X L R A R e
[FICDRIIH-/NFv) AT LIRSS G P , AR I DA LE S 88 4 S A s BB AR 2 A0 03k AT o
[0151]  “BEEFV” (1455 8 “sFv” B “scFv”) e & I3 e/ 2 JIRRE RV, ANV STk &5 44
B HUR B AR — Se St L seFv 2 IRt — B RS ARV RV, S5 K380 1R ) — Foh 22 ik
3k, %2 IR AT 1S scEVIE U 7 B TP R 45 S I S5 o K T scFv I £k, 2 WP 1u
ckthunf{]The Pharmacology of Monoclonal Antibodies[H.oa[EHifAmZFE %], 55113
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% ,RosenburgfMooreéi4aESpringer-Verlag [ Jiti 3 AR 4% i ft ], A %), 55269-315 11
(1994) .

[0152] W TASCHIH I, “S2R AMELY” 8 AHELY” 280 &I A\ o e Bk AR 2 sl A\ 3t
A HE SR 1) 2 e ] A 2 A 4 (VIL) HE 22 Bl 2 m A 25 My 38 (VH) HE B8 1) S B8 7 91 R HE B2« Vit
7N G e 2R 1 HE 28 Bl N LA HE 28 52 A0 A HE B2 mT DUAS 55 HAH [R] 1) = B 188 17 31 5 B mT
DAL 5 R 7 51 A2 AL o 7E FE e St foi] v, S IR AR AL 2 B A2 108 2D (9 Bl R /1. 8
ANBE D TANBE D 64N D BANBRE /D (AN BB /D 3AN R A B2 AN B R 2D 7
SEEAH, VLAZ AR NAHEZE VLN o BRET [ HEZL /3 51 i N A HE 20 15 31U 7 15 471 5 T 2 AH )
[

[0153]  “SEHNJT” 4R+ (N, Jiik) B s A A 5 A5 SRR (lhn, U5 2
(B L0 AH ELAE R S AN 58 B BR AR AN B, WA ST A, “G o5 f 17 BRI NS4 &
SN T, R Wt 25 A0 (B an, Pk SR AR 2 18] 1 s LA ELAE o 20 7 X0 L EL AR AAY
100 535 A1 7388 5 R A A 28 B0 (KD) 3R o 535 A mT DLE b AR AT 2 20 9 7 7 (L3S A
SCHTR I RLL) & . R Tl 1T W 4 A 2 A R LA 15 B 1 AR 45 1 S A9
[0154]  “SEHRI TR Fidk 2T S A B A XM SUCE R AP AHEE , /£ — a2 4~CDR
R AR X (HVR) A B —ANEE N R PR OB S T TR PR ) B 1SR
[0155]  WiARSCRT A, “EAA Tg AT TIMZE R 3 1) TN A 50 88 524K B “TIGIT” 2 482k H AL H
HESN RIS (CCLFEIR 2L sh 4 (a0 R KR (B A FI & BER) ) ) B4R RIRTIGITZ Jik
ERRER M ge PP SRR Eviek: IR S NNETE AT TRONECE Tt MNEE A1 NECE A TR
BEZANMELZ LN 2L\ B2 NARE L HNEIERIR G A/ Bk ZARAE
5 K AR BRI TIGITLA A HH T FE 4 M Hh 1B AT Ab 22 1 7= A= AR AT TR SR TIGI T 2 ARE I8
TR 25 TIG T THR) R SRAFAE B AR AR, 457 2 BY 4370 Ak 1l 56 o7 85 DR AR Ak o A A FF I LT TG T THL AR B [+
) NTIGI T2 /R 7 A1) 1) AR R il e 4gl an

1 MRWCLLLIWA QGLRQAPLAS GMMTGTIETT GNISAEKGGS IILQCHLSST TAQVTQVNWE

61 QODQLLAICN ADLGWHISPS FKDRVAPGPG LGLTLQSLTV NDTGEYFCIY HTYPDGTYTG
[0156] 121 RIFLEVLESS VAEHGARFQI PLLGAMAATI, VVICTAVIVV VALTRKKKAIL RIHSVEGDLR
181 RKSAGQEEWS PSAPSPPGSC VQAEAAPAGL CGEQRGEDCA ELHDYFNVLS YRSLGNCSFEF
241 TETG [SEQ ID NO: 261].
[0157]  RiE “TIGITHIECD” ;& 48 TIGI T 40 ffd 4045 #4138 . 49 1, SEQ 1D NO: 26 1 B 7 ) 7~ 451l
PETIGITHEE A HIECDAL & LA R & e 4] -
MRWCLLLIWA QGLRQAPLAS GMMTGTIETT GNISAEKGGS IILQCHLSST TAQVTQVNWE
[0158] QQODOLLAICN ADLGWHISPS FKDRVAPGPG LGLTLQSLTV NDTGEYFCIY HTYPDGTYTG

RIFLEVLESS VAEHGARF [SEQ ID NO: 262],
[0159]  ORIE “BITIGITHUAA” F1“A5-A TICITHIHIIA” ZAaHE W LR B35 A1 ) 45 & TIGITIH)
bk Az iR AT FAESE R TIGITH 2 W A/ 5006 T 77 o £ — A=t i, 56551 Ak
TIGITEBEMPTICITH AN E SR /N T ZPiiE STIGITE &M 2110 % , 7]t it
BIACORE"™ 3 [l 25 55 7 A JL 4R M 2 12 B f) o 78 B8 s it il b, S TIGTI TS, & Bk B
B LLF RS 55 (KD) <Zj1uM, <Z7100nM, <Z510nM, <Zj1nM, <Z0.1nM, <ZJ0.01nMEk <<
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£90.001nM (% 40110 *MELFE /N, 4010 *MZE 10 "M, Bl 10 "MZE 10 "OM) . 75 FE e s 5] o , 4t
TIGITHIARLS Ak H AR A TICITH R 57 I TIGITRRAL o £E F- 2L S vh , PLTIGITHL 44
SO TR A FMECDH I TIGIT B R AL

[0160]  GnASCHT A, “FE P MM AE T2 8 (1 17 8 “PD1” & 385Kk H AT E A sh P KI5 (B F5
W FLBh 4 (1 an RAC 30 (il an N FI & 85%) ) ) BIATAR R SRPD1 2 ik B AT ] Jr B, FF A
A DRI A E L AR E LA E L =N IERBUR TR N B ok . 1% AR1E S 4
K R ASFLTPD1 LA A i T 5 41 i A 1R 47 A BT 22 AR AT ] 2 s PD 1 o 2% AR AE I8 I8 75 PD 1
RARAFAERI AR, 51 G BY 2 A AR B S5 Ao 35 DR AR A o R A FF I HUPD TP AR B ) 1) A PD1 2 B 1R
70 R PR )4 5 ) A4 2 A LA FNCBI 2 2% 4 5 1 22 JIK :NP_005009. 2. XP_016859782. 1
XP_ 006712636 . 1 S HATA A4 AZ A5 4K

[0161] KRB “PUPDIFUAR” A1 “Z5 G PDIIPUAR” J& 45 58 1 L2 0% 1 55 A 1 45 5 PD1 I ik,
PR T FHAESE M PD1E 2 W 7R AN/ 306 7 71 o 78 R L S5, AR 2 PCT/US 2017/
050851 (A FF NEBRATFWO 2018/052818 Al, Hpy 25@ i 5] LA HHE AR I AN A D) R ATF
AT HTPDIFLAA o

[0162]  ARiE “Uk &7 Ui TR IX BRIP4, A B3 AN/ B0 B 1) — 30 43 VR B 4 e R Bl
W, T B AN/ B 1) R YR S R SR IR B A Bl o 7E R S A R, A SO I R
A PUAREE IR TR S E BE T AR X FI A FclX .

[0163]  WIASCHT A, AR “CDR” B “ ARk i X7 2 $8 H % AN/ B AR B 1 v] A48 X [ i 42
LR 45 G AT X B X AR T :KabatZE A\, J.Biol.Chem. [k 44 &1 ,252:
6609-6616 (1977) ;KabatfE N, EH LA 5 A RS H, “Sequences of proteins of
immunological interest[ B HHE¥=E XKEAHFFF]” (1991) ;ChothiaZE A,
J.Mol.Biol.[ 4 T 4<4]1196:901-917 (1987) ;Al-Lazikani B.Z5 A ,J.Mol.Biol.
[ T2 E],273:927-948 (1997) ;MacCallumZE A, J Mol .Biol. [/ AW 28 &
262:732-745(1996) ;AbhinandanfiiMartin,Mol. Immunol. [4> T & 2%],45:3832-3839
(2008) ;Lefranc M.P.%% A ,Dev.Comp.Immunol. [ K@ 58 HZE5],27:55-77 (2003) ; LA
JHonegger fIPluckthun,J.Mol.Biol. [4r A= E],309:657-670 (2001) , H g X
AL FE 2 0% B LG i S S TR TR S I E B il T AR AR, B AT — 5 SXOR TR PTIR B R M 1 Bt
PR B AR AR I CDR & 7E V8 N A1 AR S8 ORI FH %) AR 1 14 56 BBl P o 988 a5 o 3 6 228 SOk
5E SCHICDRA R FEBR FRIE 51 T 1 3 1 rp 4 A Bl 48 o CORT I 8502 RNz 11 o AR ATk 8 ey , G045
5 fAbhinandan fiMartin,Mol . Tmmunol . [/ T % & %1 ,45:3832-3839 (2008) ; Ehrenmann
F.%% N ,Nucleic Acids Res.[#ERHFFT],38:D301-D307 (2010) ; flIAdolf-Bryfogle J.%%
N,Nucleic Acids Res. [#%RHF9t],43:D432-D438 (2015) . 7F A B v 5| B 2 2% Sk N
Z3m et 51 DA AE R NAR ST, BA T A8 B A 9 B T B8 2 78 AR SO — T B 22 TR 2

CN 115023442 A i)

ke

[0164] K 1:CDRE X

[0165] Kabat' Chothia® MacCallum’ IMGT? AHo®
V, CDR1 31-35 26-32 30-35 27-38 25-40
V., CDR2 50-65 53-55 47-58 56-65 58-T17
V,, CDR3 95-102 96-101 93-101 105-117 109-137
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VL CDR1 24-34 26-32 30-36 27-38 25-40
VL CDR2 50-56 50-52 46-55 56-65 58-T77
VL CDR3 89-97 91-96 89-96 105-117 109-137

[0166]  'FkIE4 T EKabat 5 N dr 492 (7 B) .

[0167]  *5k 3454 HChothiaZs NIy 423 (A 1) .

[0168] 5% 45 538 fliMacCal lum A iy 443% (F E)

[0169] ‘BRI 4 S 4 ELefranc i N6 &3 (A 1) .

[0170]  °B&IEZ 2l YEHonegger AP iick thunffi i 4% (7 1) .

[0171]  FRi& “UnKabat o i) AT AR 5 W 305% 2 4 57 B “UKabat H () @ R A B i 57 S H
AR TR AT b SCKabat S8 N B PUAARIL g 11 55 B 0] A% 25 A4 35k B 8 B ] AR 45 M) G 5 R
Gt AE XA T RS, SEPR BRI R 7 51 AT LA A 06 BT AT AR 45 14 485 FR 2 CDR ) 4 42
B NI S B 5 AN Z R R o 45, B T AR g A I T DL AL AEH2 I AR AR5 2 2 JE Y R
MRIERIE N (R IEKabat 5k HEb52a) UL K AE BEAEFRIRHL82 2 5 B4 N sk 2E (940 , iR 4%
Kabatf5%82a.82bF182¢5%) . AJ LLIE I FEHLA T 41 5 “brifE” Kabatgs 5 7 41 1 [F] I P X
AT L X SR A 58 25 € BRI TR L T Kaba t 4a 5

[0172]  FEFELL STy 7] i 55 BE A A I A (1, AR SO FF I B 5 RSB T IG T THUAR) 1Y
CDRIPZ TR TR I /2 AR 4 S LefranciE NI IMGT iy #4728 78 ST o 75 e 28 Si jiti 451 v, 996 5 4
KHeaR (B, A SCAFFIPTPDIHTAA) [FICDRIY 2 4 TR ik 2L A2 R 4 b SCKabat & A\ fIKabat iy
ZF T SN o 7E SRR LE St 5] b, e 2 R 1 B BE ] AnF e X A i iR 3 2 5 A2 i | SCKabat %8 A\
FriRMIEUR 51/ % % - “UiKabat TR FIEUZR 517 & $8 N1gGl EUBTIARMFRIE SR 5

[0173]  “HEZY” BU“FR” Z4BFR 1 AN SCE S CDRAR K DA AMK) S £ A AR 56 fay Il i 2

[0174]  “ NVYRAL” Pidd & F8 055 >k B B N CDR/HVRH) 2 FE 1R 7 3t Ak B N FRIF) 22 5k i ik 2
(PR B Pl o 7 FR e St b, NUEA PTG L dE 3 A B 2 /b — A 5 H SR i A v AR &
PR ) 450, He A HVR /CDRI 43 B AR A b AR50 B T-AE N SRR 0L, - HFRAY 4= 308,
B %Nl e o PO VAR RPN SN N IR (NP NS/ E £ 71 NI v R SRS SN & /NG 7 N O 71 % N EEREd R ]
/b—ER5 Pk Wlande Npids) ) “NiEtE 0 Z2f 2@ N Piik.

[0175]  “ANHifhk” & B AR IT H PR a2 Z 38R 7 516 BT BN = A B AR ) &=
1% 7 51 A/ B O 28 5 AR SCA T BT ART AT 1) 85 N HUAR IR il 28 o AN BiAae (1) b e S il
HERR T B & JE AU S5 A TR I NI PTAR v LA P A 4 2 0 ) 25 A R (B0 4 e T
R B IRJE) 77 N PifR sHoogenboomFWinter, J. Mol .Biol. [/ A ¥4 4],227: 381
(1991) sMarksZF A, J.Mol.Biol. [7r FAEM 2% ,222:581 (1991) o thm] ATl % N 170
B PLARH & FEColeZE N\ ,Monoclonal Antibodies and Cancer Therapy [H o % PLigk fliE
FEJFVE] ,Alan R.Liss, 87771 (1985) ;BoernerZE N, J. Immunol . [f 24w E1,147 (1) «
86-95 (1991) H iR ) J5 V. HiE 2 Mvan Di jkflvan de Winkel,Curr.Opin.Pharmacol.
(252538 UL, 5:368-74 (2001) o AfuAd vl DU ¥ Pt S it FH 22 498 42 1 LA e 3 g JiR e o
T 77 A X A AR A L A 90 R R 2 2R 2350 1) 2 B DR 3 (81 i 5 9% T xenomi ce) SRl 2% (Z
I, 45141, 45 SRXENOMOUSE ™5 A ) 35 [ &1 56, 075, 181416, 150, 584) » 3¢ T3 iz A B4 24
ZRFARFE AR, IS WAFIIILi%5E A, Proc . Nat]. Acad. Sci . USA[S& [ [ 5 Rl 2P bt
F11103:3557-3562 (2006)
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[0176] ¥ “OC T AL € 1 2 IR AIPUIR 7 51 1) = 2 B8 3 41 1) — 1 ' 20 Bl (96) 7 35 “[R) Y
PE” 58 SURTEXS 557 51 (55 FEATART OR <3 B A N 7 A R — VR — 80 4) J5 o A% 7 51w 5 B
bl 5 22 PR H 117 G 25 TR e A ) 1 S B IR R 2 1 B o b ot T e AR R 7 A [R) — PR 4y L
(1 B 1, v DL AR Sk A A 0 22 Ao Kok SEBILEG G, 491 s FH 2 Ak AT 75 T SR, 451
UIBLAST .BLAST-2.ALIGN . Megalign (DNASTAR) BiMUSCLE#K {4 . A 4T85 A N 5 AT LU E
T B X )38 2 S, L FE TR B L AT A 1 A K L S IR K G R AT A BV AR
1M, T AR E 0, 48 7 I BT AR FPMUSCLEAE R R R T 41 [ — 14 % {E (Edgar,
R.C.,Nucleic Acids Research[#ZEEW 7132 (5) :1792-1797,2004;Edgar,R.C. ,BMC
Bioinformatics [BMCAY)E E5%]15 (1) : 113,2004) .

(01771 “[EIE” &8 P A 2 K2 (B B MZ R 71 2 6] 8 7 A AR UL B8 81 ) — 1 o 24
PN L8 0 A B — A7 B A T3] P i e B e S IR o Ak I 356 o5 i ), 80, SR
DNAZy - H (R A — AN — AL B IRNENS 5 48, W50 7 7R 1% 00 B2 R PRSP 51 2 T
(100 TR YR B 2 B R 7 A 7 270 S =2 ) DG 5 B3 ) 7 B 5ok DA LU 1 o 5 45 3fe LU 1001 R 4K
4, an S S 7 41 R 10N L B A 1 64 2 G B 3 [R]85 84 B AN 17 910 5260 %6 [RI YR 1) - 2%
>R, DNAFF I ATTGCCHITATGGC EL A 50 %6 1) [R] Y4 o 38 &, 24 AN FP 41 L xok L 45 HH e K )
P AT T A

[0178]  RiF “IE € 5 /3 /2 F8 e Bk B 1 4 710 — &0 7, HoARXS T s BREE B 1 3 — 3B
5y, RIRT AR G5 i 38, B ARSI R LR 7 41, HoA B PR 456 7 i o 1H 8 25 1 18 7 B A
[¥1Cy L+ C 2 FIC, 3G A3 (GEFRC,) R BERC A ik

(01791 ARART LW bt uads () i S e Bk B 1) 1“2 57 15 m] DUAR 98 FL A 7 25 74 5
R EE R 7 71 F6 e A Fi B S AN R R 2R 8 22—, 43 IR Akappa (“<”) Fillambda (“A”) .
[0180]  “CHIZE 3" (AR N “HL” 45 F 3811 “C17) 35 A R LR 1 185 £ & L iR215 (EU
W5 R

[0181]  “BXEEX” I8 XN TgGH XM T ATgGlHIG1u216 2 Pro230f X 3k (Burton,
Molec.Immunol. [4>F 4 2%122:161-206 (1985) ) o HoAt TG a7 fit) 45 [X W] LA e it o4 5
— AR JE— AN R BE (]S - SBE ) - I R IR vk 2 B T AR R AL B i 5 1eGUF A LL X

[0182]  AIgG FclX (HBFxR “C2” 45 H43) (F) “CH245 Myl 3 1 ML R 231 & L R F R
340, CH2.45 L33 2 MMVRE 1), IR A AN 5 57— AN G M B B X o T A 5 TR NZE 32 1) S R /K
1B W0t R N SEHE R AR TG A3 TR R AN CH2 45 Ry 35k 2 18] o FE HE I, B K AL A P mT DA B AL 25 44
15§ - 45 M 1 B AR 9 B T #8 E CH2 45 #4935k . Bur ton , Molec  Tmmunol . [4r F 4% 2],
22:161-206 (1985) .

[0183]  “CH3&GMIIR” (HBAR N “C27 45 MyIa) 0 & CH2 45 Mk 5 F e [X 1 CAC vty 2 [ Fr e 2 (BRI
MLV E IR R HE 341 BIPUAR T I CAR Iiiy) 3805 75 1 gG I Z BE PR R 2446 544 T4b)

[0184]  ASCHI ARG “FelX” ol “ B By Al 45 X7 H 52 XA Bk 8 [ 25 5% 1 C R i X 4,
BLFERIRF HIFc X FIARRFC X o ] fu e Bk a1 B BE I F e X 13 57 m] DLARAL, , (2 38 K
NIgGHEEEMIFCIX & LN M Cys 2264 B Ab (1) 2 28 R 5% 2 B Pro230 JE H 22 2 2 A vy o 1]
DA An e A 1 A= 7= Bt A 1 18] B30 5 X6 20 B e 4k B B 1 A% BR 3R AT B 2H T AR AL R BRFe X
[ CAR S i 2 R (RRIEEU SR 5 RS AR FE447) (K I, SR BRI 4L & el LU RE 25 1 Fr
BRAATHREEMPUOARTEAR , WA L BRKA4THR IR P PR TR L S B A 7 A FIA T A K445 21
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PURIR S PUARREAR T A SCHTd SR I A8 KRR TP X 46 N T1gG1.TgG2 (TgG2A.
1gG2B) 1gG3F11gG4.

[0185]  “Fe2fR” 8L “FeR” iR 45 & BRI Fc X 1952 44 . LI U F cRAE R IR AFeRo b Ak, A
IEIFCcRAE 45 & TgGHifk (v 324%) - H4EFe v RIFe y RITHIFc y RITTWE SR SZ AR I FeR, A
FiF S o7 J R AR AR R 8 52 R ) BT 42 T2 3, Fe y RTTSZ AR B FEFe v RITA (Y4632 4K7) FlFc v
RTTB (“4IS2AK™) , AT RA AN = R ER 7 41, 322X 7 T He i 53 45 M 38 o v A 2 AR Fe
v RTTAYE L4057 45 M3k op 2 45 22 T 8 32 AR R IR I T 103 7 (TTAM) o M 14 2 4P e v
RTTBAE 3 5 45 A g o 4 5 32 T G 8 32 AR B SRR (0 0610 2 5 (TTTM) » (2 M. Daaéronm,
Annu.Rev.Immunol. [ sZ 4 EEPEi8]115:203-234 (1997) .FcRZER TRavetchflKinet,
Annu.Rev. Immunol . [ i% R ],9:457-92 (1991) ;CapelZE A , Inmunomethods [F %
J71%:14:25-34 (1994) ; fldeHaasZ5: A\ ,J.Lab.Clin.Med. [SE2I6 SIE AR EE F 4 £1126: 330-41
(1995) o AR T ARIE “FeR” i i LA FeR , ALFE 4 K 45 2 I F R

[0186]  nATSLHT H, ARG “RAL” 2R PR B IR 45 G50 70 B 4 & B P B e 151
TR LA R D PURE TR 45 & 5 X PR R A e g &, W e Tar BLgs & P
P B AHTF R AL

[0187]  BAST T Y, RAE B SELE &7 L B AR B R % ... A S AR T
AT FR I A AR ) an ¥R AR S PR B TAR S o 2 (Rl 25 L E T RS A T (R
A5 1) BERAEAE R BEFR FIAFAE 9140, e e M R AR AR (R] DL R AL PR B
I3 GIZEEAR G A TR B BRI 4y, HSE AN ) GBS 1 B e A/ B s 1A K T 5
T BEAR B 45 & o AE— e ST HE A, TR -5 AN FH ISR AR ) 25 6 F2 B /N T-491) G e 3k e 5 4 2 il
TEVE RIA) M E I PTR S¥EAR I 25 A FE B 2910 % o 75— LSS it 451 b, R S 25 & B R ) BT
PRI B H 3 (K) <10 M. <10 M. <10 M. <10 °M. <10 M. <10 M. <T "M.BE<<10 "M,
1 — SO S 45 p L AR P 45 A 6 MR R W R i B2 3 HR O AR <7 10 85 I 3R AT o fF — sk
Tt b 4 S M s ] DL R B AN BRI 45 A o PR BRI SR 45 4 5 A ek 1) 45 s S vk T
DA 3o AR 45 3k 2 R0 ) vk S EG A E o IX RO VA B FE(EANER T8 A BN JELTSA -
RTA-.ECL-TRMA-ETA-BTACORE™- ¥ %4 Fl AL 14

[0188]  “Hy B )" Fid (BLAEAAK) A& CL 2 M LA PRI B 21 4y (i dn R AR ek EE 4 Hh %5 5E
538 A0/ BRI L o 7E SR LU STt 51 o 5 43 B A 2 IRAE AR P2 IR B I B A LR 5
A Hoth 44> 2% 4

[0189]  ZmADASCHTIR KM EAR UK B PR 45 & B B “or B R 7 T S A
PRI R MG H 5 AR SRR F D — RS PR 4 TR S B R BSR4 T o fE
SR, 7 B AL BRI A B AW E 5 A PR LB BT A 0 46 6 o G S AR ST IR 1)
Z IKFHUR I 73 B IR 77+ B R A A T R AE T a5 . R ik, 0 B R 43
FANE] TG i R ARAFAE T 40 B o ) A SCRT IR 1 22 BRI PUAR IR AL R » 70 5 I AZ IR 0456 8 5
EIR I T IR BT & AR o 1 (E R ML TR 7 T A7 AE T G R A B 5 FL R SR et
N A= NEOE SR N A

[0190]  RAE “Fasthill 7 511”2 6 7045 1 15 32 AR WA v 2 30 T 8 1 UL 328 32 1) G R 35 90 ol e 75
[FIDNAF 51 o B 4, i FH T S i AR i 4 o) 3 20 B0 466 JiE 301 AT IR I R 9N 1 1 A A% B A &
HAL R O A EAZ AR A R 3 SR R AAS 5 A s 1.
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[0191] LIRS 51— IR VAL T DhRE % RN AZ AR /e “AT B AF i)™ o 9 4, R
R 13 5B WAVERT S 7 S DNASRIE N 2 5 2 Ik il X T A 5 WA i P 47 B o b 28 i
27 SR DNA ] $ 1F H 2 452 22 1% 22 AR FKIDNA 5 2 AL 5 205 B 9 -1 52 G 55 1 570 1) e =€, T
2R B B R T R B A E R % A1 5 BOCE W AR AR 45 L R OE RLAES A BT
BV, MNZAZRE A 45 ) PT ERAF M 12 2 G T PP 31 o B Y, P $R A S I 457 48 P I 42 10
DNAJF B2 BB, I HAE 7 WA AT 5 PP S B A6 1 T A RS2 10 I AL - D A r o SR T, 19 5
T AL T RS o I I AE T (S A R L R AL EEROR SE IR o AR AN AEBERAL 55, TR
i H S B B ) SRR IR AT 2 T B T

[0192] QA SCRf AT, ARVE “BRAA7 SR AR BE 0 B0 5 R N 55— IR I IR 70 1 o 1R TR
BIEVEN B I E IR IR 5 B BAR , DL 3B N B 51N i 2 40 Sk DR 4 o i e » RE
BARRENS TR 3 5 H A BRI IR I RIE o MESEBAREA S RN “RIEHAR” .

[0193]  UnASCHT F , ARTE “Fe QL™ B HAL R BCH 3 (07 R Fa R AN IR A #2 B 5| 21 1id
AR AR o R B AL B I 0 A P AN IR B G AL B 3
RIAH A, 2 2000 B9 S AR b i B 1A

(01941 RTE N A"\ “fid EAHML R A8 AT TR W A8 =R 4R 2 9IS
VAL R T 20, B A5 SR A P ) A 18 T A B A 35 A AR AN R AL A ™, LA 35 IR ARHS
P A AT AR B AR T 5 AR AR BOTE K o SR AR A R 75 27T g 5 R AR AN 5 4= A
A, I HTRE & A RAL « A 5 18 JEU UG e A 200w 0 a2k B s 56 1) 2 e B 2B 00 2 3 R A IR 7
IHRE B 2R PR K RAR S AR R AEA S

[0195] R\ “S2WlE” M A1 E” FEARSCRT B ], 2 Fam AL, s E AR T
AN B R M I B BUR KRB A B SE , S2 I

[0196] 2450 ) “F R4 B Je Fig 5 06 B AR 718 RN 1] B PN A 25004 3 B 75 V6 7 BT 45 SR 10
B TR E TR AT AR A 25 TR [ — el 2 Aok el 2% - iz 33 00 A2 770 B TR X 45 24
TR (EWERE SHM WA E) it 8] R AL LA R L iRty e i Y P %
R4

(01971 AHAGHIM R/ 73T B B TURI “Ia 77 A RO T LR Bl n i R
I PR A ASARAR FE LA S AZ 5/ 53 B 7 B TR AN A T 51 A A BRI N IR E 155
IR AR V697 A RO AW 5/ 73 < Bl R B R 0 A v 5 1k B 35 1 P A
7 AT 2 VE DT HE T K o Va7 A 2R W] BA— IR B 2 Uit FH R 3%

(01981 “FiRls A3 24" 72 45 LAFH R T I HLA 5 i 75 0 I 18] B LS 3L Pie #i B2 1) LB 45 R 1Y)
AT R B o M TR, (AR 75 1Y) 5 DS DR T 10 71 B A A 50 2 T B A 52 1 AR P A
R, B AT R ST A 28 e /N TR T A RO

[0199]  WiASCHTH, “I97 (treatmentBitreating) ” & F T 3R 154 2 1 ST 45 SR 11 45 1
(B A IR R A5 ) 1959 T AS AR 1 H 1K), 47 2 (R 88T 4 B2 (9 i PR 45 R B 45 (H AR 8L
AR E S - A R SRS A R e RUREIR DR R KRR R E B (i,
BT BE R R ) Al) T BRE R R R ARk (B0, Fe4%) TP BRE IR R i) S EL L S
I B LR PRI I HE JE S SO IR RS R I 1 S A GRS 70 BRA ) Ik 9 9 P 1Y)
— e 2 b A 25 W RV G AR P 0 R G I B R A v U N A B A/ B
JERAFE o VAIT IR i Do/ RE (1 B R SR (R4, PR AR o AR BRI 59575 18 13X
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BEYER T 7 T R AR — N ECZ AN VRIT” HEA— B IR BT I A3 2076 1.

[0200] S Y EEAR , A ST IR R I B S G S L L R AR B

HA .

[0201]  4nASCHT H, RiE “%) (about) ” B “ K2 (approximately) ” & 45 HH A 04 18 4 A

N G S8 TR 8 B AE VT 422 52 1) R 2290 B 2 PN 5 3K 3508 0 1b B R T2 A A2 JE R U B o
(1), B, 52 21305 22458 1 PR ] o 78 2 Le STt 51, “407 o] DU FEAR $8 A S8 1) S BR AE 3 BOK

T3INFRAEZEZ N AR TS, “2)7 AT DLRIR GG EEHM £ £20% (B, ££10% .2
Z5% A Z1%) MEH AR LE S, R e T A RGN T7 1 AR E T LU
BIESE—EH M BE LN, BIUnFESf N BLAE2 RS N

[0202] AR ST A, R U7 72 48 1 [m) BYAT ) AR A0 o s (9P TR T B RG240 1 96 4929 L 4

5% £110% . £]25% £150% 2175 % B £1100 % )25 1, .

[0203]  GnASCAT A, RAE “BE N7 2 48 1 1A e 38 22 /0 295 % o U AT LN 295 % . 24910%
2125% \#130% 2150 % £175% 21100 % 5 £ .

[0204]  dpASCAT L, RAE “Pl /b7 f& 48 T a s A8 4h 2 /0 295 % o U AT BN 295 %  Z4110% -
2125% Z130% #£150% £ 75% S HE E £1100% .

[0205]  ACAd HEARTE “ZIX-Y B 5 “CIXELY MFE K& L.

[0206] Y47 A SO B A7 A BRI 225k A 4 I, B B0 K “— AN/ Fh (@) 7 L “Bl (or) 7 A1 “IX

86 /1% (the) ” QFE S HAR AW, BrAE b ST 45 7 HAR R 15 00 o

[0207]  “BBiFIHRE” A F8 AR T PRI c X ) A1 L A= 2 1, S8 AR ] Fob AN ] i

AR U - DI RE 1) S B4 « CLa&h & FAMAMCR M 41 8% (CDC) JFeZ R4 & bt

A2 ARG 1 24 A3 1) 4 D B 1% (ADCC) Mk A FH 40 B 3 T 52 A (191 G B4 A 52 %) () 1 A

BARAETH AL -

[0208]  “GuiZZ &M RIREE 2 M EZA TS T (BFEE AR T 20 f 2504 55) 141

(NS

[0209]  ORIE “ZHHC il ity A2 F8 XL il 70, Al T Fo VB0 2 o (0 3 M B o R AR ) 2

PR BT, FE HAS X6 e ] b Bt FH 8 52 6035 B AN v 252 i B ) HoAh 4 7

[0210]  4nATSCHT H, “245% b nT 252 B 2017 A2 F8 25 M0 i it o B3 14 B 20 DA AR R X6 52 4K

FHIREMISY - 25 L] 5252 I B0 B FE AN PR 122 ph 77 I 77 Ao e 770 sk TS 571

[0211] R “PI AR X7 By DI AR G5 #0480 2 R PiiA EEE s R FE R S5 M3, K S5Hiik S5t )R
() 45 o AE FELE S A R, R SRR 1) B2 B AN R B 1 mT AR 25 M35 (3 SN VHANVL) 3@ o B

FEAAI S5 44, R A 25 A 38 3 DO /PR S HEZR X (FR) A1 =/NCDR.o (2 L, B K ind t 5 AKuby
Immunology [EEL HdE ], 5861, W.H. 5 B 5 /A7 (W.H.Freeman and Co.) , 59171
(2007) o) BLANVHERVLEE #380n] 2 DU 7 HU R 45 G R R 1t o e A, a] DUASE F VHER VL 25 34 35

S EPUR PR o B S AR E USRI PR, UL A3 il i ik B AN VL ERVHES M S - 2

L, nPortolano® A\, J. Immunol . [# & 44 £1150:880-887 (1993) ;ClarksonZE A\,

Nature [ [H48]1352:624-628 (1991) .

(02121 2.9tk

[0213]  FER-SBSiE ) rp , A& B 2 T R B S TIGITS: & 1Y B b it da, Homl F Tt

IR VA T b, ot TR AR I B AR TIC T T2 4R I 7 S S S 40 . (5 4n , T AR 145 25 %
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98 L o IR, R A TFHRAE T HUTIGI THUMR o 75 R L S 51, AR ST A FF I BT IGT THU A4 2 417
HITIGITSZ AR T EE M FEBUIPTAAR 75 HELe S5, HUTIG I THUAFE W TIGT T2 A4 AL Ak 2 1]
(AR ELAE F o 7E BE L st 491, BUT TG T THUARFEL TSR I TTIGT T A2 A4 G B IS 5 o 7 S s
Tt A5 H, FUTIGT THUAAEL B B 45 M3 LA , 51 a3 B Rt sh ) i AR B VHHET A4k o 71 it 6 S it 451
B, T HITIGITHUMR 518G Fab Ml /B scFvIE A& G i Al b RT3 B A s
22U RE

[0214]  AKRAFFHE— B34 7 5TIGITAIPDL P ¥ 45 & (I PTPDL TR RN 2 55 e Mk ik (R
FRAPUTIGIT/HUPDIHIAR) o £ FELL S fg v, A A FF B FufR mT DL st 5 Fr v P pida (R
A PR NI PR BT o 7R L STl , AR SO A I PTIR a8 N IR Pk 7E 5
S ST A5, B B S AR N SR, 49 I N\ G BR AR I HEZR Bl N SR A HEZE.

[0215] 7R L STit i o , AR A FF R LA ] LU Siik B, B nFv Fab Fab’ \ scFv WA
BGF (ab”) 2 Fr B o fE R L Sl 9 vh , U K HUAR, 1 an 52 B 1gG TR BUA S LI
HABPUAAR IS Y Bl [7) MR o 78 FEEE STt 5] b, A FF I HUAA AT DL An AR B i o B , 4] an A ST
WAIEE2.1-2. 137, B & Huds NAT A RRE

[0216] A FF UM ] BT Wiz W 5036 T 55 A ) BRI E « 70 it S S it 451 o, A A A
TR AT LA ) 3 A= K 14988 T S RN g i /6 8 3 o K 0 88 7 VA ) 2 1) 988 T R R i« 7
Bl ST A5 R 98 T R R hE L LR (B, LR 4R ) \ ON S (40, 9 S 4 )
FVE 41 s (RCC) o 1 DA A A FF (1) 7 32596 7 1 FL At Jae e 1 S ) B 46 2R 3008 (il 3% %
PR R EIR) L BTSRRI , 25 Wi, Wi, o, JR e, B B, T g, 12 M i 2 e | T
(B35 Sk B8 20 M 1 £ s 5 18 R 200 P L5 5 i A B 0 P s, 48 v B2 4 i
PR IL5) R ES 98 (197 2 2 7 <o bR D2 9 AN 2 R 2 8, IR T R P O 2 9, D A P P A
FHEE 250 (ONS) WRES I8, TAH Mtk 089 , S MR, Sk BRI , Bz Jhk s B R PN P8 1 PR B 2508, 1
B, B e, LT X0, B R, S AU, R ORI, T E N B, 1 E S, 1 iE
Jei, ANRH , BB, N, N A R, FUIR B , FROIR 55 e, LR S5 98 (cancer of the
adbreast gland) , K ZRIAE, JRIETE , FH 2590, JL 36 SRR, s e , 5 Je Bl PR 5 0, A
R 7, R A RS0 (ONS) BE AW, g It 78 26 i, A6 A e, o T+ 28 g Jo g, e A i
IR, R UK U IR PR, 3R BRI , IR A M e , PR B T 00 IE B HE b A i (9 fe] B2 989) 15 5
(9 IE DL K BB RE R A

[0217] 2. /R PTTIGITH A

[0218]  ARAFFIRME T 45 A TIGITE A B /0 B PUAR AR L Sl o, A A FF I HITIGIT
PR 5 S TIGITHIECD o 7E 8 St 451, HLTIGITHLAR 565 SEQ ID NO: 262 /R LR T
HIRITIGITHIECDSS & o £E FL LSt 5] , UTIGITHIR 45 & 5 AU M HLTIGITHL 44 (51
2A3) HIFI I ZRAL -

[0219]  FEREECS it 5] o , AR SCAFF I PLTIGITHIAR o] LA FAETIGI T2 AR B F5 P71 o 7E Rl Lt
S, BUTIGITHUAR T LA TIGI TS A4 B & MR AR 22 2 2910 % L 2920 %  £30 % 740 %
2150% Z160% Z170% Z180% £190% £199 % 5L £199. 9% o 7F F-Le st 5] v, PFLTIGITHT
AT ABH Wr TIGI T2 AR I N Ui Sy 5 5 1% 3 o A8 FELL STt 451 , HUTIGT THu A4 14 m H 2%
ST AR (5] T 4T AR A/ BRNK G ) P G 928 9 25 AL/ B A70 R 4 o 8 5 e St 451 R 8 R L
TIGITHUR I VA TT 7L 52 53 A I o 0 sg Dh s, i 982 e A K A/ B K 32 305 (1 A7

43



CN 115023442 A W OB P 27/102 7

T A o 7E SR SIS R, fL S B A A LA (9, VHE) (R TIGITHUR 5 &K Piia Mt B A
BN T RSF X RN 5 4 KPR I Fabt /A HE , B4 /s A i) R0, 1R
KPR AL, AT LA S 8 (B an 78 FrigRs S840 A0 5 1 20 SUR 0 o 28 S e st gl v, S5 4
KPITIGITHUMAR (BlanZ5Ab 1 FISHAb 2) FIGI7 LG, FBITIGI TR /G T KI5
R H B TR 2% Ab 1 H A 578U.S.2016/0176963 ALrR A JFIIBMS 22624 [H &
R TF,Z%Ab 22H STiragolumabME R LR T H1, H 7 5I7EU.S.2017/0088613
AT ATF,

[0220] 7Rt ol , FUTIGITHUIAR L B HTIGI TS, & 1 B 4 A 3t A o 7 it 1 S it 6]
H, B 25 RS AR B, 5 VHH o 7 i S S it 9] o, B R P A 0 & B n] AR X (VH) o 7E sl
T, B R BT AR E R B e X o 7E R STt {51 o, B SE MU AR AN IE B B e [X .

[0221] 75 Fe St 5] v , B2 g0 AR B 291 x 10 "MER T /NIKD S A TIGTT o 78 6 552 it 451
th, B SERIFLR LA 20 1x10 *MER 53 /N RIRD S A TTGTT o 78 e S 1] v, 2 25 M Sk A DL &4
5x 10 MEE 5 /NRIKDZS A TTGTT o 77 54 S i 51, B0 45 R B4 LA 249 1x 10 "M B /MR KD 2
A TTGTT o 7E e St ] o , B 25 MR DA 291310 "ME 2 1x10 M A KD S TIGITE: &
1F JE e 52 g 4] T, B IR DL 29 1x 10 IMZEE Z1x10 M2 [ 9KD S5 TIGI TS, & o 7 St st
TG, B2 A IR DL 292x 10 PMEE 29 1x10 M2 [A] (UKD 5 TIGT T, & o 78 16 S it 5] o , 2
SERIB PR L 292310 MZE Z15x 10 M2 [ KD S TIGTTSE & o 78 308 S e 451 o , B 45 My 3R i
MR LLZ11x10 MZE £15x10 M2 (Al KD S TIGITS: &

[0222]  fRHELL STyt , B aE I HTR 5 S B HUTICI TH 45 M TR X5 4+ S TIGI TS,
A, S EPITIGI TR MG IAR LS EHE A X CDR1, AL & HASEQ 1D NO:94FR 7
G R IR ; S T AR X CDR2, AL 5 HASEQ 1D NO: 95 7~ 7 F1) 1) & FE IR 5 A 2 4 v AR [X
CDR3, H AL B AASEQ 1D NO: 96T/ J7 51 (1) B AL R o 7 S Le STt 49 vp , B e Mg ik 555
PUTIGITHREE MIBH U 5 G STICITSE &, 1% S B PUTIGI THEE M IR P T &« B T AR
[XCDR1, HoAw & HASEQ ID NO: 98 7 Il 28 KR 5 FE 4 n] AR X CDR2, H A& HLAASEQ 1D
NO: 997 7 41 () 8 i % - AR 4% AT A8 [X CDR3, oA & BASEQ 1D NO: 100 7 5 71 ) 2 i
PR o 75 S St i) v, BREE M IS AR 5 S H T IGI TR G M P i 34+ STIGITS &, 1%
ZHEPITICITHR M ia & 78 . T AZ X CDR1, HAL & BASEQ 1D NO: L02Fr /=¥ 41
() LR ; BB 4% W] AF [X CDR2, Hu & EASEQ 1D NO: 103l 7 FE A1) () S FE 18 5 A B ik ] AR [X.
CDR3, HAL & B A SEQ 1D NO: 104F7 7R 7 1 I Z SR o 75 S L6 St 451 o , R &5 3 ik 5 &
ZHUTIGI TH S MRS X Se - HTIGITE & %S PUTIGI TH 45 M i L & 76 - 4k
AIAZ[X CDR1, HAw & B SEQ ID NO: 1067~ 7 FI i 28 FE I s A% AT A8 X CDR2, HAu & B
SEQ ID NO: 1077w 751 () 2 JE R AN 55 AT A8 [X CDR3, HoAd & HAASEQ ID NO: 1087w 7
HI B TR o 7F FE B S it 5] o, B S A PR 5 S B PITICI T A IR a5 5
TIGITZE 4 , %S HHITIGI T 45 M bR B 7 « EHE n] A X CDR1, HoAw & HAASEQ 1D NO:
LLOFT/R P B R R s 55 nT A X CDR2, oA & HASEQ 1D NO: L1 7 FI A & L 1R A
FEHEN] AR X CDR3, HA & B A SEQ 1D NO: 1127178 7 51 H & FE R o 7F FE Se s 5] vpr , 45 4
WA S ZHHTIGITH A MIRPUAS NG STIGITZ & , %S HHiTICITH 45 Ml i i4
f0, 8 7E : FEE T AR X CDR1, Hifw 2 A SEQ ID NO: 114775 I 2 FE i 3 B 4% 7] 4% [X CDR2,
HAE HASEQ 1D NO: 115HT7R 7 H1I I 2 B 2 s A B 8% n] A8 X CDR3, AL & B AASEQ 1D NO:
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116 BT 7 FI I B AR R o 72 RE L Sl 5 vp , B 25 MR P Rk 5 2 B P T TG TR 45 M 3 AR 28
SEHHTICITE G, S HPITIGI T LS M YT AR (& 7F . EHEn] A X CDR1, HAU 7 B SEQ
ID NO: 118/~ /5 HIff) & g ; B 4% 7] A% [X CDR2, HAu & HAASEQ ID NO: 119 /R F I &
JE ; A EE 55 0T AR X CDR3, HoA 4 ELAASEQ ID NO: 12077 HIl i & FL R . 78 B L st 5 vp
BB HA S S HPITICI TR G bR e STIGITE &, %S HHITIGITH 4514
BAUAR LA TE  EAER AR X CDR1, Ho & B SEQ 1D NO: 122178 7 A i & FE R ; B5 55 il AR
[X CDR2, HAu 7 BAASEQ 1D NO: 123 7R /7 41 (1) & FE IR 5 A1 4% v] 4% [X CDR3 , Ho A 7 B A SEQ
ID NO: 124 Fr7R 7 FI B S 2L R o 7E HE Ee st 49 v, SR i 3k 5 2 HuTIGI T 45 M3t
WAE X FE 5 STIGITS &, 1% S HPUTIGI TH &5 MU AL & 78 : FEE v AR X CDR1, HAL & A
AHSEQ 1D NO: 1267~ 7 51 1 2 25 1R ; B4 ] AR [X CDR2, H A & KA SEQ 1D NO: 127 /s 7
H ) S BE TR 5 A1 EE i n] AF X CDR3, HAL 5 H A SEQ 1D NO: 1287 7 41 (1) Z L IR o 1 L 51
Jit g, B EE IR 5 S PUTIGI THR G MR IA L S G STIGITE &, %S HHTIGIT
FLEER PR AR : EAE V] AR X CDRL, HA & B SEQ 1D NO: 130F7R 7 A 2 L 1R s
R AZ X CDR2, HA & HASEQ ID NO: 131 7R 7 51 (1) 2 JE R 5 Al % AT A8 [X CDR3, HAL &
HASEQ ID NO: 132Fr7R 7 FI B S 2 R o 78 S e st 9 v, SR i3k 5 S B HiTIGITH
CERIBPUIR L X e G STIGITE &, %S H T ICI T &5 M iA f0 & 71 . H % v AF X CDR1,
HAEHASEQ ID NO: 134F7T7R 7 FI & 24 1R s H 5% n AZ X CDR2, HAL & B A SEQ 1D NO:
1357 7 B 2 R L s AV EE 8% n] AR X CDR3, AL & B AASEQ 1D NO: 136 Ffran J7° F1I ) 2 4 1R
7E R s ] o, PR AE IR AR 5 S BT ICI TR G I B A E X4 5 TICITE &, 1% 5
ZPITIGIT L5 RS AR & 7E : EBE R AF X CDR1, H AL EASEQ 1D NO: 138AT 7~ 7 F1If)
SRR ; AT AF X CDR2, Fo A 4 B SEQ 1D NO: 139577 5 %1l [ 42 JL 188 5 0 86 4k ] A% [X
CDR3, HAL & B A SEQ 1D NO: 140F7 7R 7 1 I B o 75 B L6 St 451 o , R &5 i3 ik 5 &
ZPTICI TR LS IR PUIASE X e 5 HTIGITS: &, 1% S H P TICI TR &5 MR PR (L& 75 :
AIAZ[X CDR1, HAw & HAASEQ ID NO: 142J7~ F FI I 28 FE G s L AE A AR [X CDR2, HAu & B
SEQ ID NO: 1437~ 7 HIf) & FE IR ; A1 E 55 n] AZ X CDR3, HoAL &% B SEQ 1D NO: 144 F7R ¥
HI A BT o 7F S S it 5] o, B S A PR 5 S B PITICI T A IR AL X w5 5
TIGITZE 4 , %S H HITIGI T 45 M bR B 7 « EAE n] A X CDR1, HoAL & HAASEQ 1D NO:
146 FT 7R 7 B B R 5 B 55 n] AR X CDR2, oA & A SEQ 1D NO: 147 7R 7 FI I & 5 1R A
FHEEA[ AR X CDR3, H AL FLAGSEQ 1D NO: 148FT/R 7 51 ) & L R o 75 F b St ] b, B 45 44y
WA S5 ZHHTIGITH A MIRPUAS X4 STIGITZ & , %S HHiTICITH 45 Myl i ih
f0, 8 7E : FEE T AR [X CDR1, Hifw 2 AASEQ ID NO: 1507 7 5 I I 28 JE % 3 B 4 7] A% [X CDR2,
HAE HASEQ 1D NO: 151 B7R 7 H1I I 2 B 2 s A B 8% n] AR X CDR3, AL & B AASEQ 1D NO:
1521 7R 7 FI I B R R o 7E RE L Sl 5 vp , B 5 MR P R 5 2 B P TIGI TR 45 M 3 AR 28 X
SEHHTICITE G, S HPITIGI TH LS M M PT iRt & 7F . EHE ] A X CDR1, H AU 7 B SEQ
ID NO: 1547~ 71 i 2 B s B 85 ] A8 [X CDR2, HiAu & HAASEQ ID NO: 155771 ¥ 51 I 44,
LW, AN EE S5 R4 X CDRS, HAL 4 B SEQ 1D NO: 1567755 5 51l JL 15 o 48 - b sz i 4o o
BB HA S S HPITICI T G IR e S TIGITE &, %S HHITIGITH 4514
AR AL A AE : EAE W] AR X CDR1, HoA & B SEQ ID NO: 16817 FE A i 2 R 5 55 % m) A8
[X CDR2, HoAL # HASEQ 1D NO: 1597~ ¥ 41 1) & 24 1R 5 Al E % ] A% [X CDR3, H AL 7 B A SEQ
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ID NO: 16017 /7 FI B S BE R o 78 HE e st 49 v, SR i 3k 5 2 BT IG I T 45 M 3t
WX eG4 S5TIGITE A, %S PuTIGI TH LS Mk PR B 7 75 : EBE ] AF X CDR1, HAL & A
ASEQ ID NO: 162F17R 7 FI I 2 FE 1 s B BE nT AF X CDR2, AL & B AASEQ 1D NO: 163 /R )%
HI 28 FE IR s A ELBE W] AZ X CDR3, HoAl & BAASEQ ID NO: 164F7 7~ 7 FI ) 28 B IR o 72 e 5
Jit v, B EE M TAR 5 2 E HUTIGI TR S5 IR SE M 4+ STICITSS & , %S EHITICIT
AR PUAR L AR : EAE V] AR X CDR1, HA & B SEQ ID NO: 166 7R 7 A I 2 L 1R 5 5
R AZ X CDR2, HA & HASEQ ID NO: 167 ffr7s 7 51 (1) 2 2 R 5 A 5% i) A8 [X CDR3, HAL &
HASEQ ID NO: 168Hr7R 7 FI B S 2L R o 7 S e st 9 v, SR i3k ik 5 S B HiTIGITH
SERIEIUARSE S HTICITE &, %S HUTIGI T S5 A Hifk f0 & 75 : EAE A8 [X CDR1,
HAEHASEQ ID NO: 170K 7 FI & 2418 s 5% n AZ X CDR2, HAL & B A SEQ 1D NO:
LT1FR P HI 2R s P E 55 A AF X CDR3, HAL & B A SEQ 1D NO: 172F7R 7 A & LR -
e i ) o, B SE HI AR 5 S HITIGI T LS M Bk T X a4 STICITE: & , 1% %
ZPITIGIT B L5 MR & 7F : EBE R A X CDR1, H AL S EAGSEQ ID NO: 174F7 7~ 7 511K
SRR ; A T AF X CDR2, Fo A 4 B SEQ 1D NO: 1755775 %1 ) 4 L 188 5 A0 88 4 ] A% [X
CDR3, HAL & B A SEQ 1D NO: 176 FT 7 7 41 I B o 7F B e St 451 o , R &5 i3 ik 5 &
ZHUTIGI THR S IR e HTIGITS & %S B PUTIGI TH 45 M i L & 76 - 4k
AJAZ[X CDR1, HAw & B SEQ ID NO: 1787~ F HI I 28 FE I8 s L AE A A8 X CDR2, HAw & B
SEQ ID NO:179F 7~ 7 HI) R BE 1R ; A1 EE 5 i) AR [X CDR3, HoAL &% B SEQ ID NO: 180f/R ¥
HI B IR o 7F FE B S it 5 o, B A PR S S B PITICITH A IR a5 5
TIGITZE 4 , %S H HITIGI T 45 M iR B 7 « EAE n] A X CDR1, HoAw & HAASEQ 1D NO:
182 7~ FII R AL IR 5 B4 v AX X CDR2, H AL B H A SEQ 1D NO: 18317 JF 41| 1) & JE 1R 5 Al
FHEEA[ AR X CDR3, H AL FLAGSEQ 1D NO: 184518 7 F1 ) & FE R o 78 F 2L St ) vpr , B 45 4y
WA S ZHHTIGITH A MIRPUAS NG STIGITZ & , %S HHiTICITH 45 Ml i ih
f0, 4 7E : FEE T AR X CDR1, Hifw 2 A SEQ ID NO: 186 7 J5 FIl I 28 S 3 B 4 7] A% [X CDR2,
HALE HASEQ 1D NO: 187N 7 H1I I 2 B 1L s A B 8% n] AR X CDR3, H AL & B AASEQ 1D NO:
188FT 7R~ 7 FI I B HE R o 7E R L Sl 5 v, B 25 MR P k5 2 B HUTIGI TR 4 M 3 AR 28
P STICITE &, %S HPiTIGITH 4 M Pr iRt & 7 : EHEn] 42 X CDR1, H A 7 B A SEQ
ID NO: 190/ 7 5 51 ) & a8 s B 4% 7] 4% [X CDR2, HoAU & HAASEQ 1D NO: 191 /s F I &
LR s FNE B n] AZ X CDR3, HALS HASEQ 1D NO: 192F7 7R 7 FI I 2 AR -

[0223] 7R RSt o , B g TR L B v AR X i R AR X AL A ca) EEAE AR
[XCDR1, % E 7] 2 [X CDR1M, & SEQ ID N0:94.98.102.106.110.114.118.122.126.130,
134.138.142.146.150.154.158.162.166.170.174.178.182 186 F1190 1 fF-fa] —AMft) &1 ik
B 7 5, B B 20k 2934 T BB EUAR I AR 44 s b) #4% 1] 4F [X CDR2 , 1% H1 8% 1] 48 [X CDR2E
4'SEQ ID N0:95.99.103.107.111.115.119.123.127.131.135.139.143.147.151.155.
159.163.167.171,175.179.183 187 FI191 FHAEA] — N 2 FE R 7 41, sl H B 2184534
FAILRBUACHI AR A ; DL Mz c) B 5% A AR [X CDR3 , 1% 5 £ 7] A8 [X. CDR341, &' SEQ ID N0:96.100.
104.108.112.116.120.124.128.132.136.140.144.148.152.156.160.164.168.172.176.
180,184 188 MI192H AT — AN 2 EE IR 751, B H B A 218 293 R AR R BRI AR 1
[0224] 75 JE L STt 4] o, B o A T A B 7 B A ] AR X, 12 FE B T AR [X A 7 CDR 1 45 #4043
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CDR24% #4935k FICDR3 45 #4145, , H A1 1% CDR 1 45 #4338, . CDR2 45 A4 45 FNCDR 3 25 #4373 73l 5 A 6 75 78
7% B i A] A X FR ¥ CDR 1 45 #4138 . CDR2. 45 /4 S FICDR3 25 M35k , 1% 2 F i ] A X A & ik H
FHSEQ ID N0:97.101.105.109.113.117.121.125,129.133.137.141.145.149.153.157.
161.165.169.173.177.181.185.189F11934H 5 I 4H i) 8 L B2 7 471

[0225]  #F JE b sijifi ) b, BASE M BTAR AL 2 : EEBE T AR X CDR1, HiA0 4 HAGSEQ 1D NO:94
s P A B 2 1 s RS AT AR X CDR2, HoAw & BAASEQ 1D NO: 957 7 51 (1) 2 2L I s A EE i
A[AZ X CDR3, HAL & B ASEQ 1D NO: 96 7R T A1 (1) 8 J R o 1 6 St 451 o, B85 ) 3l 4k
05 EEAE T AR [X CDR1, HoAl & A SEQ ID NO: 987 ¥ 4l i) 22 JE R 5 ¥ % ] A8 [X CDR2, H:
A& HASEQ 1D NO:99Ff R 7 HI & 4R ; A B n AF [X CDR3, Fo AL & HASEQ 1D NO:100
7R 7 S S B TR o A i e S it 3], B 8 R34 £ B - B T AR X CDR1, HAL & BASEQ
ID NO: 10277 5 51 ) & a8 s B 4% 7] 4% [X CDR2, HoAU & HAASEQ 1D NO: 103/~ F I &
JE ; A EE 55 0T AR X CDR3, Hof 4 ELAASEQ ID NO: 104775 F 5 &R FL R . 78 F e st 5 vp
BB RS AL B s B W] AF X CDRL, HA & ELAASEQ 1D NO: L0678 7 41 (1) S HE I s B %
AJAZ[X CDR2, HoAw & HAASEQ ID NO: 1077w 7 F1 ) 28 ZE IR s A1 =585 W] 42 X CDR3, HoAu 2 A
AHSEQ ID NO: 10817~ 51l ) & JE R - 75 1 o S it 451 o, B 5 A P A L 5 - E A ] AR X
CDR1, HALE HASEQ 1D NO: 1107~ 7 H1I i & BE 1R ; B 4% 0] 42 [X CDR2, H AL B A SEQ 1D
NO: 11177 Fe 51 ) 28 1 s A BB 4 AT A% [X CDR3, HoAu & HLAA'SEQ 1D NO: 1127 7 F1l ) 2 4
MR o 70 HE MG St ) vp , 5 4 A AR L 5 : T AR X CDR1, HAL & B ASEQ 1D NO: 114H1R
FF I R L2 s B BE AT AR X CDR2, H A& HLAGSEQ 1D NO: L15HT/R 5 FI I & L R 3 Fl & 5 ]
X CDR3, HAL & B A SEQ ID NO: 116FT7R T 41 () G LR o 71 HE £ S fgi] o , 2R 45 K 344
£ 2 AR AS X CDR1, HoA, & H A SEQ ID NO: L18FT /i 751 () & H % ; B 5% 7] 48 [X CDR2 , H:
5 BASEQ ID NO: 119F 7R 7 81 I 2 2 1R ; A1 E 5% 7] A2 X CDR3, HAU & HAASEQ 1D NO:
1207 J7 B B IR IR o 75 L STt ) v, BR s A A0 &5« RS ] AR X CDR1, HEL & A f
SEQ ID NO:122f7n Fp IR Z 2L ; B % ] A2 [X CDR2, KA & HAASEQ 1D NO: 123 7R Fr 41
IR s FE BE AR X CDR3, HAL A B SEQ 1D NO: 124 F17R 7 S & L R o 78 5 2L 5
e, BRSSP B B ELE R AR X CDR1, HAL T B A SEQ 1D NO: 1267787 51 A L L 5
FEAE N AR X CDR2, H A2 B AGSEQ 1D NO: 127 7 51 i & FE R 5 A1 2 4% v] A8 X CDR3, A8
F FLASEQ 1D NO: 12817 7 B[ R IR IR - 75 2L s 51l o , B My iR A 5« BB m AR
X CDR1, HAL & B ASEQ ID NO: 130Fr 7~ 7 41 i 2 HE 1R ; F 4% v A2 [X CDR2, Ho AU 7 B SEQ
ID NO: 131J77~ 31 i & 42 ; A e 4% 7] A8 X CDR3, F A& H A SEQ 1D NO: 132171 5 F1H)
RIS A S S5, B A A B B W AR X CDR1, Hof & FLAA'SEQ 1D NO: 134
BT 7 7 B0 28 HE I s BB v A8 X CDR2, H A HLAASEQ 1D NO: 13578 7 41l (1) S 2L s FEE
HE T AFX CDR3, H AL S B A SEQ 1D NO: 136777 511 S HE IR o 1 JE e St 491 o, B 285 g 33
Pk & . EAE R AR X CDR1, H A& HASEQ ID NO: 138F1/R 7 5 & L R ; 4 n] 48 [X
CDR2, HALE HASEQ 1D NO: 139F7 7 7 FI I 2 AL R 5 AN 8 4 n] 4% X CDR3, H AL 75 2L A SEQ
ID NO: 1407 7 51 ) S IR o 7E B e St g o , B 25 A S AR B 7 - F S n] A8 X CDR1, HAL,
F HASEQ ID NO: 142/ 7~ 7 FI & 4R ; B 5% n] AF [X CDR2, HAL & HASEQ 1D NO: 143f7
TNJT N R IR s M E T AZ [X CDR3, HAL &% B A SEQ 1D NO: 144 P75 7 FI I R 3L IR - 75 5
S S it 5] b, BRLE RS AR L - EEAE R AR X CDR1, H A& HASEQ 1D NO: 146 17 7 51 )
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SR AT X CDR2, Hofu 2r A SEQ ID NO: 1477 5 %1 {1 28 JE 1% 5 A0 88 4 ] A8 X
CDR3, HAL & B ASEQ 1D NO: 148F17R 7 F1I ) Z SR o 11 S e S jfe 451 o , B 5 MR PL AR B 75
FEHENAFX CDR1, H A B AGSEQ 1D NO: 15017 7 51 i & FE R 5 8% v A8 X CDR2,, HoAL &
HASEQ 1D NO: 1517~ 7 HIIH & 4L ; A 5% n] AR X CDR3, HA & A A SEQ 1D NO: 15257
TN T B 28 FE TR o AE S EE St 45 vh , B A TR Rl 7 EEEE VT AR X CDR1, HoAd & HL A SEQ
ID NO: 15477 5 51 & Fa g s B 4% 7 4% [X CDR2, HoAu & HAASEQ 1D NO: 155 /R T FI&
LW, AN EE 55 R4 X CDR3, HAL 4 B SEQ 1D NO: 1567755 5 51 JL 15 o 45 - b sz o] o
SRR PR AL EAE T AR X CDRT, HoAL & HAA SEQ ID NO: 158 7 HI I 2 2L 1 3 B 4
A[AZ X CDR2, HAL S HASEQ ID NO: 15907 7 FIl i) & JE 1R ; A1 E 5% n] AZ [X CDR3, HAL 75 B
AHSEQ ID NO: 16077~ 7 51 ) & JE R - 75 7 o St 451 v, B 25 A P A L 5 - E A ] AR X
CDR1, HALE BHASEQ 1D NO: 162177~ 7 H1I i) & BE 1R ; B 4% 1] 42 [X CDR2, H AL B A SEQ 1D
NO: 1637 7% 7 51 (1) G2 1 ;A1 BB 4 7] A% [X CDR3, HoAu &y HLAA'SEQ 1D NO: 164171 /7 F1) ) 2 5
MR o 77 SR MG St ) rp , SR A AR L 5 T AR X CDR1, HAL & B A'SEQ 1D NO: 166 f17R
FF I R L s B BE AT AR X CDR2, HAU & HLAGSEQ 1D NO: 167H1R 7 FI & L R ; Fl & 5 ]
X CDR3, HAL & B A SEQ ID NO: 168FT7R T 41 () G HL R o 71 HE L6 S fgi] o , 2R 45 R 3 i 44k
£, 4 EAE AT AF X CDR1 , HoAu & H A SEQ 1D NO: 17017 5 51 () 4 a8 ; =1 % 1] A% [X CDR2, H:
5 BASEQ ID NO: 1717 78 i 2 2 1R ; A1 E 5% 7] A2 X CDR3, HAU & B A SEQ 1D NO:
V720078 7 B R IR IR o 7 HELL STt 9 v, BR s A B 75 RS ] AR X CDR1, HE & A A
SEQ ID NO: 1740 7x 75 () s R s B85 v A2 X CDR2, H A & HASEQ 1D NO: 175 7R /74
(R LR ; AN BE A A8 X CDR3, H A& FLAASEQ 1D NO: 176 TR 7 H1 & L R » 78 K- 2L 5 i
i, B EE RSP A B B« B R AR X CDRL, HAL T A SEQ 1D NO: 178F /87 A1 A L L 5
FEHE N AR X CDR2, H A B AGSEQ 1D NO: 179717~ 7 51 i) & FE R 5 A1 2 4 v] A8 X CDR3 , A8
F HASEQ 1D NO: 180FT/R T FI 1) & IE R » 75 HE L ST it 5] p , B 5 Ry 3k oA (0 5 « B my AR
X CDR1, HAL & HASEQ ID NO: 182F7~ 7 41 i 2 HE 1R ; F 4% v A% X CDR2, Ho AU 7 B SEQ
ID NO: 183f7~ 1 i & 5182 s AN e 4% 7] 48 [X CDR3, H AU & H A SEQ 1D NO: 184F17R 7 F1H)
RAILFR  AE LS vp , BASERI HTR AL  : BT AR X CDR1, Ho & HATSEQ 1D NO: 186
B 7 51 B 2 R 0 s B S ] AR [X CDR2, HoAw & ELA'SEQ 1D NO: 187/ 7 FI I & JE 1R ; A
R AZ X CDR3, HAL & HASEQ ID NO: 18875 7 41| () Za R o 77 JE £ ST 57] B 455 Ay
Pk & EAE R AR X CDR1, H A& HASEQ ID NO: 1907171 7 5 i & 34 R ; 4 n] 48 [X
CDR2, HAL % HASEQ ID NO: 191 Frn 741 i 2 JE IR ; A # 4 7] AZ [X CDR3, H AU 7 A SEQ
ID NO: 1927 7 A 2 B R

[0226] 7 Jt e ST i 3] v , R s AT ST AR 0 5 B A T AR X, 1% EEL B 0] AR XL B i H I SEQ
ID N0:97.101.105.109.113.117.121.125.129.133.137.141.145.149.153.157.161.165.
169.173.177.181.185.189F11934 i i1 2H ) & LR 7 51 B A & /0 2180 % 85 % 90 % +
91% .92% .93% .94 % .95% .96 % 97 % 98 % 99 % B 100 % J£ 5] [5] — VL) ILFR FE 41 o £
R ST it 5] o, B 2B RS B AR R B B AT AR X i E B AT AR X B i H EHSEQ 1D NO: 97,
101.105.109.,113.117.121.125.129.133.137.141.145.149.153.157.161.165.169.173.
177181185 189A11932H B i) 4L F) = FE R 41

[0227]  #E RSt 5] v, B 2 P B & B v AR X, i B i AR X AL SEQ 1D NO:
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9T FT NI B IR R T 9 o 75 R e S A5 o, BRL S Mk b B0 B B T AR X, % A n AR X AL
SEQ ID NO:101F77~ B Z BB 7 41 o 71 3 e S it 451 o, B AR B 3 BB T AR X, 1%
] AF X AL SEQ 1D NO: 105FT /R I R EEER T 5] o 15 2 e S it 5] 1, B 235 P 3o A 5 o e
AIARIX, iZEEE AR X AL A SEQ 1D NO: 109 7 (1) SRR 7 41 o 1 i L8 S it 491 1, B 285 4 358
PR S EE I ARX , 1% EAE A AR X A5 SEQ 1D NO: 1138 IR LR P 51 o 75 J 21 51 it 451]
o, B R IR B B R I AR X i R R AR X AL SEQ 1D NO: 117 R AR T 51
TR St ], B e MR L S B T AR X i B v A X AL SEQ 1D NO: 121FR i
RAIEIR T ) o 18 L STt {51 v, B 25 RSP AAR B & B m AR X, 1% B A n] AR X AL SEQ 1D
NO: 125 Ffr 7R B S LR T 41 o £ S e S Agi] o , SR e A oA 0 7 BB m AR X, 1 E i ] AR X
B SEQ 1D NO: 129F7 7R R R 7 1) o 7 e e S it 451 o, B s M IR B & L BE T AR X
ZEFE X AESEQ 1D NO: I33FT /R R IR 7 1 - 75 F-Le st v , s s b
FEEE X, LB A X A5 SEQ ID NO: 137 R S L BR T 41 o 7E 56 52 Jta 5] v , B 485
PSR S EAE A AR X, 1Z E AR X A S SEQ 1D NO: 141 TR R IEIR 7 51 » 75 Fdesi
Jita 5, B 2E RIS LS A A AR X, 1Z A R AR XA SEQ 1D NO: 145 TR I & LR P
B o 75 JE e S 451 v, g R IR L S B T AR X, % E B N AR X AL A SEQ 1D NO: 1497
TN R IR T B o AE F L St 451, B 5 M A L B T AR X, 1% E A ] AR X AL SEQ
ID NO: 153/ 2 B BRJT 41 o 7E FE L St 49, B 25 M i & B BE T AR X, % B ]
A XA SEQ 1D NO: 157 TR R FER 5] o 7E F- LU S it 451 o , B &8 My 3P (o, sk ) AR
X, % B 0] A X AL & SEQ 1D NO: 161 B I 2 L 7 51 o 70 HE e S jt 451 v, B8 25 F 3l 4k
4 BRI AR X , i E AT AR X A5 SEQ 1D NO: 165 7% 1 G K i85 47 o 78 J e 52 it 451 o
FAZE RIS EL S B N AR X 1% H A ] AR X BL T SEQ 1D NO: 169 /R R LR T 41 o 71 4t
S S 451 o, B AR P AR L A B T AR X, 1% A AT AR X 5 SEQ 1D NO: 1737 () & 5k
& 7 51) o 75 SR e S e A5 v, B S A TR B & B v AR X, 1% B A v AR X AL SEQ 1D NO:
177 TR R IR 7 31 o 75 e S 4o o, PRt RSk P AR (0 5 S ] AR X, 1% EE B m] AR X A
£ SEQ 1D NO: 181HT/R IR IEIR 7 51| o 8 L Se St 9 o, PRSIk BT AA B & v X, 1%
HEERTARX AL A SEQ 1D NO: 185 T/ R IR IR T 41 o 75 i L S 451 o, PR &5 R Sl b B0, 75
BERARIX , 1% EEE ] AR X A SEQ 1D NO: 189FT/R A R IE IR 7 51 o 7 S e St ] o, P45 4
WA B ARX , ZEFE XA ESEQ 1D NO: 193 /R IM & 3 FE 741 «

[0228]  FEIEse s , B 55 ] AR X iR AL B AR T 2 A TR 7 A1 T & B 2 491, 492,493,
294,295,216 2)T . 218 £I95H L1101 2 kIR HUAR L 5k 2 A/ BRAS o o 6 B 6 ST 5] v, 2 R IR
HURZ PR S U

[0229]  FEIELEsTiifl , B ok ik 5 S B PiTIGI TR S5 MR P iASE X 5e 4 HTIGI T4,
B S HEPITIGITHREE M PR & 7F . EHE AR X CDR1, HAL & B SEQ ID NO: 1FTR P
P IR ; FE8E 0 AP X CDR2, H AL A B SEQ 1D NO: 27 7 51 1) = L TR 5 A EE 4 ] AR [X
CDR3, HAL & B A SEQ 1D NO: 3FT7R 7 HI AR o 78 FE L Sl 5 vp , B 25 MRk 5555
PUTIGITHREE MIBH U L 5e G STICITSE &, 1% S H PUTIGI THEE My I P T & 75 - FfErT
AFXCDR1, HALE BAGSEQ ID NO:5HrR 7 HI ) s FE i 5 25 5% i) A2 X CDR2 , HoAL 7 B A SEQ
ID NO: 677 51 () S L% s F1 8 5% 7] 4% [X CDR3, HoAU 2 HAGSEQ 1D NO: 7Hf 7 /7 51 () 4
W% o 76 HEBE STt vh , B I AR S 2 EHITICI T S5 M Hi A e X 4 5TICITS: & , %
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SEPUTICI T 5 M Hi AR (0 & 75 . EBE ] AF X CDR1, HAL & B A SEQ 1D NO: 9F /=% 511
AW EAEE AT X CDR2, HoAu & HLASEQ ID NO: 107 7 71 ) & KL 1 » 1 5 5 7] A% [X
CDR3, H AL HAASEQ 1D NO: 1B R 7 A AL R o 75 S e STt 9] p , B e Wik 555
PUTIGITHREE MIBH U L5 G STICITSE &, 1% S H PUTIGI THEE My I P T & 75 - FfErT
AZF[X CDR1, HAu 7 BAASEQ 1D NO: 13 /7 41 1) & FL i s B 4% v A% [X CDR2 , Ho A 7 B A SEQ
ID NO: 14Fr7R 5 51 28 B % ; F1 5 4% W] AR [X CDR3, L AL & HAASEQ 1D NO: 15775 FE 51 &
PR o AE HELE S5 1, BRSSP S S HITICI T A5 A AR A X e 4 HTIGITZ: &
S PITIGI TR L MR PR B3 78 - ELEE n] AF X CDR1, HAL & HASEQ 1D NO: 17HR 741
() S BB 5 B5 5% A AR X CDR2, Hi A& B A SEQ 1D NO: 187~ 7 51 [ &8 3L R ; A B2 5 ] A8 [X.
CDR3, H AL HAASEQ 1D NO: 19F7 /R 7 AW R R o 75 HE e STt 49 p , B e Wil 555
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S PITIGI THLE My T A & 75 - E g r]
AZF[X CDR1, HAU 5 BAASEQ 1D NO: 21 B 7 A1 1) = L s B4 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO: 227 5 71 ) 28 FL %« A1 5 4% W] AR [X CDR3, LA & HAASEQ 1D NO: 23775 FE 51 &
PR o AE HELE ST 5], B LS AP A S S HITICI T A5 A iR A X e 4 HTIGITZ &
ZSEPUTIGI TR LS MR PR B3 78 - ELEE n] A X CDR1, HAL & HASEQ 1D NO: 257~ 751
() 5 FE R ; T 5% 7] AR [X CDR2, Hi A& B ASEQ 1D NO: 26 7 /5 51 f) G2 J 8 A1 52 % mf AR [X.
CDR3, H AL HAASEQ 1D NO: 27 /R 7 AW R R o 72 HE e STt 9] v , B e Mg ik 555
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S H PTG THLE My A & 75 - EgE r]
AZF[X CDR1, HAu 7 BAGSEQ 1D NO: 297~ 7 41 1) 2 I s B 4% v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 307 5 71 ) 28 FL %« A1 5 4% W] AR [X CDR3, AL & ASEQ 1D NO: 317K FE A&
PR o AE HELE ST 5] 1, BRSSP AR S S BITICI T S A AR A X e 4 HTIGITZ &
ZSHEPUITIGI TR L MR PR B3 7 - ELEE n] AF X CDR1, HAL & HASEQ 1D NO: 33FrR /741
) S JE R 5 B5 5% 7] AR X CDR2, Hi A& B A SEQ 1D NO: 34771~ 7 51 [ &8 3L R ; A B2 3 ] A8 [X.
CDR3, H AL B AASEQ 1D NO: 3577 7 HI (M AL R o 75 S Le STt 49 h , B e s ik 5 5%
PUTIGITHREE MIBH U L5 G STICITSE &, 1% S H PUTIGI THEE MU & 75 - FfErT
AFX CDR1, HAu & BAGSEQ 1D NO: 37THrs 7 41 1) & FL % s B4 v A% [X CDR2 , Ho A 7 B A SEQ
ID NO: 38~ 5 #1 ) & FE g ; A1 5 5% 1] A8 [X CDR3, Hof, & B A SEQ 1D NO:39F /R 4 K&
PR o AE HELE S5 1, B LS AP S S HE HITICI TR A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR LS MR PR B3 78 - ELEE n]AF X CDR1, HAL & HASEQ 1D NO:41FR /751
() S R 5 B5 5% AT AR X CDR2, Hi A& B A SEQ ID NO: 427~ 7 51 1 & 3L R 5 A B2 5 ] A% [X.
CDR3, HALF B AASEQ 1D NO:43F7 7R 7 AW AL o 75 HE e STt 9] h , B e Mg ik 5 5%
PUTIGI TR LE MBI e 4 STICITE &, 1% S PITIGI THLE My T A & 75 - E g r]
AZF[X CDR1, HAu 7 BAASEQ 1D NO: 457~ 7 41 1) = FL % s B 45 v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 4677 5 51 () 52 Kl ; A1 5 5% 7] A8 [X CDR3, A& A SEQ 1D NO:47 R FHI &
PR o AE HELE S5, B LS AP AR S S HITIGI TR A5 A AR A X e 4 HTIGITZ &
ZSHEPITIGI TR L MR PR B 5 78 - ELEE n]AF X CDR1, HAL & HASEQ 1D NO:49F7R 771
(1) L%  H 85 T AF [X CDR2, HA & HAASEQ ID NO: 507/ /7 51 () S R s A1 & 55 AT A8 [X
CDR3, H AL HAASEQ 1D NO: 51T /R 7AW AL o 75 HE e STt 9] h , B e ik 555
PUTIGI TR LE MBI e 4 STICITE: &, 1% S PITIGI THLE My T A & 75 - EgEr]

50



CN 115023442 A W OB P 34/102 7T

AFX CDR1, HAu 7 BAGSEQ ID NO: 537~ 7 41 1) = L s B4 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO:54F7 7 5 51 ) 5 Rl ; A1 EE 5% 7] A8 [X CDR3, HiAL & A SEQ 1D NO: 550 /R HIH &
PR o AE HELE S5 1, B LS AP A S S HITICI TR A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR LS MR PR B3 78 - EL % n] AF X CDR1, HAL & HASEQ 1D NO:57HR /741
() 52 i ; 5 T AR [X CDR2, HiAu 2 LA SEQ 1D NO: 58 7 /7 41l [ 28 JiE 8 5 A 2 i ] A% [X
CDR3, H AL BAASEQ 1D NO:59FT /R 7 A R R o 75 S e STt 9] v , B e s ik 555
PUTIGI TR LE MBI X oe 4 STICITE &, 1% S H PITIGI THLE My T A0 & 75 - EgEr]
AZFX CDR1, HAu 7 BAGSEQ 1D NO: 617~ 7 41 1) = F i s B 45 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO: 627~ 51 & L g ; A1 5 5% 1] A8 [X CDR3, Hof, & BAASEQ 1D NO: 637 7R 5 4 K&
PR o AE HELE ST 9], B LS AP S S HITIGI TR A5 A AR A X e 4 HTIGITZ: &
S PITIGI TR LS MR PR B3 7 - FL % n] AF X CDR1, HAL & HASEQ 1D NO:65F17R /771
() 52 i ; H A5 T AR [X CDR2, HiAu 2 LA SEQ 1D NO: 6637 7 /7 51 (1) 28 L 8 5 A 52 i ] A% [X
CDR3, AL HAASEQ 1D NO: 67T/ 7 A AL o 75 S e STt 9] h , B e s ik 5 5%
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S PITIGI THLE My A & 75 - EgEr]
AZF[X CDR1, HAU 7 BAGSEQ ID NO: 697~ /7 41 1) = L s B 4% v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 707~ #1 )  FE g ; A1 55 5% 1] A8 [X CDR3, Hof, & B A SEQ 1D NO: 71 RF AR A
PR o AE HELE ST 5] 1, B LS AP S S HE BITIGI TR A5 A AR A X e 4 HTIGITZ &
ZSHEPUTIGI TR LS MR PR B3 7 - FL % n] AF X CDR1, HAL & HASEQ 1D NO: 73fr7R 751
() S BB 5 B5 5% AT AR X CDR2, Ho A& HASEQ ID NO: 74077~ 7 51 1 & 3L R ; A B2 5 ] A8 [X.
CDR3, H AL HAASEQ 1D NO: 75T/ 7 B[ R L R o 72 S e STt 49 v , B e Wik 555
PUTIGITHREE MIBH U e G STICITSE &, 1% S B PUTIGI THEE My I & 75 - FfEnT
X CDR1, HAu 7 BAASEQ ID NO: 777 7 A1 1) = R s B4 v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 787~ H ) & L g ; A1 5 5% 1] A8 X CDR3, Hof, & B A SEQ 1D NO: T9F 7R A HI &
PR o AE HELE S5 1 , B LS AP S S HITICI TR A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR L MR PR B 5 78 - ELEE n]AF X CDR1, AL & HASEQ 1D NO:81FT7R /741
() 5 FE R ; T 5% A AP [X CDR2, Hi A& EASEQ 1D NO: 8257 /7 51 i) 52 J 2 ; A1 55 % mf AR [X.
CDR3, HA & HATSEQ 1D NO:83f R 7 HII Z 8 -

[0230] 7Rt st 9 v , BA o AT AR L B ] AR X, i R AR X AL A s R AR X
CDR1, H AL & HASEQ ID NO: 1FT/R 7 4 1) & B L s B85 nf AZ [X CDR2 , H AL & A SEQ 1D
NO = 27 5 47 1) B2 IR 5 A 4 7] A8 X CDR3, oAU & BAASEQ 1D NO: 3R 541 1) R L R
E LG S g v, B SE RA S P AR fL  E R AR X, i E ] AR X A B A AR X CDR1, H
£ HASEQ 1D NO: 57N 7 HII & SR s 55 nT AR [X CDR2, HA & H A SEQ 1D NO:6fi 7w
75 1) R R 5 AN 4 AT AR X CDR3, FoAL & HAASEQ 1D NO: 7R 7 71 I & B4 IR o 7 3 2 5
Jit 5, B AR B S B AR X iZ B AR X A EEE AR X CDRL, HE & A
SEQ ID NO:9ff/~ 4R 3R ; B 4% 7] A8 X CDR2, H A& HAASEQ ID NO: 10 /R A&
SR ;AN W AF X CDR3, JL AL 2 HAASEQ 1D NO: 11T 7% 9 1 S R o 75 S e 5 it 45 v
B A R S EEE R AR X i AR X AL AR R AR X CDR1, HA & B A SEQ 1D
NO: 13FT 7 7 51 I R L TR 5 S5 4% v AF [X CDR2, HA & A SEQ 1D NO: 14fT 7 7 51 B R L TR 5
HITEE 4 A] A [X CDR3, Ho A& ELASEQ 1D NO: 157 41 ) S FE R o 7F L b S it 5] o, B 45 4y
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WA & EEE AT AR X, Z E A v AR X LA EAE R AR X CDR1, A S B A SEQ 1D NO: 177
TNIT N B AR s B4 0] AR X CDR2, H AL BASEQ 1D NO: 18Ff7R 7 41 (1) 2 HE IR 5 A1 EL 4 m]
AZ X CDR3, H AL 7 B A SEQID NO: 197~ 7 F1 ¥ 2 R R o 1 5 e S it 451 o, B & M AR B
PTEAE AR A% H A AR X AL SR RTAR X CDRL, HA 5 B A SEQ ID NO: 21 R A1 K]
AW EAE W AT X CDR2, Hou & HLASEQ 1D NO: 227 7 7 5 ) & KL 1« 1 5 5 7] A% [X
CDR3, H AL B AASEQ 1D NO: 23F7 7 7 B (M) B AL R o 75 S L S it 4] v, B s M A 0 75 B
ST AR X, 1% B O] AR X A Ay B W AF X CDR1, 30602 B A SEQ 1D NO: 257 J5 41l 1) 4 ik
W% ; B 5% T A8 [X CDR2, Hif, & H A SEQ 1D NO: 267 /5 471 ) 52 J 1% ; A1 24 7] A8 [X CDR3 , L
5 HASEQ ID NO: 27 7R 7 HI I 2 JE R - 78 5= e s fta 49 o, 5 25 M e A 4 & B v AR
X, ZEFE A X AL E: EEAE AT AR X CDR1, FoAL & B AASEQ 1D NO: 29Ff /R 7 5[ &L ;
FET] AR X CDR2, HoAL & BAASEQ ID NO: 30F 7~ 7 FII 2 L IR 5 A 5% i) AF [X CDR3, HAL 7 B
ASEQ ID NO:31H7R 7 HI S L IR o 7 HE Le St 491 o, SR S5 AP (0 & L v AR X, 1% E
BT AR X AR AT AR X CDR1, HAL S FLAASEQ 1D NO: 33FT/RFF A I & 3R 5 B4 Al 48 (X
CDR2, HAL & BASEQ 1D NO: 34F /R 7 HI I 2 2L s A B 8% n] A8 X CDR3, AL & A A SEQ 1D
NO: 35T 7 J7 51 1) S J 2 o 7 A S it 1] o, B s A I AR B0, 5 L B mT AR X, 1% A ] AR [X
05 A4S T AR X CDR1, Hofl & A SEQ ID NO: 37 7R 7 41 i) & JE R 5 =5 5% i) A8 [X CDR2, H:
& B SEQ 1D NO: 38F7 7 ¥ 41l i & JE IR 5 A1 2 4 n] AF [X CDR3, AL & EL A SEQ ID NO:39
BT 7R 7 B ) IR TR o A SR LS STt v, SR e i s i 0 & B I AR X, % A n AR X A B e
HHEATAZX CDRL, HoA & BAASEQ 1D NO: 41787 51 2 2L 1R ; HFE ] A2 [X CDR2, HoAw 7 A
AHSEQ ID NO:42Fr7/RJFHI 2 IR s M E ] AZ X CDR3, H AL & B A SEQ ID NO:43F/R)F
T R LR o 7F FE L S fta 47 b, g My TR L & BB T AR X, 1% S T AR (X Ay AT
AZF[X CDR1, HAu & BAGSEQ 1D NO: 4577~ 7 41 1) 2 S s B 45 v A2 [X CDR2 , Ho A 7 B A SEQ
ID NO: 4677~ 5 51 ) Z JE R ; A8 4% 7] A5 [X CDR3 , Ho A& B A SEQID NO: 47 fir 7 e 41 i) 4 s
B o 7 SR STt ], B A LA L & BB NI AR X i EE A ] AR X AL BB N AR X CDR1,
HA 2 BASEQ 1D NO:49F7R 78 1) 2 S IR s S EE v A8 [X CDR2, HoA & B SEQ ID NO:50
B 7 4 ) G 2 B 5 A1 B n] AF X CDR3, H AL 3 A SEQ 1D NO:51FT/R 7 A & LR - 78 4
b S it 451, B S AT L S B AR X, 1% R A AR X S B T AR X CDR, HAL A
HASEQ ID NO: 537~ 74N & L s B4 v AZ X CDR2, HoAu & BAASEQ 1D NO:54F7R 7
FIH) I WL ; A B v AR X CDR3, Hof & FLAASEQ 1D NO: 557 7 41l i S FE IR o 75 - 8 5 it
B, B EE H ST A B B T AR X, % E B T AR X AL A s L T AR X CDR 1, HAL 7 B A SEQ
ID NO: 577 5 51| (1) 5 3L % ; B 5% 0] 45 [X CDR2, HiAu 4 B SEQID NO: 58 7 J5 %Il [ 41 3k
Fi% . AN 4% P AR X CDR3, Ho A & A SEQ ID NO: 597 Ff 4l i 2 i iR o 76 e s i 43 v, 2
SERER PR S ERE AR X ZEE A AR X A A R AR [X CDR1, HA E B A SEQ 1D NO:
61T 7~ T I I 2 S 5 B4 n] A2 X CDR2, HAU & HAASEQ 1D NO: 620 7 JF A1 I B I s A
FE AR X CDR3, HAL S A SEQ ID NO: 637N 7 71 I S L IR o 75 F- L st o, B 25 M 3t
AL EEE A AR X, 1 ZE A X A A AR X CDR1, H AL S B SEQ 1D NO: 65778 7
G R IR ; S AR X CDR2, HAL £ HASEQ 1D NO: 667 7~ 7 41 1) & FE R 5 N 2 4 v AR [X
CDR3, H AL B AASEQ 1D NO: 677w 7 51 (1) B I R o 75 S L S it 4], B s M A 0 75 B
SETTASX , 1% B 0] AR X A Ay B4 W AF X CDR1, 30602 B A SEQ 1D NO: 69FT 7 J5 471l 1) 4 ik
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W% ; BT AE [X CDR2, Hof & HAASEQ ID NO: 707 5 41 i S 3 R 5 A =4 ] AR [X CDR3 ,
8 HASEQ ID NO: 717N 7 HI K 2 JE R - 78 5= e 5 fta 45 o, 5 25 M e & B 5 v AR
X, % 4 n] A8 X AL & . EHBE AR X CDR1, HAL & HASEQ 1D NO: 7T3H7R 7 HI & 4R s B
FET] AR X CDR2, HoAL & BAASEQ ID NO: 74F7R~ 7 FII 2 L IR 5 A1 55 i) AF X CDR3, H AL B
ASEQ ID NO:75HT78 7 B S LR o 7 HE Le St 491 o, SR S5 I 0 & A v AR X, 1%
FETTAR X AL B4 W AR X CDR1, A& B AASEQ ID NO: 77T/~ FI I & L R 5 B4 n] A [X.
CDR2, HAL 7 BAASEQ ID NO: 78Ff 7~ 7 FI I 2 L IR 5 A1 EE 5% n] AZ [X CDR3, HoAL &% H A SEQ 1D
NO: TR 7 T 51 1) S J R o A A S it 1] o, B s A I AR B0, 5 L mT AR X, 1% B A ] AR [X
f0,4r: EEEE T AF X CDR1, A0 2 A SEQ ID NO: 81F1/RJF 7 5 J: % ; 3 5% 7] 48 [X CDR2, H:
& B SEQ 1D NO:82F77m - 41| i & FE R 5 A 2 4 n] AF [X CDR3, AL & LA SEQ ID NO:83
BT 7 5 B S 2R TR -

[0231] 75t ST ] v , B s AT AR 0 75 B T AR X, 1% EL B m] AR X 7 553 H I SEQ
ID NO:4.8.12.16.20.24.28.32.36.40.44.48.52.56.60.64.68.72.76.80FI84ZH i [ 41 [+
AT A E/2180% .85% .90% 91 % .92% .93 % .94 % .95% .96 % 97 % . 98% .
99% 8100 % JF 51 [ — 1 B L TR JF 5] o 1 e S it ) 1, B 235 Ry I A B 7 B e ] AR X
1% R 4% T AR [X 4047 3% F FHSEQID NO:4.8.12.16.20.24.28.32.36.40.44.48.52.56.60.64.
68727680 FN84ZH i) 2H 1) Z FE IR 7 41 o

[0232]  FRBELLsTytifrh , AR AR X P A S AR A ER AR AS 22 4)1.4)2. 413,
294,295 216 2T 218 ZI95K L1101 R HUAR L ik 2 A/ BRAS o o 6 B 6 ST 5] v, 2 R IR
HUARR PR S U

[0233] 7R KLl s h , B ek A B L & BB nT AR X, 1% B 0] AR X AL SEQ 1D NO:4
B W R BE IR 7 51 o 15 B8 S it 451 v, B S5 A 3P B 7 BB T AR X i E B T A X AL A
SEQ ID NO:8HT/RMI R IR 7 51 o 78 L Sl 5 p , B 25 My kb A 7 B T AR X, 1% B
AIARX AL SEQ 1D NO: 127 7 B R B IR T 41 o 5 HE S S it 451 A, B &5 A S i A B 3 B ]
BX, ZEFE AR X AL A SEQ 1D NO: 16577 1 & R R /77 51 o 75 HE 6 ST i ] v 5 B 5 A 3 A
4 BT AR X, % EAE N AR X AL 47 SEQ 1D NO: 207 7 [ & 3L T8 S5 41 o 75 Hh e szt 5] v, B
SEMJIRPUAR R AR AT AR X, 1% B A AR X AL SEQ 1D NO: 24 FTR R R R T 51 - 78 Kotk
S, B ISR AL S B AT AR X, i E B A AR X AL A SEQ 1D NO: 28 iR I & S R
FF 5 o AF R e s o) o, Bt M IR P A B S AR X iZ EE A AR X AL A SEQ 1D NO: 32/
TN IE TR 751 o A5 FE LS STt 451 v, B S5 A S A B B E R T AR X, 1% 3 A AT AR X B B SEQ
ID NO: 36 i/ 2 LR 7 21 o 75 FELe S g v, PR G iy 0 & BRI AR X, iZ E A T AR
XELESEQ ID NO:40FT/R I Z L 7 51 o 75 HE Le S g o, PR M Sk B & S ] AR X
ZEE AR X AL ESEQ 1D NO: 44FT 7~ I & & TR /7 51 o 76 2 St 5] v, Bt My SR PR B 7
FEHEA[AR X, 1% A A AR X AL SEQ 1D NO: 487~ A S LR 7 51) o E B b s it 451 o , B 45 #y
WA S BT AR, % B AF X A4 SEQ ID NO: 527N K & L 1R 7 71 o 78 3 6 ST it
Bieh, B EE RS T B B R T AR X, % EBE n AR X AL A SEQ 1D NO: 56 A7 I & 2 R 7 471
e S it 451 o, B A TR L B B T AR X, i R A AR X AL SEQ 1D NO:60FT /R
RAIEIR T ) o 18 L STt {51 v, 25 M HTAAR B & B m] AR X, 1% B A n] AR X AL SEQ 1D
NO: 64 7T 7~ 1) S B R T 41 o A 4 6 S it 1] o, B s A 3 AR B0, 2 B mT AR X, 1% A T AR [X
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AL ESEQ 1D NO: 68FT 7 [ R AL L 7 1] o 75 L8 STt i v, B s bR B0 & B T AR X, %
HEERARX AL ESEQ 1D NO: 7T2F7 78 B R B BR 7 41 o 71 i 6 S it 451 o, B &5 A S A B, 5
FENARX  iZ EFE AR X AL ESEQ 1D NO: 76 Al /s [ 2 FE R 1 471 o 75 J5 Se St 5] v, PR 5 g
PR S EEE A AR X, 1Z EEE A A XA SEQ 1D NO:80AT 7 F & FE R 7 41 o 75 52 38 512 it 1)
W, BRI S B AT AR X X EEE R AR X AL SEQ 1D NO: 84 /R IR T 41 -
[0234] 75t STt g9, B 2 AT A B N JRAUAE 22 o 78 Sl S 451 o, N JRALAE 22 6
Tk E HSEQ 1D NO:85-932H B (1) 41 11 HE 5% v A8 X 41 I HEZR 7 471 o 7 E e Sz it 451 o, N
PEHESE A 5% 1 HHSEQ ID NO:85-932H i i) 4HL i) .4 ] A5 [X 7 FIl FRIFR2 7 41

[0235]  FERELLSLy o], FLTIGITHIR AR B FclX o 7EFELL STt 5] 1 , HLTIGI THL AL 5 Fe
X o 7F F e S 5, Fe X AL & AN FelX o 7E S8 st 5l o, Fe X A3 ik H N 4LIFCelX , 1Z 41 H
DL 2H % : TgG TgA gD TgEFITgMIIFelX o 78 FE Ee S5 o , Fe X A ik H N fIFelX , %
ML R 1g61 . 1g62. TgG3 T gCAFe X o 6 H B S i 45 v , Fe [X A0 £ 1gG1 FelX o e
SO STt 5, TgGL Fe X AL 2 — ik 22 Fh 3 o 0 44 40 s M 20 P - 3 ) 4 B 2514 (ADCC) 1 R
A5 AE S R, TgGl FelX 49271235V F243LR292P. Y300L FIP396L K] 5 A% . 7F J e 5
b, 1eGl FelX f9,4 S239D A330L AT 332E /) A% o 78 F e 5 jii 45 b, U TIGI THIAA B &
SEQ ID NO: 194Ff 7RI 2 5L 751 o

[0236]  7F Bt St b, H B W AR X e S B R F e X o 7R SRS STt 5] b, Sk 2 ik
Sk TR LGS 5 h , IR B Sk AL 204 8 24930 ER R o 7 S8 St 5 vh , IR Sk L& 204 8
2915 RAIEIR o A2 FE LS STt b, RSB0 5 F I SEQ 1D NO: 195-2202H B 2H 1) 28 1R
1.

[0237]  7ERESEsLiti ], FelX BEME — AL . 75 R L8 S fa 45 , Fe X Ag Wil it — ek 2 A
T R A R ST R, BITIGI TR & A BRI E ek, Lp A H
AL A BB R AR X ARENS SRR R X o 78 - 2o 5 9l A, PUTIGITHUAR A & B A il
B AR R LSS B, LT IGITHUAR L & = A il o A2 L St 5, LT IGI TP R AR &
B,

[0238]  fEFELLSLy 7], HLTIGI THUAR AT UL Z AN Hifh o 78 FELe STyt (5 , HLTIGI THiAR ]
PUE A0 s =40 04 s oA S S B B\ R o 7 R L STt 451, BT IGT THU A 2 B AT o
FERLLE S5, PUTIGITPUAAR & M) o 78 SR EE St 7 A , PUTIGI THU A DU

[0239]  FEFELCSLta b, PrTIGITHUAR L & 2 4 e MEHUAA , 49 G 0URE S it P, 2K e
BREE A, JBEFY (scFv) B, Fab B, Fab” FBELF (ab’) 2, Fv A B, R R E PV A B
(dsFv) , (dsFv) 2,VHH,Fv-Fcift &%), scEv-Fcil &%), scFv-Fval &4, ik, =Hu4, MUt
IREATAT AT T o AR R L S A5, AL & 2 R S TR (9 W XURs S e k) , A
TR A A SR PR B A PR gy .

[0240]  7F B L SRt b, 55 40 A2 rbRd AH QP I o A8 e S Ag v, IR A OC LR IE H
T, %A B L NH R Her-2,EGFR, PD-L1, c-Met , B4H Mo B 24 J5 (BCMA) , Tk B FiF 1 1 X
(CA1X) , ¥& W47 )8 (CEA) ,CD5,CD7,CD10,CD19,CD20,CD22,CD30,CD33,CD34,CD38,CD41,
CD44,CD49f ,CD56,CD74,CD123,CD133,CD138,CD276 (BTH3) , b ¥R (EGP2) , ;5% =4
Mo BT 52 (TROP-2) , | B2 AR (1 -40 (EGP-40) , & J7 ZH k5B 2 F (EpCAM) , 52 AKX S 1R
HEEBEerb-B2.3.4, R4 A E (FBP) , i6)L LB SZ 44 (AChR) , PR32 44 -a, £ i

54



CN 115023442 A W OB P 38/102 1T

THEG2 (GD2) , #H & 15 HHEG3 (GD3) , A iy for B 306 % S il (hTERT) , P B 45 N\ &5 #4385 52 4
(KDR) ;Lewis A(CA 1.9.9) ,Lewis Y (LeY) , B HRMENLEE S 2 5 0E -3 (GPC3) , L1 4H MKt 4>
T (L1CAM) , KB 116 (Muc-16) , k58 A1 Muc, 1) ,NG2DECAE , MR HL R (W5T4) , 7if 41 fif -4
Mt 5 (PSCA) , FiF Z1 B4Rk S5 14 B 70 i (PSMA) , g A OGHE B 1 72 (TAG-72) , B3 ER [ 18.2
(CLDN18.2) , IfL B PN iz A= KK FR2 (VEGF-R2) , "B REAR IR R 11 (WT-1) , 1 R S R B 1 Ve
P57 AR (ROR1) S HATAZH A o

[0241]  FERELES ] b, BUTIGITHIAR LR A 23697 FIBbR 10 o 78 3 28 STt ) vh L AR ik H
N A DA R IO PR [F AL 2R O G Gk AR

[0242] 2.2/~ HiPDILiA

[0243]  ARAFFiE— DAL T HIPDIHUMR o 78 FE L STt 451 , A SCA FF I HTPD 1A LA 5 58
1455 PD1ER H o 7RSS S 5 o, HTPD TR FH W PDL1AIPD1 .2 8] 1) A BAE o 78 e st
Ja g, e Z2PCT/US 2017/050851 (AF N E R A WO 2018/052818 Al, H P28 i@ it 5
FHUL L HE AR I N AR SO) H A T BT HTPD LA

[0244]  FEREECSLt 5], HUPD1 PR S HPDIPUIAS X34+, 1S HHIPDI TR 5 -
a) EEE AR SE I (VH) 781, HA S (D) & 2 25 R /5 #IFTFSNYGMS (SEQ ID NO:221) [#)
CDR-H1, (2) 108 S B2 5 FITISGGGSNIY (SEQ ID NO:222) ffICDR-H2, BA & (3) fu. 2 & L TR T
FIVSYYYGIDF (SEQ 1D NO:223) [#JCDR-H3; LA Sz #2855 ] A 25 ¥y 3 (VL) J& 1), HAS (1) B8 =
FLFR - IJKASQDVTTAVA (SEQ ID NO:224) [{JCDR-L1, (2) f& & FER ¥ #IWASTRHT (SEQ 1D
NO:225) FICDR-L2; LA % (3) AL & FEMR FF 41QQHYTIPWT (SEQ 1D NO:226) HICDR-L3;b) H 4%
AIARZE R IR (VH) 751, Hoa 2 (1) B9 & & B4R 7 FIIFRFSNYGMS (SEQ ID NO:229) [¥JCDR-HI,
(2) 0,2 & F % FF FITISGGGSNAY (SEQ ID NO:230) [JCDR-H2, LA % (3) A, & & 2 1R 5 %)
TSYYYGIDF (SEQ ID NO:231) fJCDR-H3; LA J2 2 5 nf AR £ #y3sk (VL) F 4], & () B & E it
1% 5 HKASTDVTTAVA (SEQ ID NO:232) fJCDR-L1, (2) £ 75 JE MR ¥ #IWASLRHT (SEQ ID NO:
233) IRICDR-L2; B & (3) 04 5 3£ 1% 7 51JQQHYGIPWT (SEQ ID NO:234) [KJCDR-L3; c) B4 AJ Ap
(VH) G5 #38 F 51), Hof 2 (1) A4 s 5L % 7 FIIFTFSNYGMS (SEQ ID NO:237) f¥JCDR-HI1, (2) 4,
AR LR T I TISGGGSNTY (SEQ ID NO:238) IICDR-H2, LA J% (3) 40, £ & R [T FIVSYYYGIDL
(SEQ ID NO:239) FJCDR-H3; LA Je 32 5 ] AR 4 # 3, (VL) J7 1), A& (1) B &2 LR T4
KAKQDVTTAVA (SEQ ID NO:240) [{JCDR-L1, (2) & & IR 7 HIWASTRHT (SEQ ID NO:241) [
CDR-L2; LA % (3) L& & AL /7 IQQHYWIPWT (SEQ 1D NO:242) [FJCDR-L3; Bkd) = B n] AF 45 44
5 (VH) J5 51, Hofw 2 (1) A8 % 52 )5 5IFTFSNYGMS (SEQ ID NO:245) ffICDR-H1, (2) £, &4
FEBFFITISGGGSNIY (SEQ ID NO:246) [{ICDR-H2, PA & (3) A& 28 K22 ¥ 71SSYYYGIDL (SEQ
ID NO:247) ¥JCDR-H3; DL R B4k vl A &5 #4938 (VL) /751, HAaS (1) A& LR )T 5
KASQDVTNAVA (SEQ ID NO:248) [{JCDR-L1, (2) & & FE R F HIWASTRHT (SEQ ID NO:249) [
CDR-L2; LA % (3) 0 & & R F7 51)QQHYTIPWT (SEQ ID NO:250) F{ICDR-L3.

[0245] 77 st 5 b, HUPD 1A AL B 8 ) AR 45 s (VH) 7 41, LA 5 4 ) AR 45 4
1 (VH) J£ 51, Hofw 2 (1) A8 % 52 )5 5IFTFSNYGMS (SEQ 1D NO:221) ffICDR-H1, (2) £, &%
EEBFFITISGGGSNIY (SEQ ID NO:222) IICDR-H2, PA & (3) A& 28 K22 ¥ F1IVSYYYGIDF (SEQ
ID NO:223) fJCDR-H3; DL R B4k vl A & 4 38 (VL) /751, HAaS (1) A& LR )T 5
KASQDVTTAVA (SEQ ID NO:224) [{JCDR-L1, (2) & & JE R F HIWASTRHT (SEQ ID NO:225) [
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CDR-L2; L K (3) A& & 18 F F1QQHYTIPWT (SEQ ID NO:226) f#JCDR-L3 . 7F b Sz i 5] 1
PUPD1 LA AL & H 55 nT AR 25 M3k (VH) J7 41, LA (1) B3 & 2R /7 5IFRFSNYGMS (SEQ 1D
NO0:229) FJCDR-H1, (2) B¢ 28 F 1 7 #ITISGGGSNAY (SEQ ID NO:230) FJCDR-H2, LA % (3) £
EREBFFITSYYYGIDF (SEQ 1D NO:231) [JCDR-H3; DL S 285 ] AR 45 My dek (VL) 7241, H
(1) A& & B FE HIKASTDVTTAVA (SEQ ID NO:232) fJCDR-L1, (2) A& & H 1/ 7 41
WASLRHT (SEQ 1D NO:233) [FJCDR-L2; BA J& (3) & & JE L /7 #QQHYGIPWT (SEQ 1D NO:234)
[¥JCDR- L3 o 7 346 szt 51 o , HUPD 1AL & B 8 T AR (VH) g5 ik 21, & (D B & E it
2 ¥ 5IFTRSNYGMS (SEQ 1D NO:237) fICDR-HI, (2) 2 &I R 5 FITISGGGSNIY (SEQ 1D NO:
238) HJCDR-H2, PA f (3) A& 2 JE PR 77 #1IVSYYYGIDL (SEQ ID NO:239) [fJCDR-H3; LA R A2 HE ]
AR EERIR (VL) JF 30, HA & (1) A5 2R 7 IKAKQDVTTAVA (SEQ 1D NO:240) fJCDR-L1,
(2) A% 5 FL R 5 IWASTRHT (SEQ ID NO:241) JCDR-L2; BA & (3) 4,4 5 L & 5 71
QQHYWIPWT (SEQ ID NO:242) [JCDR-L3 ., 7F 46 5 ji 5] o , HTPD1 oA A & 8 i v AR 4 4 3k
(VH) 51, HoAu 8 (1) 087 2 5558 7 5IFTFSNYGMS (SEQ ID NO:245) [ICDR-H1, (2) £ 84 it
1% 7 FITISGGGSNIY (SEQ ID NO:246) [rICDR-H2, DL K (3) A& 5 5% 7 51ISSYYYGIDL (SEQ ID
NO:247) [#JCDR-H3 ; LA B2 FE P AR 25 735 (VL) 731, HoA 5 (1) B3 2 B2 R JT 1IKASQDVTNAVA
(SEQ ID NO:248) FJCDR-L1, (2) £ & FEER )7 FIWASTRHT (SEQ 1D NO:249) [fJCDR-L2; BA K
(3) &R EE B T AIQQHYTIPWT (SEQ ID NO:250) fICDR-L3.

[0246]  #F B LUzt 45 b , FUPD1HIAAE & EEE AR X, % E B n 4R (X & 5% H i SEQ
ID NO:227.235.243 1251 2H Bl [ H I 2 LR 7 21 B A 22 /0 2980 %6 .85%6.90% .91 %6 .92%
93% .94% .95% .96 % 97 % 98 % .99 % . BL. 100 % J£ 51| [&] — P ) Z IE /R 7 41 5 L B 4% e ] AR
X , %A AR X 404 5% [ FHSEQ 1D NO:228.236. 244125220 1% i1 2H 11 28 5L 8 17 51 LA
F/D#180% .85% .90% .91 % .92% .93% .94 % .95% .96 % .97 % .98 % .99% . 5100 % 57
] — VL LR 71 o 7E S S it o, HIPD AL 2 ERAE AT AR X, 1% B4 ] AR [X A 2 i
H HSEQ 1D N0:227.235.243F12514H s IR L IR )JTF 41 s UL B v AR X, 48 v AR
X f 2 1% [ HSEQ ID NO:228.236. 244 125240 B ) 40 () S L /R 7 41

[0247]  7FREEEs it i), FUPDIPUARE & B & SEQ 1D NO: 227 FroR & LR 1 41 i) =5 % ]
X AL SEQ ID NO: 228 Fr/n 2 L IR T 21 I 2 5 ] A% [X o 7F F e syt 451+, JrPD1ifa
A SEQ ID NO: 235 TR &R 7 FIM EFE r AR X AL & SEQ 1D NO: 236 il /n & & IR T
FII i v AR X o 7E R S it 451, BTPDIHTIARALS B B SEQ 1D NO: 243 FraR & 24 1R /7 411
HEE AT AR X AL A SEQ 1D NO: 244 FryR & LR T 41 1) e ] A8 X o 7 B 6 S it 451 7 , $7PD 1
PUABAL S AL SEQ 1D NO: 251 R R IR 7 4 I B v AF [X 2 02 SEQ 1D NO: 252 7/R&
BT AN FE AR X .

[0248] 7 b e st 451 v, B B T AR XA/ B4R B T AR XA AL AT A R R T A AT
ELZL L2293 A4 L5416 . 41T 218 AJ9BR 210N FEFRBUAR, « SR 2 A/ B R b o 76
S ST i A5 S 2 R AR R S AR

[0249]  FEHEEeszii ) , HUPDIHUR AL S FelX o 7E 3 Le S 45 o , FelX ik T 4H, % 2H i bA
N TgG TgA gD TgEMIgMIFClX o 78 R L st 45 o , Fe X ik N4, 1Z 20 B DL R 23k -
TgG1.TgG2.TgG3 M TgGAIFcIX o 7E L s a5 v , Fe X AL 3 AFc X o 75 J B s it 451, Fe [X
5161 FelX o fER LSzt rh , TgGl FelX AL —Fhul 22 Ms B A4 it 40 i/ S 1
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Y #51 (ADCC) 1 97T o 7E BLe Szt fgi v, TgGl Fe X A0, 2 — F ik 22 Fofn 38 i 0 42 A4k st ek 4
- F RN EE 1 (ADCC) [ RAR  PERE L St 451 1 , TgG1l FelX AL —Fhal 2 Fhla I B (it
PELI A 5 1 41 B B (ADCC) Y 98 AE o 75 FE S8 St (5, Fe X AL 5 TgGA FelX o 75 J 2 S
i, 1gG4 FelX L8 S228PRAE

[0250] 7Rtk st 5, PUPDIHTMA AL & N VRAL AR o 78 e e 5 it 451 A , J8 3 FH AL+ A PD1
R ECDI 22 JIK i 14 N\ e 11 4 Fi 7R S P oK 5 58 FTPD LA

[0251]  2.3Z4EREPuik

[0252]  ARAFFIE—DHE4E 7 2R R U, a0 SURE S PR . 2 R R LR R X 2 D
PN E AL B A 25 A 7 TR IR B 50 B AR o 78 FE st ) vh , 45 B R e 1 2 — BT A7 AR
TTIGIT LR AL, 0 55— &5 6 7 R X AT A AT 5 o 75 FL L St fo) o, 25 &0 e 2
—EF X AFAE T PDL_E R AL L 110 55— 25 A e 5 PR BT ST ] JAth B0 i o 78 S e St g vp , AR
T Z R TR T DL A TIGIT B R4 H Hnl LSS & PD1 L3R4 o 78 JE 2L S it 5 v
NN AN AR o G TR N1 SRt o WS T N T 1)l =7 L e 2 (T

[0253]  fF sy, 25 PR S TIGITAIPD . 78 S Lo sz 5 v, 245 et ik
SRR S EPTTIGIT/PUPD LA o 7E S LE St (5 p , Z4E R PUIR A B FAF F 455
Hi b, 2 WA, 25 5 55,922,845 815,837,243 Zei lder (1999) J. Immunol . [ %y 2
24 E7163:1246-1252;Somasundaram (1999) Hum.Antibodies [ AJEHI{A]9:47-54;;Keler
(1997) Cancer Res. [FESERFFT]57:4008-4014 . B U{EHAFR T, A A FFHI = B34t 7 24 &
PEPUR , AL B 5 X AEAE T TIGI T R () 38 — KAL) — Fhpi J5 45 & 356 2 FIEE X A7 7E T PDLL I
()56 —RALM EE —PUR S G000 o E R St (), 24 IR B S — PR g & 58 0
B PURSE G B S A ST A T TIGI TP s LK EE LR 45 &880, 1% 50 P s
HR BB AR ST AT PIPDIPTIA .

[0254]  fF szt b , A SC A TP TIGIT/$PD1HiAK Af LL 78 24 TIGI TAZ 44 A1PD1/PDL1
S5 S B IREYI A TS b, BUTIGTT/HUPD 17T A4 B W7 5 28 20 A (451 2 T4 i
NKEZH L) 1) G BEAS 2 pi 401 o 76 8 S it 9] o, AN SZ AT AT BB R SR 28, HUTIGIT/HiPD1F A& 1)
PUPDLEB A T LR P44 51 T A/ BRAR 75 IR 0, AT 184 56 Jirv g S 6 B 30T 42 40 B ) e e
IR Th RE AN/ B A A0 ) G 928 40 B 1) 25 @A o 78 S S8 S 5 b, A S2 AT AT BRAS Y R4, 4t
TIGIT/HUPDIFuAA AT LAIEFEFRIAPD 1A I ed 4 L AN ZRIA TTG T T 4 2 40 A ({51 2 T 240 i BONK 44
FL) 5 AT A5 G 2 4T B 28] 528 e 28 AN B 30 S 1 3 I R e o 7 e SE e 9] R, 5 FH B R
PEPUTIGITHUAR N/ B S A UPD BRI ¥6 7 AR L, 8 FHPTTIGI T/ HTPD1 AR ¥ 7 R I
HR AR S B e B8 D 0 7 R e St 45, 548 B R S ME BT TG T THUAA A B s e I HTPD 1 T
PR (PG T FEEE 58 BT IGTT/HPD PR A 16 57 28 0L HE AR S5 () e s T2

[0255] 7Rt il , HTTIGIT/HUPDIPUAREL & 58 — i 45 A 3 0 A28 i 25 4
gy YRGS B EPUTICITHUA , P TICI TR B & 5 TIGI TS & 1) H 45 M I3t
% YRS S S SPDIZE A I HiPDIPLA .

[0256]  2.3. 18 —PiRLE &

[0257]  FEFELCSLta il , AR ST AT 2R R PUTIGIT/HUPDI LR I 2 — PSR 45 & &8 4>
BB AR SCAFFIIPCTICITHUAR 75 FELe S 5], AR A FF I PTTIGI THL AR LS & TIGITHIECD . 72
FEe SR R, FLTIGITHI A 5627 SEQ ID NO: 262/~ & 7 FI I TIGITHIECDSS & o 78
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Sy, PUTIGITHUR S & S A SCHT IR I PLTIGITHUAA (1 4n2A3) AHIF 1) 2R A7

[0258] 7R HELE st 5], Z BT IGT THUM AL 5 TIGI TS, & 1) B 45 A S i Ak o 70 JE 4 ST it
ol 12 B 25 R AR B0 B VHH 78 3R B8 S 451 o % B 25 M AR L B T AR X (VH) o 7E
HELL S it 451 2% B A MR PR S X &R

[0259]  FEFELCSLta il , A ST AT HLTIGITHIAA T UL FAETIGITAZ AR [ F5 0711 o 75 JE 28
SR, BUTIGITHUAR T LA TIGI TS A4 B & MR AR 22 2 2910 % L 2920 % 430 % 740 %
Z150% Z160% Z£170% Z180% £190% £199 % 5L £199.9 % o £F F-Le st 5] v, PFLTIGITHL
PRT DA T TIGI TAZ A1) 1 Ui S M HiME 5 A% F o 75 F L St 451 7, FrT TG I THUAAR 39 fin 5 9%
Y B (1) an T4 A AN/ SONK 20 ) F 4 2 I 25 A/ B3 ek 988 A FH o A 5 S8 S e 491 7R, A FH BT
TIGITHUAR VA TT A5 5238 H I B JiIgd D s, AT 020 il AR R/ B K 32 0 R A7
T A o 7E SR SIS R, FL 1 B A AR (9, VHE) (R TIGITHUR 5 &K s Mt B A
BN T RAE X RN 5 4 KPR I Fab gt /A HE , B4 /s A i) R ~H a0, IR
KPR, AT LU S 8 (B an 78 FrigRs S840 A 5 1 20 SUR 0 o 28 S s s il , S5 4
KPITIGITHUMAR (BlanZ%Ab 1 FIZHAb 2) G LG, FHPUTIGTITHURM 16T RBLH A
SHIPURR Th R . 3% Ab 1EE 57EU.S.2016/0176963 A1HAFFHIBMS 22G2AH[A] [ 4 3t
MR 75, 2% Ab 224 HTiragolumab R [ & F:1R 741, HFFI7EU.S.2017/0088613 Al
HATF.

[0260]  7E st ol , FUTIGITHUAEL B HTIGI TS, & 1 B 45 A 3t A o 7 it 1 S it 671
H, B 25 RS AR B 8 VHH o 7 i S S it 9] o, B A P A 0 & B n] AR X (VH) o 7F st
St B R BRI E R B P X o fE R STt 5] b, B SE MRS IE B B e [X .

[0261]  7F F0e St 5] v , B2 A0 AR DL 291 x 10 "MER T /NIKD S A TIGTT o 78 6 552 it 451
th, B SERIFLR LA 2 1x10 *MER 5 /N RIRD S A TTGTT o 78 3 e S 1] v, B 25 My Sk A DL &4
5x 10 MEE 5 /NRIKDZS A TTGTT o 77 54 S i 51 v, B0 45 R B4 LA 249 1x 10 "M B /MR KD 2
B TIGIT 75 FE e St 5] v, B 285 WA AR LA 20110 ME L 1x10 M2 A KD S5 TIGITSE &
1F JE e 5 g ) T, B IR DL 29 1x 10 IMZEE Z1x10 M2 [ 9KD S5 TIGI TS, & o 7 Hh e st
T, AR ATAA L 292510 MZE Z91x10 "M [ FIKD S TIGT TS, & o 76 F L6 s jti gl o , 8
ZERIIAR L Z12x10 "MZE Z15x10 M2 18] KD S TTGT T, & o 7 FE L S 4] o , 2 235 b di
DL Z91x10 MZE 29510 M2 (B KD 5 TIGITSE &

[0262]  fE LSt , B S A HTAR 5 S B HUTIGT TH 45 M TR X5 4+ S TIGI TS,
B, 1S PTIGI T MR & 7F . EAE R A8 X CDR1, H A& B SEQ 1D NO:94f7 7R
FF A R LR 5 B 4% AT A8 X CDR2, FoAU & FLAASEQ 1D NO: 95T 7 7 51| () & i R 5 A o ] AR
[XCDR3, HoAL & HASEQ 1D NO: 96 FT7R 7 H1I ) 2 FE L o 75 L Lo Sl g o , BRES M3k 52
ZHUTIGI TH S MRS X Se 4 HTIGITE & %S B PUTIGI TH 45 M i L & 76 - 4k
A[AZ X CDR1, HAL 5 BASEQ 1D NO: 98Fr /7 HI) s g s A n] A X CDR2, HAUL & B
SEQ ID NO:99 7= 7 511 2 2 IR s A4 AT AR [X CDR3, H AL B SEQ 1D NO: 1007 /7 %
(1) S8 R o E e St 451, B 25 MR AA S5 S B PUTIGT TH 45 M I iR 22 X 5e 4 HTIGIT
i BB HEPTIGI TR LS MBI & 7E . EHE R AF X CDR1, HAE B A SEQ 1D NO: 10257
NP AN R R s AP AZ X CDR2, Ho A & HAASEQ ID NO: 1037 7 41| 1Y) 2 L R 5 A B A
A[AZX CDR3, HAL & B ASEQ ID NO: 104877R 7 F1 i 2 JE TR o 78 e e s it ] v, B0 5 ) Sl bt
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5B ZHTICI T LS MR AT X354 5TICITS: &, %S H HITIGI T4 Myl bk A0 5
7 T AR X CDR1, HoAu 2r EAASEQ ID NO: 106 7 5 71 i 28 S 3 B 4% 7] A% [X CDR2, H 4y,
5 BASEQ ID NO: 107F7R 7 FI i 2 L R ; AN 25 4% v] A% [X CDR3, H A& HASEQ 1D NO: 108
BT 7 7 B S B TR o 75 R L St 5], BRSBTS 2 5 T IGT THR S5 M AA 28 X 54
HTIGITE A, %S HHUTIGITHEE Mk bR 60 & 76 « S 4E v AF X CDR1, H A& H A SEQ 1D
NO: 110f 7 51 2 JE 1R ; B 5% i AR [X CDR2, Hifu & A SEQ 1D NO: 1117 FE 41 ) g ik
%+ AR 4 AT AR [X CDR3, oA LA SEQ ID NO: L12F 7 7 51 () & B 1 o 76 H e sizjiti 5] v, 2
SR PUA S S EPTICI TR M IBPIALE X4 5TICITL &, %S PiTICI TH.25 1435,
PUAREL & 7 EEE P AZ X CDR1, HAL B B AASEQ 1D NO: 114F7 7R 7 1 I & L8 ; B nf AR X
CDR2, HALE HASEQ 1D NO: 115778 7 FI I 2 2L R 5 A 8 4% n] 4% X CDR3, H AL 75 2L A SEQ
ID NO: 116 Ffr7m 7 F B S BE R o 78 e Ee s it 49 v, SR i 3 ik 5 2 5 BT IG I T 45 M 3t
WAE X e 5 STIGITS &, 1% S HHUTIGI TH &5 MR T A & 78 : FEE v AR X CDR1, HAL & A
AHSEQ 1D NO: 118F /R~ 7 A 1 2 25 R ; B 4% n] AR [X CDR2, H A & KA SEQ 1D NO: 119F /R 7
H ) S BE TR 5 A1 E B v AF X CDR3, HAL 5 H A SEQ 1D NO: 120778 7 41 (1) Z L IR o 71 L 51
Jit g, B EE R EAR 5 S PUTIGI THR G MU IA L S e G STIGITE &, %S HHiTIGIT
AR PUAR L AR EAE V] AR X CDR1, HA & B SEQ 1D NO: 122 7R 7 A i 2 L 1R 5
R AZ X CDR2, HA & HASEQ ID NO: 1237 7 51 (1) 2 JE: R 5 Al 5% AT A8 [X CDR3, HAL &
HASEQ ID NO: 124 Fr7R 7 FI B S 2L R o 78 S e st 9 v, SR i3k bk 5 S B HiTIGITH
CERIBPUIR S e G STIGITE &, %S H T ICI T &5 M4 (0 & 7 « H v AF X CDR1,
HAEHASEQ ID NO: 1267~ /7 FI & 2418 ; B 5% nf 4Z X CDR2, HAL & B SEQ 1D NO:
127 BT 7R 7 B 2 R L s A EE 8% nT AR X CDR3, AL & HAASEQ 1D NO: 128 7R 7 F1I I 2 2L 1R
7E e s ] o, PR AE IR AR 5 S BT ICI T G M B AR E X %4 5 TICITS &, 1% 5
HANTIGIT B &5 My Ssk BTk & 76 : BT AR X CDR1, HA & HATSEQ 1D NO: 1307 F 51 )
TR BT AF X CDR2, ot & HAASEQ ID NO: 13175 %I 1) S 18 5 FH B 4 v A% [X.
CDR3, HAL & B A SEQ 1D NO: 132577 7 1 I R B o 75 B e St 451 o , B &5 i3 ik 5 5
ZPTICI TR S IR PUIASE X FE 5 HTIGITS: &, %S HPITIGI T 45 MR PR (L & 75 : 5
A[AZ X CDRL, HAL S HASEQ 1D NO: 134/~ 7 HI M & L8 s A n] AZ X CDR2, A & B
SEQ ID NO: 135877 51l () 2 JE R ; AN % AT A [X CDR3, HoAw & B AASEQ ID NO: 1367w 7
HI R B TR o 7F FE B S it 5 o, B A PR 5 S B PITICITH A IR X w5 5
TIGITZE 4 , %S HHITIGI T 45 M bR B 7 « EAE n] A X CDR1, HoAw & HAASEQ 1D NO:
138FT/R T BRI R s 55 n] A X CDR2, oA & HA'SEQ 1D NO: 139F 7 7 FIl ) & L 1R Al
FHEEA[ AR X CDR3, H AL FLAGSEQ 1D NO: 1405178 /7 51 i & L R o 78 F- b St ) b, B 45 44y
WA S5 ZHHTIGITH A MIRPUAS NG STIGITZ & , %S HHiTICITH 45 Ml i iA
f0, 8 7E : FEE T AR X CDR1, Hofw 2 A SEQ ID NO: 142/ 7% 7 I 28 % 3 B 4% 7] A% [X CDR2,
HALE HASEQ 1D NO: 1430 7R 7 H1I I 2 B 2 s A B 8% nT AR X CDR3, H AL & B AASEQ 1D NO:
V44T 7R 7 FI I B R R o 7E RE L Sl 5 vp , B 25 MR P i 5 2 B P TIGI TR 45 M 3 AR A8 X
SEHHTICITE G, S HPITIGI TH LS M PT ARt & 78 . EHEn] A X CDR1, HAU 7 B SEQ
ID NO: 14677 5 51 ff) & Fa g s B 4% 7] A% [X CDR2, HoAu & HAASEQ 1D NO: 147 R F I A
JER ; A EE 50T AR X CDR3, HoA 4 ELAGSEQ ID NO: 14877 - HIl i & FL R - 78 F L st 5 vp
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BB HE S S HPITICI T G bR e STIGITE &, %S HHITIGITH 4514
AR AL A AE : EAE W] AR X CDR1, HoA & B SEQ ID NO: 15017 FE A i 2 R 5 51 % m) AR
[X CDR2, HAu 7 BAASEQ 1D NO: 151 7R 7 41 (1) & JE R s A1 4% v] 4% [X CDR3 , Ho A 7 B A SEQ
ID NO: 152Ffr7R 7 FI B S BE R o 78 HE Ee st 49 v, SRS i 3k 5 2 5 BTG I T 45 K 3t
WAE XS5 STIGITS &, 1% S HPUTIGI TH &5 MU A & 78 : FEE v AR X CDR1, HAL & A
AHSEQ ID NO: 154 Fr7R 7 AR 2 LR s S5 n] A2 [X CDR2, HoAw &% B SEQ 1D NO: 155K %
HIH 2 FE WG o A1 EE 85 ] AR X CDR3, Hifl & BAASEQ ID NO: 156 77 41 i S s o 76 s
Jit g v, B EE M IR 5 2 E HUTIGI TR S5 IR IASE M 4+ STIGITSS & , %S EHITICIT
FLEERB PR S AR : EAE V] AR X CDR1, HA & B SEQ ID NO: 158F/R 7 A I 2 L 1R 5 5
P AZ X CDR2, HA & HASEQ ID NO: 1597 7 51 (1) 2 JE: R 5 Al % AT A [X CDR3, HAL &
HASEQ ID NO: 160 Hr7R 7 51 B S 2L R o 7 S e st 9 v, SR i3k ik 5 S B HiTIGITH
CERIBPUIR L X e G STIGITE &, %S T ICI T &5 M Pi i (0 & 71  H 5 v AF X CDR1,
HAEHASEQ ID NO: 162F71 7R /7 FI & 2418 ; 5% n AZ [X CDR2, HAL & B A SEQ 1D NO:
163 A7 7 HI I 2 R s A EL 8% n] AR X CDR3, AL & B AASEQ 1D NO: 164 F17R 7 F1I I 2 24 1R -
7E SR s fgi] o, PR AE IR AR 5 S BT ICI TR G M B A X %4 HTICITS &, 1% 5
ZPUTIGIT B L5 MY AR & 7E : EBE R AF X CDR1, H AL B A SEQ ID NO: 166 A7~ 5 F1If)
SRR ; BT AF X CDR2, Fo A 4 B SEQ 1D NO: 1671785 %1 [ 2 L 188 5 A0 88 4k ] A% [X
CDR3, HAL & B A SEQ 1D NO: 168F7 78 7 41 I S o 71 S L6 St 451 o , PR &5 i3 ik 5 &
ZPITICI TR LS IR PUIASE X e 5 HTIGITS: &, %S HPITICI TR &5 MR PR (L & 75 :
AJAZ[X CDR1, HA & B SEQ ID NO: 170f7R~ F FI I 28 FE G s L AE A A8 X CDR2, HAw & B
SEQ ID NO: 171P7~ 7 HIf R BEIR ; A1 E 55 n] AR [X CDR3, HoAL & B SEQ ID NO: 172f7R %
HI R B IR o 7F FE e S it 5] o, B A PR S S B PITICI T A IR X w5 5
TIGITZE 4 , %S H HITIGI T 45 M bR B 7 « B A n] A X CDR1, HoAw & HAASEQ 1D NO:
LTAFTZR P B B R s 55 ] A X CDR2, HoA & HA'SEQ 1D NO: 17577 7 FI I & 2L 1R Al
FHEE AR X CDRS, HA & HASEQ 1D NO: 176178 5 51 i & I R o 76 e e St 9] v, P45 44
WA S ZHHTIGITH A MIRPUAL NG STIGITZ & , %S HHiTICI TH 45 Ml i ih
f0, 8 7F : FEE T AR X CDR1, Hifw 2 A SEQ ID NO: 178/~ 7l I 28 S 3 B 4 7] A% [X CDR2,
HALE HASEQ 1D NO: 179F 7/ 7 FI I S 2L R ; A 5 v AR [X CDR3, AL L AASEQ 1D NO:
180T 7R 7 FI I B R R o 75 RE L Sl 5 vp , B 25 MY P 5 S B HUTIGI TR 45 M 3 AR 28 X
SEHHTICITE G, S HEPITIGI TH LS MM PTiR (& 7F . EHEn] A X CDR1, HAU 7 B A SEQ
ID NO: 18257 7 I i 28 B s B 55 ] A8 [X CDR2, HiAu & HAASEQ ID NO: 1837 ¥ 41 I 44,
JER ; A EE 55 0T AF X CDR3, HoA 4 ELAGSEQ ID NO: 18477 F HIl i & FL R . 78 F e s it 5 vp
BB S S HPITICI TR G Ik e S TIGITE &, %S HHITIGITH 4514
AR AL A AE : EAE W] AR X CDR1, HoA & B SEQ ID NO: 1867 FE A i 2 R 5 55 % m) A8
[X CDR2, HoAL # HASEQ 1D NO: 1877 ¥ 41 1) & 24 1R 5 Al E % n] A% [X CDR3, H AL 7 B A SEQ
ID NO: 188Fr7R /7 FI I S BE R o £ HE Ee st 49 v, SR A 3 ik 5 2 BT IG I T 45 M3t
WAE X FE 5 STIGITS &, 1% S BT IGI TH &5 MU A & 78 : FEE v AR X CDR1, HAL & A
AHSEQ ID NO: 190Fr7R 7 A i 2 L PR s B 5% n] A2 [X CDR2, HoAw &% B SEQ 1D NO: 191 iR JF
FIW R IERE s FHEFEP] A X CDR3, HAU 5 HASEQ 1D NO: 1927 7 51 1) 2 B4 1R -
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[0263] 7R HE L STt 5 o , B 4 AT AR L B n AR X i R T AR X AL 7 ca) EEAE AR
[XCDR1, % B 7] 2 [X CDR1M, & SEQ ID N0:94.98.102.106.110.114.118.122.126.130,
134.138.142.146.150.154.158.162.166.170.174.178.182 186 F1190 1 fF-fa] —AMft) &1 ik
B 7 41, B B 20k 2934 T BB EUAR I AR 44 s b) H4% 1] AF [X CDR2 , 1% H1 5% 1] 48 [X CDR2E
4'SEQ ID N0:95.99.103.107.111.115.119,123.127.131.135.139.143.147.151.155.
159.163.167.171,175.179.183 187 FI191 FAEA] — N 2 FE R 7 41, Bl H B 2184534
FAILRBUACHI AR A ; DL Mz c) B 5% A AR [X CDR3 , 1% 5 £ 7] A8 [X. CDR341, & SEQ ID N0:96.100.
104.108.112.116.120.124.128.132.136.140.144.148.152.156.160.164.168.172.176.
180,184 188192 AT A — AN 2 EE IR 7 51, B H B A 218 293 R AR R BRI A2 1
[0264] 7 Jt e S 4], B A T A B 7 B A ] AR X, 12 B M AR [X A 7 CDR 1 45 #4043
CDR24% #4935k FICDR3 45 #4145, , H A1 1% CDR 1 45 #4338, . CDR2 45 A4 45 FNCDR 3 25 #4373 73l 5 A 6 75 78
2> 7% B A] AR X HH ¥ CDR 1 45 #4138 . CDR2.45 /4 S FICDR3Z5 ¥ 38k , 1% 2 F i ] A X H & ik H
FHSEQ ID N0:97.101.105.109.113.117.121.125,129.133.137.141.145.149.153.157.
161.165.169.173.177.181.185.189F11934H 5 1 4H i) 8 L B8 7 471

[0265]  #F JE b szt ) b, BAGE RS BTAR AL 2 : EEBE T AR X CDR1, HA 4 HAGSEQ 1D NO: 94
s FE A B @ 51 s RS AT AR X CDR2, HoAw & HAASEQ 1D NO: 957 7 51 (1) 2 2L I s A EE i
A[AZ X CDR3, HAL & B ASEQ 1D NO: 96 7R T A1 (1) 8 J R o 1 6 St 451 o, B85 ) 3l 4k
05 EEAE T AR [X CDR1, HoAl & HAGSEQ ID NO: 987 4l i) 22 JE R 5 ¥ 5% ] A8 [X CDR2, H:
A& HASEQ 1D NO:99Ff R 7 HI & 24 R s A B A AF [X CDR3, Fo AL HASEQ 1D NO:100
FIr 7 7 9 B S PR o 76 FE B STt 5] b, SR 5 A 3B L EEAE T AR X CDR1, HoAu 7 B SEQ
ID NO: 10257 7 %I i 28 B s B 85 AT A8 [X CDR2, Hifu & HAASEQ ID NO: 10377 7 51 I 44,
JE ; A EE 55 0T AR X CDR3, HoA 4 ELAASEQ ID NO: 104777 F 5l &R FL R . 78 B L st 5 vp
SRR PR AL EAE T AR X CDRL, HoAL & HAASEQ ID NO: 106 Fr7s /7 FI i 2 L 1 5 B 4
AJAZ[X CDR2, HoAw & HAASEQ ID NO: 1077w 7 F1 ) 28 ZE IR ;A1 =585 W] 42 X CDR3, HoAu 2 A
AHSEQ ID NO: 108FT 7~ 7 51l 1) & JE R - 75 7 o S it 451 o, B 5 A P A B 5 - E A ] AR X
CDR1, H AL HASEQ 1D NO: 110FR 7 FH & 2R 5 4% n] A [X CDR2,, H AL H A SEQ 1D
NO: 11177 Fe 51 ) 28 1 s A BB 4 AT A% [X CDR3, HoAu & HLAA'SEQ 1D NO: 1127 7 F1l ) 2 4
PR o 7F S St ] vh , B RS B AR B S ] AR X CDR1, HBL & B SEQ 1D NO: 114f7 7w
FF I R L2 s B BE AT AR X CDR2, H A& HLAGSEQ 1D NO: L15HT/R 5 FI I & L R 3 Fl & 5 ]
X CDR3, HAL & B A SEQ ID NO: 116FT7R 7 41 () G LR o 71 HE L6 S fgi] o , B 45 K344
£ 2 EAEE A AS X CDR1, HoA, & H A SEQ ID NO: L18FT /751 () & H i ; B 5% ] 48 [X CDR2 , H:
& BASEQ 1D NO: 119F17R 3 51 1) Z B s A1 E 8% n] AR [X CDR3, AL & B A SEQ 1D NO:
1207 [ B B IR B o 7E L STt ] v, BR s A A 75« RS ] AR X CDR1, HEL & A f
SEQ ID NO: 1227~ 7 FI R IE R ; A% 0] A2 [X CDR2, HAL T HASEQ ID NO: 123f/R)F 51
IR s FE BE n AR X CDR3, HAL A B SEQ 1D NO: 124 7R 7 S & L R o 78 5 2L 5
Bieh, BRSSP B B B E R AR X CDR, HAL T A SEQ 1D NO: 1267787 51 R L L 5
FEHE N AR X CDR2, H A2 B AGSEQ 1D NO: 127 7 51 i & FE R 5 A1 2 4% v] A8 X CDR3, A8
B ASEQ 1D NO: 128 17K 3 51 1) & LR o 75 JE L ST it 5] h , B 5 R 3k oA 0 5 < B my AR
X CDR1, HAL % B ASEQ ID NO: 130F7 7~ 7 41 i 2 HE 1R ; F 4% v A% [X CDR2, Ho AU 7 B SEQ
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ID NO: 1317~ 5 F1)fF) & FE 8 ; AN EE 5% i) AR [X. CDR3, HiAu & H A SEQ 1D NO: 13278 41 1)
RIEMS A S S5, B A R PR B B W AR X CDR1, Hof & FLAA'SEQ 1D NO: 134
BT 7 7 B 8 HE I s BB n] A8 X CDR2, H A & ELAASEQ 1D NO: 1357 7 41 (1) S 2L L s FEE
FE M)A X CDR3, HALF HASEQ 1D NO: 136 A7 JF 41 1) G FE R - 71 ot L S it 5] 1, B &85 )
Pk & EAE R AR X CDR1, H A& HASEQ ID NO: 138F7/~ 7 5 & R ; 4 n] 48 [X
CDR2, HALE HASEQ 1D NO: 139077 7 FI I 2 L R 5 A 8 4% n] 4% X CDR3, H AL 7 2L A SEQ
ID NO: 1407 7 41 0 S IR o 7E B e St g o , B 25 A S AR B 7« F S m] A8 X CDR1, HA,
FHASEQ ID NO: 142/~ 7 FI & 4R ; B 5% n] 2AF [X CDR2, HAL & HASEQ 1D NO: 143/
ST R IR s M E ] AZ [X CDR3, HoA &% B A SEQ 1D NO: 144 P 7R 7 FI I R 3L IR - 72 5
S S it 5] b, BALE RS AR L - EEAE R AR X CDR1, H A& HASEQ 1D NO: 146 17 7 51 11
SR EEE AT X CDR2, Hofu 2r EAASEQ ID NO: 1477 5 1 ) 28 JE 1R 5 A0 86 4 ] A X
CDR3, HAL & B ASEQ 1D NO: 148F17R 7 F1I ) Z SR o 11 i e S jfe 451 o , B 5 MR PL AR B 35
FEEEA[AZX CDORL, HAL A HASEQ ID NO: 1507~ 7 FIl i 2 L IR ; T 55 il AR [X CDR2 , H AL 5
HASEQ 1D NO: 1517~ 7 HIIH & 4R ; A 55 n] AF X CDR3, HA & HASEQ 1D NO: 152FF
TN T B IR o F F L S g v, B2 A IR L s L T AR X CDR1, HAL & B SEQ
ID NO: 1547 7 %1 i 2 FE % s B 85 AT A8 [X CDR2, HiAu & HAASEQ ID NO: 15577 JF 51 I 44,
LW, AN EE 55 AT AR X CDR3, HAL 4 BLAGSEQ 1D NO: 1567755 5 51l JL 15 o 45 - b s i o] o
BB RS AR AL B s B W] AF X CDRL, HAL & ELAA SEQ 1D NO: 158F 7R 7 41 (1) & 2L s B 5%
AJAZ[X CDR2, HoAw & HAASEQ ID NO: 1597 7 F1 ) 28 ZE IR ;A1 =585 W] A% [X CDR3, HoAw 2 A
AHSEQ ID NO: 16077 7 51l 1) & JE R - 75 7 o S it 451 o, B 25 A P A L 5 - E A ] AR X
CDR1, HALE HASEQ 1D NO: 162177~ 7 H1I i) & BE 1R ; B 4% 1] 42 [X CDR2, H AL B A SEQ 1D
NO: 16337 J5 51) ) 28, J5 1% ; 1 2.4 ] 4% [X CDR3, A0 & BATSEQ ID NO: 16477 JF 41l 2 ik
MR o 70 SR MG St ) vh , B A AR L 5 : T AR X CDR1, HAL & B A'SEQ 1D NO: 166 f17R
FF I R L2 s B BE A AR X CDR2, H AU & HLAGSEQ 1D NO: 167H1/R 7 FI & L R 3 Fl & 5 ]
X CDR3, HAL & B A SEQ ID NO: 168FT7R T 41 1) G LR o 71 HE L6 S fgi] o , B 45 K 344k
£ 2 AR AF X CDR1, HoA, & H A SEQ ID NO: L70f7 7 7 51 () & H % ; 8 5% ] 48 [X CDR2, H:
5 BASEQ ID NO: 1717 78 i 2 HE 1R ; A1 E# 5% 7] A2 [X CDR3, HAL % B A SEQ 1D NO:
V72078 7 B R IR IR o 7 HELL STt 9 v, BR A A & RS ] AR X CDR1, HE & A A
SEQ ID NO: 1740 7x 75 () s R s B85 v A2 X CDR2, H A & HASEQ 1D NO: 175 7R /7 4]
(R LR AN BE A A8 X CDR3, H AU A FLAASEQ 1D NO: 176 TR 7 F1 & L R « 78 K- 2L 5 i
i, B EE RSP A B B« EELE R AR X CDRL, HAL S A SEQ 1D NO: 178F /87 A AL L 5
FEEEA[ AR X CDR2, HAL & HASEQ 1D NO: 179F 7~ 91l i) 2 L R ; A 25 4% ] 4% [X CDR3 , A
B FLASEQ 1D NO: 180FT 7 7 B R FE IR - 75 2L s 51l o , B &b My I iR A« BB m AR
[XCDRL, HAL {5 HASEQ ID NO: 182/ 7 Il i 2 2 1 s HE 5 W] AZ X CDR2, Ho A & A SEQ
ID NO: 183f7~ 1 i 2 5182 ; AN B 4% 7] A8 [X CDR3, H A& H A SEQ 1D NO: 184F1R 7 F1H)
RAILFR  AE LSt vp , B SE R TR - B T AR X CDR1, H & HATSEQ 1D NO: 186
B 7 5 B 2 R B s B S T AR [X CDR2, HoA & B SEQ 1D NO: 187/ 7 FI I & JE 1R ; A1
HE N AFX CDR3, H AL B A SEQ 1D NO: 188FT /7 H1I 1) 2 HE IR o 175 JE LL St 491 o, B 25 4 33
Pk & EAE R AR X CDR1, H A& HASEQ ID NO: 190771 7 51 i & 4 R 5 4 v] 48 [X
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CDR2, HAL % HASEQ ID NO: 191 s 7 41 i 2 3L IR ; A1 4 v] AZ [X CDR3, H AU 7 A SEQ
ID NO: 192 7R 7 5 2 B 1R

[0266]  fE LSyt 7]H , B A IR P 0 & B v AR X, 1% H A ) AR X A 5k H HH SEQ
ID N0:97.101.105.109.113.117.121.125.129.133.137.141.145.149.153.157.161.165
169.173.177.181185.189F1193 4 i i) 2H ) & TR 7 51 B A & /0 2180 % 85 % .90 % +
91% .92% .93% .94 % .95% .96 % 97 % 98 % .99 % B 100 % J£ 5] [5] — VL IEFR FE 41 o £
LGS 5], B A IR L AR T AR X 1% E A 0] AR X Ak 3 FHSEQ ID NO: 97,
101.105.109.,113.117.121.125.129.133.137.141.145.149.153.157.161.165.169.173.
177181185 189A11932H B () 4L ) = FE /R 41

[0267]  fEFRELCSL | , B M I B & SRR T AR X Z B FE AT A X AL S SEQ 1D NO:
T T 7~ B B B R 7 1) o E FE AL STt 5 vh , B A SR 0 B S T AR X i B A n] AR XA 7
SEQ ID NO:101F77~ B Z B BR 7 51 o 71 e e S it 451 o, B AT AR B 3 BB T AR X, 1%
FER] AR X AL SEQ ID NO: L05FT7R i R IR 7 51 o 75 L8 St 451 , B A Sl AR (0 7 B 4
AIARIX, % HAE AT AR X A5 SEQ 1D NO: 1097 () 2 I TR 7 31 o 78 JE 6 ST 5] v, B 235 A i
PR S EE X ZEE AR XA ESEQ 1D NO: 1I3AT R ZE LR 7 1 o 75 J 26 552 i 451
W, LSRR R A BB T AR X, Z B ] AR X A A SEQ 1D NO: L1 TR R R LR T 41 -
FERLL S, B MR S A T AR X X E R AT AR X AL 5 SEQ 1D NO: 121 Fras i)
RAIEIR T ) o 18 L STt {51 v, B2 M3 PTAAR B & B m] AR X, 1% B A n] AR X AL SEQ 1D
NO: 1257~ () TR 7 91 o 72 S STt 5] vh , B 5 A SR A & A T AR X i EE n] AR X
5 SEQ ID NO: 129Fr 7R I & B 17 51 o 75 SR L S ] b, B i I L S A T AR X
ZEEE N AR X AL SEQ 1D NO: 13378 IR AR /7 41 o 76 S L St 49, B s M A (0 55
HEEATASIX , % BT AS X A5 SEQ ID NO: 137 s [ S B2 7 711 o 78 Jh e S it ) v , B 45
PP & SRR AR X i EEE T AR X AL SEQ 1D NO: 141 R R LR 7 51 o 75 e 5T
Jt g5 e, B g R IR P AR A A R AR X i B FE I AR X AL SEQ 1D NO: 145 R &L IR T
B o 7 L e S it 451 o, B AT B B B AR X X BRI AR X AL SEQ 1D NO: 149f
TN IETR 751 o A5 FE LS STt 451 v, B S5 A S A B B E R T AR X, 1% 3 A AT AR X B B SEQ
ID NO: 1537 2R 7 51 o 7E FE L0 SThti 5] b, B8 My SR (0 3 S v AR X, i v
AR X AL A SEQ ID NO: 157 BTz~ IR & FE R 7 51) o 1F J7 6 St 491, B85 R340 AR (0, 5 B ) AR
X, 1ZEFE A XA SEQ ID NO: 161 7R B 2 FL R T 31 o 75 e 8 S 5] b, B 25 Ay Il Ak
B4 BT AR X, % B AR X 47 SEQ 1D NO: 1657 715 [ & 34185 15 51 o 75 35 Be 52 it 45 v
FEMS A S HEEE AR X EEE AR X AL ESEQ 1D NO: 169 7 I & 1R 7 41 o 7 5t
b St 5], BAGE A TR A B BE AT AR X, 1% AR A AR X A SEQ 1D NO: 173/~ I & 3
PR 7 2 o AE FE e STt 7, B s A IR iR B & SRR I AR X, i B T AR X AL SEQ 1D NO:
LTTHT 7RI B IR 7 5] o 78 F- L st 5 vp , B g My Ik bk & S v AR X, iZ B ] AR X
FSEQ 1D NO: 181FT /R IE IR 751 o 75 - LE STt 5 b, B 8 My sk bk & S v AR X, 1%
HHEE AT X AL A SEQ ID NO: 185 /s I 2 LR /7 41| o £ FE L St 5 vh , B2 My S iR 5 =
BERAR X, Z A AR X AL A SEQ 1D NO: 189FT 7RI R IE R 7 41 o 78 F: Ll S 5 v, 5025 44
WA & BRI AR X i EEE AR X AL S SEQ 1D NO: 193RI 2 IR T 51

[0268]  FrHELLSTyff b, HEE AR X P A S AR A R A8 22 4)1.4)2.4)3,
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294,295,216 2T 218 £I95H L1101 kIR HUAR L 5k 2 A/ BRAS o o 6 i 6 ST 5] v, 2 R IR
HURZ PR S U

[0269]  FEIELESTif , B2k ik 5 S B PrTIGI TR 5 MR PR SE X 5e 4 HTIGI T4,
B S HEPITIGITHREE MR PR & 7F . EHE AR X CDR1, HAL & B SEQ ID NO: 1FTR P
P R IR ; 5 A AP X CDR2, H AL S B SEQ 1D NO: 27 F7 51 1) = FE IR 5 A2 4 ] AR [X
CDR3, HAL & B A SEQ 1D NO: 3FT7R 7 HI AR o 78 FE L Sl 5 vp , B 25 My Pk 555
PUTIGITHALE MBI e 4 STICITE &, 1% S H PITIGI THLE My T A & 75 - E g r]
AFIXCDR1, HALE BAGSEQ ID NO:5HrR 7 HI 1) s FE i 5 21 5% i) A2 X CDR2 , HoAL % B A SEQ
ID NO: 677 51 () S L% s F1 8 4% 7] 4% [X CDR3, HoAU & H A SEQ 1D NO: 7Hf 7 /7 51 () 4
W% o AE e St vhy , BASE M AR 5 2 P TIGI TRA G M A T X354 H5TIGITS: &, 1%
SEPUTICI T 45 M AR (0 & 75 . EBE A X CDR1, HAL & B A SEQ 1D NO: 9F /w7 511
AW EAE W AT X CDR2, Hou & HLASEQ ID NO: 107 7 71 ) & KL 8 ; 1 2 B 7] A% [X
CDR3, H AL BASEQ 1D NO: 1B R 7 A A R o 75 HE e STt 9 v, B e Wik 5 5%
PUTIGI TR LE MBI e 4 STICITE &, 1% S PUTIGI THLE My A0 & 75 - EgE r]
AZF[X CDR1, HAU 5 BAASEQ 1D NO: 13 7 41 1) = L s B4 v A% [X CDR2 , Ho A 7 B A SEQ
ID NO: 14Fr7R 5 51 28 B % ; F1 5 4% 7] AR [X CDR3, L AL & HAASEQ 1D NO: 15775 FE 51 &
B8 o AE HELE ST 5] 1, BRI PR S S HE BITICI T A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR L MR PR B3 78 - ELEE n] AF X CDR1, AL & HASEQ 1D NO: 17HR 741
() JE BB 5 B5 5% 7] AR X CDR2, Hi A& HASEQ 1D NO: 18 7~ 7 A1) [ &8 3L R ; A B2 3 ] A8 [X.
CDR3, H AL HAASEQ 1D NO: 19F7 /R 7 A (W R R o 72 HE Le STt 49 p , B e Wik 5 5%
PUTIGITHREE MIBH U e G STICITSE &, 1% S B PUTIGI THEE MU & 75 - FfErT
AZF[X CDR1, HAU 5 BAASEQ 1D NO: 21 B 7 A1 1) = L s B4 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO: 227 5 71 ) 28 FL %« A1 5 4% W] AR [X CDR3, L AL& ASEQ 1D NO: 23775 FE 51 &
B8 o AE HELE ST 5] 1, BRSSP S S BUTICI T A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR LS MR PR B3 78 - ELEE n] AF X CDR1, HAL & HASEQ 1D NO: 257~ 751
() 5 FE R ; T 5% 7] AP [X CDR2, Hi A& EASEQ 1D NO: 26 7 /7 51 i) B2 J i A1 B2 4% m] AR [X.
CDR3, H AL HAASEQ 1D NO: 27 /R 7 AW R R o 75 S e STt 49 v, B e Mg ik 5 5%
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S H PTG THLE My A & 75 - EgE r]
AFX CDR1, HAu 7 BAASEQ 1D NO: 297~ 77 41 1) 2 I s B4 v A% [X CDR2 , Ho A 7 B A SEQ
ID NO: 307 5 71 ) 28 FL % ; A1 5 4% W] AR [X CDR3, LA & HAASEQ 1D NO: 317K FE A&
PR o AE HELE S5 1, BRSSP S S HUTICI T A5 A AR A X e 4 HTIGITZ &
S PUTIGI TR LS MR PR B3 7 - FL % n] AF X CDR1, HAL & HASEQ 1D NO: 33FrR /741
) 5 BB 5 B5 5% 7] AR X CDR2, Hi A& B SEQ 1D NO: 34771~ 7 51 [ 28 3L R ; A B2 3 ] A8 [X.
CDR3, H AL B AASEQ 1D NO: 3577 7 HI (M R R o 7 HE Le STt 9] h , B e Mg ik 5 5%
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S H PITIGI THLE My A0 & 75 - EgE r]
AZFX CDR1, HAU 7 BAASEQ 1D NO: 37THrs 7 41 1) & L s B4 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO: 387~ #1 )  FE g ; A1 5 5% 1] A8 [X CDR3, Hof & B A SEQ 1D NO:39F /R 4 K&
PR o AE HELE ST 5] 1, B LS AP S S HE HITICI TR G5 A AR AE X e 4 HTIGITZ: &
ZSHEPUITIGI TR LS MR PR B3 78 - ELEE n] AF X CDR1, HAL & HASEQ 1D NO:41F7R /751
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() S R 5 B5 5% A AR X CDR2, Ho A& B A SEQ ID NO: 42 71~ 7 51 [ & 3L R ; A B2 5 ] A% [X.
CDR3, H AL HAASEQ 1D NO:43F7 7R 7 A AL o 75 HE e STt 9] v , B e Wik 5 5%
PUTIGITHREE MIBH U e G STICITSE &, 1% S HPUTIGI THEE MU & 75 - FfErT
X CDR1, HAU 7 BAASEQ 1D NO: 457~ 7 41 1) & AL s B 45 v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO:46F7 7 5 51 () 5 Rl ; A1 5 5% 7] A8 [X CDR3, HiAL & A SEQ 1D NO:47 R FHI &
PR o AE HELE ST 9] 1, B LS AP S S HITIGI TR A5 A AR AE X e 4 HTIGITZ: &
ZSHPUTIGI TR LS MR PR B3 7 - ELEE n]AF X CDR1, HAL & HASEQ 1D NO:49F7R 771
() L% B A5 T AF [X CDR2, HAu & HASEQ ID NO: 507/ /7 51 () S R s A1 EE B Al A [X
CDR3, HAL# BAASEQ 1D NO: 51T /R 7 A AL o 75 S e STt 9] h , B e Mg ik 555
PITIGITHALE MBI X se 4 STICITE: &, 1% S PITIGI THLE My A0 & 75 - EgE r]
AZFX CDR1, HAU & BAASEQ 1D NO: 537~ 7 41 1) 2 FL % s B4 v AZ [X CDR2 , Ho A 7 B SEQ
ID NO:54F7 7 5 51 () 5 Rl ; A1 5 5% 7] A8 [X CDR3, HiAL & BA'SEQ 1D NO: 550 /R HI &
PR o AE HELE ST 9] 1, B LS AP S S HITIGI TR A5 A AR AE X e 4 HTIGITZ: &
ZSEPUTIGI TR LS MR PR B3 78 - EL % n] AF X CDR1, HAL & HASEQ 1D NO:57HR /741
() L% #8548 [X CDR2, HAU & HASEQ ID NO: 58/ /7 51 () S R i s A1 EE 55 AT AR [X
CDR3, H AL HAASEQ 1D NO:59FT /R 7 A R L o 7E HE Le STt 9] vh , e s ik 5 5%
PUTIGI TR LE MBI X oe 4 STICITE: &, 1% S H PTG THLE My T A0 & 75 - EgE r]
AZFX CDR1, HAu & BAASEQ 1D NO: 617~ 7 41 1) = FL i s B 45 v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 627~ 5 51 2 FE g ; A1 5 5% 1] A8 [X CDR3, Hof & B A SEQ 1D NO: 637 7R 5 4 K&
PR o AE HELE S5 1, B LS AP S S HITIGI TR A5 A AR A X e HTIGITZ &
S PUITIGI TR L MR PR B3 7 - EL % n] AF X CDR1, HAL & HASEQ 1D NO:65F17R /751
() L% B A5 7T AF [X CDR2, HAU & HASEQ ID NO: 667/ /7 51 () S R s A1 & 55 Al AF [X
CDR3, H AL HAASEQ 1D NO: 67T/ 7 A AL o 7E S e STt 9] v, B e s ik 5 5%
PUTIGITHREE MIBH U e G STICITSE &, 1% S H PUTIGI THEE MU & 75 - FfErT
AZF[X CDR1, HAu 7 BAASEQ 1D NO: 697~ /7 41 1) = L s B 4% v A% [X CDR2 , Ho A 7 B A SEQ
ID NO: 707~ 5 #1 )  FE g ; A1 5 5% 1] A8 [X CDR3, Hof & BAASEQ 1D NO: 71 RF A HI A
PR o AE HELE ST 5] 1, B LS I PR S S HITICI TR A5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR L MR PR B3 78 - ELEE n] AF X CDR1, HAL & HASEQ 1D NO: 73fr7R /751
() S JEFR 5 B5 5% A AR X CDR2, He A& B SEQ ID NO: 74077~ 7 51 1 &8 3L R ; AN B2 5 ] A% [X.
CDR3, H AL B AASEQ 1D NO: 75T/ 7 B[ R AL R o 72 HE e STt 49 vh , B e Mg ik 5 5%
PUTIGI TR LE MBI N re 4 STICITE: &, 1% S PITIGI THLE My A0 & 75 - EgEr]
AFX CDR1, HAU 7 BAASEQ 1D NO: 77 7 51 1) = F I s B4 v A% [X CDR2 , Ho A 7 B SEQ
ID NO: 787~ F ) 2 L g ; A1 5 5% 1] A8 [X CDR3, Hof & B A SEQ 1D NO: 79 /R A K&
PR o AE HELE ST 5] 1, B LS AP S S HITIGI TR G5 A AR A X e 4 HTIGITZ: &
ZSHEPUTIGI TR L MR PR B3 7 - FL % n]AF X CDR1, HAL & HASEQ 1D NO:81HT7R /741
() 5 FE R ; T 5% 7] AP [X CDR2, Hi A& B ASEQ 1D NO: 827~ /7 51 i) G2 J i ; A1 55 % mf AR [X.
CDR3, H A& B ASEQ ID NO:83Ff /R~ FFI I 2 HE L -

[0270] 7Rt st 5 v , B o AT AR L B n AR X i R AR X AL A s R AR X
CDR1, H AL & HASEQ ID NO: LFT/R 7 41 & H L s B85 nf AZ [X CDR2 , H AL & A SEQ 1D
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NO = 2 7 5 47 ) B2 R 5 A 4 7] A% [X CDR3, oAU & BAA'SEQ 1D NO: 3R 541 1) A R
E LG S5 v, B GE RA S B AR fL B AR X, i E ] AR X L B R AR X CDR1, H
A5 HASEQ 1D NO: 5 /R 7 FI & 4R ; H 5% n] AF X CDR2, HAL & HASEQ 1D NO:6fR
75 1) R R 5 AN 4 AT AR X CDR3, HoAL & HAASEQ 1D NO: 7R 7 71 I & B4 IR - 7 s
Jt 5, A AR B S B AR X iZ B A X A EEE AR X CDRL, HE & A
SEQ ID NO: 9/~ 412 3R ; B4% v 48 X CDR2, A& HAASEQ ID NO: 10 /R A&
SR ;AR 4 ] AF [X CDR3, JL AL 2 HAASEQ 1D NO: 11T 7% 9 i S S R o 77 S e 5 it 45 v
ARG A S S ERE R AR X i EEE AR X AL A W] AR X CDR1, A& B A SEQ 1D
NO: 13Ff7R 7 B I & 1R s S ] AR X CDR2, HoBL & H A SEQ 1D NO: 14FTRJF A AL IR 5
AITEE 4 A] A [X CDR3, Ho A& ELASEQ 1D NO: 157 41 ) S FE R o 7 L Eu S it 5] o, B4 4y
WA EEE AT AR X, Z E A v AR X LA EAE R AR X CDR1, A S B A SEQ 1D NO: 17HA7r
TNIT N B AR s B4 0] AR X CDR2, H AL BASEQ 1D NO: 18Ff7R 7 41 (1) 2 FE IR 5 A1 EL 4 m]
AZ X CDR3, AL 7 HASEQID NO: 197~ 7 F1 ¥ 2 R R o 0 5 e S it 451 o, B & A AR B
PTEAE AR % H A AR X AL R RTAR X CDRL, HA 5 B A SEQ ID NO: 21 R A1 K]
FHEETR ; EBE R AF X CDR2, HiAL & A A SEQ 1D NO: 227 /7 41 ) S8 FiE 1« A 8 3 ] A% [X.
CDR3, H AL HAASEQ 1D NO: 23F7 7R 7 HI (1) B AL R o 75 S L S it 4] v, B s M A 0 75 B
ST AR X, 1% B O] AR X A Ay B W AF X CDR1, 30602 B A SEQ 1D NO: 257 J5 41l 1) 4 ik
% . B 4% ] AF[X CDR2, Hifl & B SEQ 1D NO: 2657 7 41 ) 22 3L 8 5 AT 8 4% m] A% [X CDR3 , H:
5 HASEQ D NO: 27 7R 7 H K S R « 78 5= L8 St 49 o, 5 25 M e A 4 & B v AR
X, ZEFE A X AL EEAE AT AR X CDR1, FoAL & B AASEQ 1D NO: 29F /R 7 5[ &L ;
HFET]AZ[X CDR2,, HoAL & B A SEQID NO: 30/ 7 7 F1I i 2 JE 1R s AN E % n] AZ [X CDR3, HAL 75 B
ASEQ ID NO:31H7R 7 HI S LR o 7 HE L St 491 o, SR S5 I 0 & L v AR X, 1%
BT AR X AR AT AR X CDR1, HAU S FLAASEQ 1D NO: 33FT /R F A & LR 5 B4k Al 48 (X
CDR2, HAL & BASEQ 1D NO: 34HT /R 7 HI I 2 R L s A B 8% n] A8 X CDR3, oA & A A SEQ 1D
NO: 35T 7 J 51 1) S J 2 o 7 A S it 1) o, B s A I AR B0, 5 L mT AR X, 1% A ] AR [X
5 EEAE T AR [X CDR1, Hofl & A SEQ ID NO: 37 7R FF 41 i) 2 JE R 5 =5 5% A A8 [X CDR2, H:
& B SEQ 1D NO: 38F7 7 ¥ 41l i & FE R 5 A 4 n] AF [X CDR3, AL A EL A SEQ ID NO:39
BT 7R 7 B ) IR TR o A SR LS STt v, SR e i s i 0 & B I AR X, % A n AR X A B e
HHEATAZX CDRL, HoA & BAASEQ 1D NO: 41787 51 2 2L 1R ; HFE ] A2 [X CDR2, HoAw 7 A
AHSEQ ID NO:42Fr7/RJFHIH IR s M E ] AZ X CDR3, HAL & B A SEQ ID NO:43F/R)F
T R LR o 7F FL L S fta 47 b, g My TR e & BB T AR X, 1% S T AR (X Ay BB T
AF[X CDR1, HAu 7 BAASEQ 1D NO: 457~ 7 51 1) & FL % s 45 v AZ [X CDR2 , Ho A 7 B A SEQ
ID NO: 4677~ 5 51 i) 2 JE /R ; A8 4% 7] A8 [X CDR3 , H AL & H A SEQID NO: 47 it/ e 41 i) 4 s
PR o 75 e st ) v, B MU B B B AT AR X, % B A AR X AL s HLE W] AR X CDR1
HA 2 BASEQ 1D NO:49F7R 78 1) 2 S IR s S EE ] A8 [X CDR2, HoA & B SEQ ID NO:50
Bz 7 4 ) G 2 1 5 A1 B ] AF X CDR3, AL A SEQ 1D NO:51HT/R 7 A & LR - 78 4
b S it 451, B S AT L S R AR X, 1% R A AR X S B I AR X CDR1, AL A
HASEQ ID NO: 537~ 74 & L s B4 v A X CDR2, HoAu & BAASEQ 1D NO:54F/R 7
HIH) I WL ; A B v AR X CDR3, Hof & FLAASEQ 1D NO: 557 7 41l i S FE IR o 75 - 8 5 it
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Bile, B EE H ST A B B T AR X, % BB T AR X AL A s L T AR X CDR 1, HAL 7 B A SEQ
ID NO:57 7 5 51 1) 42, B 5 8 4k ] A [X CDR2, Fo A 4 B/ SEQ 1D NO: 58Ff 7 /7 41 (1) 4
Fi% . AN 4% P AR X CDR3, HoA & A SEQ ID NO: 597 Ff 4l i 2 L iR o 76 e s i 43 v, 2
SERER PR S ERE AR X ZEE A AR X A A AR X CDR1, HA & B A SEQ 1D NO:
61T 7~ 7 I I 2 L 5 B4 n] A2 X CDR2, HAU & B AASEQ 1D NO: 620 7 7 A1 I B G s A
FE N AZ X CDR3, HAL S A SEQ ID NO: 637N 7 91 ) S L IR o 75 F- L st o, B 25 A 3t
AL EEE A AR X, 1 ZE A A X A A AR X CDR1, H AL S B SEQ 1D NO: 65778 7
G R IR ; S T AR X CDR2, HAL A HASEQ TID NO: 667 7~ 7 F1) 1) & FE R 5 A 2 4 v AR [X
CDR3, AL HAASEQ 1D NO: 677w 7 51 (1) B A R o 75 S L St 4], B M A 0 75 B
ST AR X, 1% AR O] AR X A Ay B W AF X CDR1, 30402 B SEQ 1D NO: 69FT 7 J5 471l 1) 4 ik
W% ; BB T A2 X CDR2, Hof & HAGSEQ ID NO: 707 5 41 i) S 3 R 5 A1 =4 ] AZ [X CDR3 ,
5 HASEQ D NO: 717N 7 HI I 2 JE R « 75 5= Le 5 fta 451 v, 5 25 M s e A 4 & B 5 v AR
X , % 4 n] AR X AL Fr . EHBE AR X CDR1, HAL & HASEQ 1D NO: 7T3H7R 7 A A 24 R s B
FET]AZ X CDR2, HoAL & BAASEQ ID NO: 74F7R~ 7 FII 2 L IR 5 A1 55 i) AF X CDR3, H AL B
ASEQ ID NO:75HT7R 7 B S BE IR o 7 HE Le St 491 o, B S5 I 0 & L v AR X, 1% E
FETTAR X AL B4 W AR X CDR1, A& B SEQ ID NO: 77T/~ FI I & L R 5 B4 ] A8 [X.
CDR2, HAL 7 BAASEQ ID NO: 78Ff 7~ 7 FI ) 2 L IR 5 A1 EE 5% i) AZ [X CDR3, HoAw &% H A SEQ 1D
NO: TR 7 7 51 1) B o A A S it 1) o, B o A e AR B0, B L B mT AR X, 1% A ] AR [X
f0,4r: EEEE T AF X CDR1, A0 2 LA SEQ ID NO: 81F1/RJF 7 4 J: % ; 3 5% 7] 48 [X CDR2, H:
& B SEQ 1D NO:82F77n ¥ 4l i & JE R 5 A 2 4 n] AF [X CDR3, H AL A LA SEQ ID NO:83
BT 7 51 B S LT -

[0271] 75 JE L ST 5 v , BR o AT AR B0 7 B T AR X, 1% L m] AR X B ik H I SEQ
ID NO:4.8.12.16.20.24.28.32.36.40.44.48.52.56.60.64.68.72.76.80FI84ZH i [ 41 [+
AT A E/2180% .85% .90% 91 % .92% .93 % .94 % .95% .96 % 97 % . 98% .
99% 8100 % JF 51 [ — 1 B L TR JF 5] o 1 e S it ) 1, B 235 Ry I A B 7 B e ] AR X
T H BRI X AL A% FHSEQ ID NO:4.8.12.16.20.24.28.32.36.40.44.48.52.56.60.
6468727680 F1844H Fl 1) 4H I B FE R 741

[0272]  FEBELCsTitif b, AR X P A S AR 2 ER IS 22 4)1.4)2. 413,
294,295 216 2T 218 ZI95K L1101 R HUAR L ik 2 A/ BRAS o o 6 B 6 ST 5] v, 2 R IR
A PRy B

[0273]  fR KL ST rh , B ek A AL & BB i AR X, 1% B ] AR X AL SEQ 1D NO: 4
B W R BE IR 7 51 o 18 i B8 S it 451 v, B S5 A 3P B 7 BB T AR X i E B i A X AL
SEQ ID NO:8HT/RMI R IR 7 51 o 78 F L Sl 5 p , B 25 My kP A 0 7 B T AR X, 1% E
AIARX AL SEQ 1D NO: 127 /s B R B IR T 41 o 75 HE e S it 451 A, B 5 A S T A B 3 B ]
BX, ZEFE AR X AL A SEQ 1D NO: 1657 7 1 & R R 77 51 o 75 6 ST ] v 5 B 5 A 3 A
04 BT AR X % EAE N AR X AL 4 SEQ 1D NO: 207 7 [ & 3L T8 S5 41 o 75 S e szt 5] v, B0
SERMJIRPUAR R AR AT AR X, 1% B AR X AL SEQ 1D NO: 24 FTR R R R T 41 - 78 Kotk
S, B ISR AL S B T AR X, i E B A AR X A A SEQ 1D NO: 28 Fi R I & S R
FF 5 o AF FE e s o o, Bt My IR P A B B W AR X iZ EE A AR X AL A SEQ 1D NO: 32/
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TN IETR 751 o A5 FE LS St 451 v, B S5 A S A B B ERE T AR X, 1% 3 A AT AR X B B SEQ
ID NO: 36 i/ 2 LR 7 A1 o £ FELe S g v, PR G iy 0 & BRI AR X, iZ E A T AR
XELESEQ ID NO:40FT/R I R IE L 7 41 o 75 HE Le S g o, PR 5 M Sk B0 & B ] AR X
ZEAE ] X AL A SEQ 1D NO: 44 FoR R LR 7 51 o 78 S L Sl 9 vp , B 25 My 3k o A 0 &5
FEHEAAR X, 1% H A A AR X AL SEQ 1D NO: 487~ A FE iR FE 51) o E B b s it 451 o , B 45 4y
WA S EEETARX , 1% B AF X A5 SEQ ID NO: 527N K & LR 7 71 o 78 3 6 S i
Bileh, B EE RS T B B R T AR X % EBE nT AR X AL A SEQ 1D NO: 56 A7 1 & 2 R 7 471
T e S it 451 o, B A TR L B B T AR X, i R A AR X AL SEQ 1D NO:60FT /R
RAIEIR T ) o 8 L STt {51 v, 25 M S PTAAR B & B m AR X, 1% B A n] AR X AL SEQ 1D
NO: 64 7T 7~ 1) S BE R T 41 o A 6 S it 451 o, B o A 3 AR B0, 5 B mT AR X, 1% A ] AR [X
£ 5 SEQ 1D NO: 68 FT7R I & L R 17 41 o 75 S LE Sl 5] v , 5 4 A S e R B B BE T AR X, 1%
HEEAARX AL ESEQ 1D NO: 7T2F7 78 B R B BR 7 41 o 71 6 S it 451 o, B &5 AL S A B, 5
FENAFX  iZ EFE AR X AL ESEQ 1D NO: 76 Al /s [ 2 FE R 1 471 o 75 J Le St 5] v, PR 5 g
PUAR L& B AE AT AR X, % B4k A A8 XA & SEQ 1D NO: 80T/~ & R 17 41 o 7£ 5 28 512 i 451
H, B EE IR PTIAR BLS ERE R AR X i E AR N AR X AL A SEQ 1D NO: 84T /R I LR /7 41 o
[0274] 75 LL STt b , B 2 A T AR L N JRAUAE 22 o 78 Sl S 451 o, N JRALAE 22 6
B H HSEQ TD NO:85-934 i (1) £H 1 T B ml A8 [X 7 B I HE S 7 41 o 78 S S s 451 o, U
PEHESE A 5% FHSEQ ID NO:85-934H i i) 4HL i) .4 ] A5 [X 7 I FRIFR2 7 41

[0275]  2.3.2%8 —HiJRsE &R

[0276]  7FFEECS i 5] , AR SCA T 2 HE R PUTIGIT/FUPDIPLAAR I 58 —Pi SR 45 & 58 4>
5 5PD145 A I HTPDIPUAA o 75 HELL STt 451 - , HTPD1HT AR FH W PD1ANPD 1 1] (1) AH ELAE FH
FE R B S ) A, AR PCT/US 2017/050851 (AT AEBR A FFWO 2018/052818 AL, H N
303 51 AL REARIE ANA SO B A FF AR HTPDI P

[0277]  FEREECSLit 5] o, BLPD1PiAAE S HPDI YIRS X4+, 1S HHIPDI TR 5 -
a) AR S5 (VH) 781, HA S (D) & 2 25 R /7 #IFTFSNYGMS (SEQ ID NO:221) [
CDR-H1, (2) B8 & IERR 7 HITISGGGSNTY (SEQ 1D NO:222) [FJCDR-H2, LA ) (3) & R LR
FIVSYYYGIDF (SEQ 1D NO:223) [#JCDR-H3; LA Sz #2855 ] A 25 ¥y 3 (VL) J& 1), HAS (1) B8 =
FLFR - IJKASQDVTTAVA (SEQ ID NO:224) [{JCDR-L1, (2) f& & FEER ¥ FIWASTRHT (SEQ 1D
NO:225) [)JCDR-L2; PA J& (3) 7 2 FE IR /7 1JQQHYTIPWT (SEQ ID NO:226) fJCDR-L3;b) H 4%
AIARgE R I (VH) 751, Hoa 2 (1) B9 & 2 B4R 7 ZIFRFSNYGMS (SEQ ID NO:229) [¥JCDR-HI,
(2) 0,2 E K% FF FITISGGGSNAY (SEQ ID NO:230) [FJCDR-H2, LA % (3) A& 2 2 1R 5 ¥
TSYYYGIDF (SEQ ID NO:231) fJCDR-H3; LA Je 42 5 nf AR £ #y3sk (VL) F 4], & () B & a it
1% 7 ZIIKASTDVTTAVA (SEQ ID NO:232) [RICDR-L1, (2) f07 53 5 ¥ #IWASLRHT (SEQ ID NO:
233) IICDR-L2; B & (3) 04 5 2 1% 7 51JQQHYGIPWT (SEQ ID NO:234) [KJCDR-L3; c) B4 AJ Ap
(VH) £ #3887 5], Ho & (1) A8 & B2 /7 5JFTFSNYGMS (SEQ ID NO:237) fJCDR-H1, (2) £
BRI FITISGGGSNTY (SEQ 1D NO:238) frICDR-H2, LA K (3) A& & LML 7 #IVSYYYGIDL
(SEQ ID NO:239) FJCDR-H3; LA Je 32 5 ] AR 4 #y 3, (VL) J7 51, A& (1) B &2 LR T 51
KAKQDVTTAVA (SEQ ID NO:240) [FJCDR-L1, (2) £ 4 & 3L 1% % HIWASTRHT (SEQ 1D NO:241) [
CDR-L2; LA % (3) L& & AL /7 HQQHYWIPWT (SEQ 1D NO:242) [FJCDR-L3; Bid) = B n] AF 45 44
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B, (VH) 541, HoA A (1) A48 S 88 /5 #IFTESNYGMS (SEQ ID NO:245) [JCDR-HI, (2) fl8 44
EEBFFITISGGGSNIY (SEQ ID NO:246) [{ICDR-H2, LA & (3) A& 28 K22 ¥ 71SSYYYGIDL (SEQ
ID NO:247) JCDR-H3; DL K B4k nf AR &5 #38 (VL) /751, HAaS (1) A& LR )T 5
KASQDVTNAVA (SEQ ID NO:248) [{JCDR-L1, (2) & & IR F HIWASTRHT (SEQ ID NO:249) [
CDR-L2; L K2 (3) & & 38 7+ 51)QQHYTIPWT (SEQ ID NO:250) fJCDR-L3.

[0278] 7% st b , HUPD 1AL & B 8 ) AR 45 48 (VH) 7 1, LA 4 ) AR 45 4
B, (VH) 541, HoA A (1) 92 s 88 /5 IFTESNYGMS (SEQ ID NO:221) [ICDR-HI, (2) fl8 44
EEBFFITISGGGSNIY (SEQ ID NO:222) IICDR-H2, PA & (3) A& 28 K22 ¥ F1IVSYYYGIDF (SEQ
ID NO:223) fJCDR-H3; DL R B4k vl AR &5 i 38 (VL) [ 41, HAaS (1) A& LR )T 5
KASQDVTTAVA (SEQ ID NO:224) [FJCDR-L1, (2) £ & 3L 1% % HIWASTRHT (SEQ 1D NO:225) [
CDR-L2; LA Bz (3) A& & FE /R 7 51JQQHYTIPWT (SEQ ID NO:226) CDR-L3 . 7E i Lb 5 it f51]
PUPD1 LA AL & H 55 nT AR 45 M3k (VH) J7 41, LA (1) B3 & 2 /R /7 5IFRFSNYGMS (SEQ 1D
NO:229) [{ICDR-H1, (2) £ 5 F: % ¥ FITISGGGSNAY (SEQ ID NO:230) fJCDR-H2, LA & (3) £1
EREBFFITSYYYGIDF (SEQ 1D NO:231) [JCDR-H3; DL S 85 ] A 45 My ek (VL) 7241, H
(1) A& & B FE HIKASTDVTTAVA (SEQ ID NO:232) fJCDR-L1, (2) A& & H /B 7 41
WASLRHT (SEQ 1D NO:233) [FJCDR-L2; BA J& (3) & & JE L /7 #IQQHYGIPWT (SEQ 1D NO:234)
[¥JCDR- L3 o 7 326 szt 51 o , HUPD 1AL & B B T A% (VH) g5 ik 41, & (D B & E it
2 ¥ 5IFTRSNYGMS (SEQ 1D NO:237) fICDR-HI, (2) 2 &I R 5 FITISGGGSNIY (SEQ 1D NO:
238) HJCDR-H2, PA f (3) AL 2 JE PR 77 #1IVSYYYGIDL (SEQ ID NO:239) [¥JCDR-H3; LA K2 HE ]
AR EERIR (VL) JF 30, HA & (1) A5 2R 7 IKAKQDVTTAVA (SEQ ID NO:240) fJCDR-L1,
(2) A% 5 FE R 5 HIWASTRHT (SEQ ID NO:241) JCDR-L2; B &% (3) 4,7 5 L % 5 71
QQHYWIPWT (SEQ ID NO:242) [JCDR-L3 ., 7F 46 5 ji ] o , HTPD1 i A A & 8 i v AR 4 #g 3k
(VH) 1), HoAu 8 (1) 087 2 558 7 5IFTFSNYGMS (SEQ ID NO:245) [ICDR-H1, (2) fu8r 4 it
% 7 FTISGGGSNIY (SEQ ID NO:246) frICDR-H2, LA K (3) A& 5 5% 7 #1ISSYYYGIDL (SEQ ID
NO:247) [#JCDR-H3 ; LA 2 FE T AR 25 #35 (VL) 731, HoA 5 (1) B3 2 B2 IR JT B1IKASQDVTNAVA
(SEQ 1D NO:248) FJCDR-L1, (2) £l & FEER )7 FIWASTRHT (SEQ 1D NO:249) [fJCDR-L2; BA X
(3) &R EE B FF AIQQHYTIPWT (SEQ ID NO:250) fICDR-L3.

[0279] 7 HLLbszjiti (5 b, FUPD1HIAAE & EEE AR X, % E B n AR X & 5% H HSEQ
ID NO:227.235.243 1251 2H Bl [ H I 2 LR 7 21 B A 22 /0 2980 %6 .85%6.90% .91 %6 .92%
93% .94% .95% .96 % 97 % 98 % .99 % Bk 100 % J£ 51| [&] — P ) Z IE /R 7 41 5 L B 4% 4t ] AR
X , %A AR X 404 5% [ FHSEQ 1D NO:228.236. 244125220 1% i1 2H 11 28 KLl 17 51 LA
F/D#180% .85% .90% .91 % .92% .93% .94 % .95% .96 % .97 % .98 % .99% . 5100 % 57
] — VL LR A1 o 7E S S it g o, HIPD AL 2 B AT AR X, 1% B4 ] AR [X A 2 i
H HSEQ 1D N0:227.235.243F12514H s IR LR )T 41 s UL B v AR X, iZ 4 v AR
X f 2 1% [ HSEQ ID NO:228.236. 244 125240 B () 41 () S L /R 7 41

[0280] 77 Uit 51 , HUPDIPLAARE & : B & SEQ 1D NO: 227 FroR & FE IR 1 41 i) =5 % ]
X AL SEQ ID NO: 228 Fr/n 2 LR 7 1 I 2 5 ] A% [X o 7F F e syt 451+, JrPD1ifa
A SEQ ID NO: 235 7R &R 7 A EFEr AR X AL & SEQ 1D NO: 236l /& & IR 7
FII e n] AR X o 7E R St 451, FTPDIHTAARALS - B B SEQ 1D NO: 243 R & 24 1R /7 411
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HEE AT AR X AL A SEQ 1D NO: 244 FryR & BE IR T 41 1) e ] A8 X o 7 B 6 S it 451 7 , $7PD 1
PUABAL S AL SEQ 1D NO: 251 R R IR 7 4 I B v AF [X 2 02 SEQ 1D NO: 2527/~
BT AR AR X .

[0281] 7t e s it 451 v , B 5 M) AR XA/ B 42 B T A0 X AR AL AT A S R R 7 91 o] L
ELZL L2 293 A4 L5416 . 41T 218 4198 210N FEFRBUAR, « SR 2 AN/ B R b o 76
S ST i A5 S 2 R AR R S AR

[0282]  FEMEEsiifd , HUPDIHUR AL S FelX o 7E 3 Le S 45 o , FelX ik [ T 4H, % 2H i bA
N TeG TgA TgD IgEMIgMIFelX o 78 R L st (51 o , Fe X ik N4, 1Z 20 B DL R 23k -
TgG1.1gG2\1gG3FITgGAMIFCIX o 7E R L sz it 5 of , Fe X A& AFclX o 78 3 e st 5 v, Fe X
B 5161 FelX o fE RSeS| , 1gG1 FelX AL —Fhol 2 P S i B4k i 4 i A S 1
Y #51 (ADCC) 1 97T o 7E BLe Szt fgi v, TgGl Fe X A0, 2 — F ik 22 Fofn 38 i 0 425 A4k st ek 4
- F RN (ADCC) [ RAR  PERE L St 451 1, TgG1l FelX AL —Fhal 2 Fhls I B (i ot
PELI A5 1 41 B B (ADCC) Y 98 AE o 75 FE S8 St 51, Fe X AL 5 TgGA FelX o 75 J 2 S
i, 1gG4 FelX L5 S228PRAE

[0283] 7R HELL STt 5 o, PUPDIHUMA AL S N VRAL AR o 78 e B 5 it 451 A , 383 FH AL+ A PD1
R ECDI 22 JIK i 146 N\ e 11 A4 Ji 7R S P oK 8 .8 FTPD LA

[0284]  2.3.3 &4 MEPUIARMIRHIE

[0285]  #F LS 45, HUTIGIT/ HiPD1 2 e S R PU AR AT LA 2 M Piask o 7 s 8 S it 1)
B HUTIGIT/HUPDIFUAAR AT L2 A =40 DU« 0 /S A B30\ 1T o 78 25 2 512 e 45
B BUTIGIT/HUPDIFUAR K 28— A EE —HU R 4 & 88 o B — N ml DU AR . 0 =40 Y
o SO BB\ B A SR S, BB — AR PR A R i — N R
W) o 72 e St 451 v, 5 — A ER BT R 45 650 R I — AN AN o 7R R e S it 51
PUTIGIT/HIPD1 245 T PR S AN o 7E T LESL ] o, PLTIGIT/$HPD1 2 K5 F Pk 2
VYA 1T

[0286]  FERELCSLt o], 5 PR L5 A S BUPDI PR , i BUPDI B AR £ 5 PR Sk Pk
N SR BUIR R BE AR R SR, B PR A B A AN BUE 2 AN PITIGITL
o PEF e S b, 55— PR S5 G 80 0 B B PR ML TIG T T Ak o 75 HE e s it 451 1, A 2% Bt
PD14E H 1) &2 /b — 2 I C AU 5 28 — PU SR &5 &3 A I BU T TG T THU AR e 2 o 7 - e s 451
P 2% FUPD 12 HH A 25 ) CoR ity 5 58— P IR 45 A 38 A AL T TG T THL AR 2 o 78 R L st 5 o
P& PUPD LR B H (1) 28 /b — SR INK Ui 5 28 — BB 45 6 30 4 I DU TIG T THU AR HE 42 o 7 e 5
T3, P SR PUPD L b Bk 2k N Ui 15 28— PUJR &5 G380 0 I LT TG I THU AR i 32 o AF FE e s
T A5, P S PTPD L EL i 1) A /b — SR B CR i 5 28— LR 45 &80 0 I B TIG I THUAR I+ . 7
S, P S HUPD 1 H B TR A SR I CR i 5 28— LR 45 & 80 I B TIGI THUAR I+ . 7
S St 45 o, P 25 PUPD LR P 1) B b SR N A U 5 5 — PR 45 A R A I BT IGT THL A
HERE AR LE SIS PR 2% HTPD T EL R A SR N S 5 5 — LR A5 & #r BT TIGI THi A4
JUCECN

[0287]  FEHLubspiflrh , 2R R MEPURA S ) B PURSE &850 % PR SS &
05 B GE R I TIGT THUAR , 1% B 45 M TIG I THU AR A0 B 4% ] AF X CDR1, Hofu & B
SEQ ID NO:94F77m 75 i & IR ; B AR X CDR2, HAL & B A SEQ 1D NO: 95F7T 7~ 51K
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AR 5 %I@%L AR [X CDR3 , Ho Ay /a\ LASEQ ID NO: 967 7 A 1) 2 2R s LA Je i) 28—t
JR 25 Aoy 1256 PR A A iR LS BUPD LA, % PUPD 1P AR 7 B 8 ] A 25 F 3 (VH)
A, HA g (1) A4 SEQ 1D NO: 229 7m & JE R 7 41 CDR-H1, (2) £, SEQ ID NO: 2305
TREIERR T HIICDR-H2, LA & (3) AL 4rSEQ 1D NO: 231175 & LR 7 F1 I CDR-H3 5 LA K% 45 4
AlAS ZE R, (VL) JF 51, FoA 4 (1) A4 SEQ 1D NO: 232F 7= & /8 S5 FI[FICDR- L1, (2) A4
SEQ 1D NO:233F/m 2 H M7 FIIICDR-L25 BA K (3) BLESEQ 1D NO: 234 Frin & Z 1R 7 711
CDR-L3.

[0288]  FRILUbsujflrh , 24 R EPURA D) B YRS &5 0, Z YRS &5
A5 A IBPITIGI TR , i B A5 ML TIGI THU AR AL 75 E’%T}EECDRL,\ SHE
SEQ ID NO: 1787751 () s B R ;s B85 W] A% X CDR2, H A & HASEQ 1D NO: 1797R /7 %)
OE=E T %E@’&%T’}ZECDRB,A F HASEQ 1D NO: 180F 7~ 7 A 2 LR ;s LA Jei1) 56 —
PUR &5 G 8093 %50 U IR 45 & 8B40 B & BUPD LA , 1 PUPD 1P A4 A 7 8 4 m] AR 2 74 35k
(VH) J& 21, HAL 5 (1) A5 SEQ 1D NO: 237Hrn & LR 7 41 CDR-H1 , (2) 47 SEQ ID NO:
238HT /N2 LR [T 41" CDR-H2, u&@) % SEQ ID NO: 239 7/~ 2 LR [T 41 ) CDR-H3 5 LA JZ
REERAREE R (VL) P41, S (1) B SEQ 1D NO: 240 T/~ & LB 5 FIFICDR-L1, (2) &
SEQ 1D N0:241ﬁﬁ/%§n9§'§ﬁa$ﬂmcm L2; LA % (3) f4rSEQ ID NO: 242~ R IL TR 51
f\JCDR-L3.

[0289]  FRMLubsijflrh , 2R PR ) B YRS &5, % PR SS &5
A5 A IBPITIGI TR , i B S5 W L TIGI THU AR AL 75 E%TEECDRL,\ SHE
SEQ ID NO: 1867~ 751 () 2 JE R ; B85 W] A2 X CDR2, H A & HASEQ 1D NO: 187 7R /74
(1) JE I 5 AN 4 v AR X CDR3, HAL & HA'SEQ 1D NO: 188H/R T A R IE/L s UL feii) 35—
PUR 5 G 8893 %50 U IR 45 & 8B40 B & BUPD LA , 1 PUPD 1P A4 A 7 8 4 m] AR 4 74 35k
(VI) 51, HAw 2 (1) A& SEQ ID NO: 221 i/ 2 2L R 7 41 I CDR-H1, (2) 17 SEQ ID NO:
222/~ 2 FE R 7 H)) ¥ CDR-H2, u&@) % SEQ ID NO: 223/~ 2 LR 7 41 [)CDR-H3 5 LA ¢
BaE R AR gE Ryl (VL) 741, Hm 4 (1) A5 SEQ ID NO: 22417~ & JE/R 4 IICDR-L1, (2) 4
#SEQ 1D N0:225ﬁﬁ/%z¥@itﬁa$ﬂﬁﬁcm L2; BA & (3) £ SEQ 1D NO:226 frn & 2418 7 41
f\JCDR-L3.

[0290]  FRHELubspjflrh , 2R PR S ) B YRS G50, % PR SS &
& AP TIGI TR , 1% B 5 RIS BT IG I THL AR B & E%T}ZECDRL,\ THEA
SEQ D NO:190f 7~ /7 5 i 2 2L 1L s % nl AZ X CDR2, HAL & B A SEQ 1D NO: 191741
OE=E T %E@’&%T’}ZECDRB,A FHASEQ 1D NO: 192F 7~ 78I 2 LR LA K i1) 56 —
PUR 5 G 8893 %50 PR 45 & 8B40 B & BUPD LA , 1 PUPD 1P A4 A 7 8 4 m] AR 2 74 35k
(VH) J¥ 21, HAL 5 (1) A5 SEQ 1D NO: 245 /R &L MR /7 41 CDR-H1 , (2) 4% SEQ ID NO:
246 P/~ 2 FE R 7 91" CDR-H2 u&@) % SEQ ID NO: 247 flr 7~ 2 LR 7 51 () CDR-H3 5 LA ¢
BBERARSE R IR (VL) 251, Hom & (1) 4 SEQ 1D NO: 248FT 7~ & LR 7 FIICDR-L1, (2) &
SEQ 1D N0:249ﬁﬁ/%§a9§gﬁa$ﬂﬁﬁcm L2; LA % (3) . 4rSEQ ID NO: 250 fT~ & LR 51
f\JCDR-L3.

[0291]  FERESLsTiifrh , 2R RS S EPITIGITHA JTPD1fiik H %, Ha
£ SEQ ID NO:253FT/REIEIRF S, LL XA SEQ 1D NO: 254 F/R &L/ 7 51 1) HLPD1 ik
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TR AT RS, 2R TR S A SEQ 1D NO: 255 &AL R - 41 I BTPD1$iT
REEE, U RSB R PITIGI THUAR M FTPD1 H i i85 , AL SEQ 1D NO: 256 i /n R A IR )T
G o AEHELE ST, 2R E AR A R E PUTIGITHUAR R HIPD1 bt 7k H 55 , £ 7 SEQ
ID NO:257HT =@ 3L/ 551, LA B4 SEQ 1D NO: 2587 7~ & 3L 18 5 #1 i iPD ik 2 5% . 1
FERe S, 22 SR L B AL A SEQ 1D NO: 259 /8 & EE R A1 1 B PD 1 Fi Ak = %
PLEGER B PITIGITHUARI PTPDI PR BE , B & SEQ 1D NO: 260 /& LR /71 o

[0292]  fEALLesija b, 55 — PR 45 A ol i Bk 5 AR PR 45 A iR oy 1B B AR S
St R, 423k R IR Sk o A R L S it ] R IR Sk AL 204 2 2930 E IR IR o 7 R L S i 441
W RS L & AT A 15N AR R o 7E R Sl g v, PR Sk 0536 H B SEQ 1D NO:195-
22040 B H I BRI 51

[0293]  FEIELLSLyf b, 55 —HI R 455 8 M HIPDI PR 0L ik H FH 196G IgA IgD IgEM
TgMIIFe X H I ZH I F e X o 78 EE STt 51, 28 BB 45 4 I PiPD1di AR (0 & 1 5 B
1gG1.1gG2.1gG3MTgGAMIFCX 40 K 4L F X o 2E Rl S o, Fe X A8 AFclX o 78 3tk
LG, Fe X AL & TGl FelX o fE RS 45 41, TgGl FelX AL —Fhal 2 FiiE i A (i ft
PEAI A T 4 757 (ADCC) 1Y AR  7E HELe S s, TgGl Fe X AL F— FhEl 2 A a4t
ARG 200 A 5 ) 4 B % (ADCC) F 2R A8 o 7E RSB S it 45 vp , TGl FelX A5 —Fhiak 22 b
B AT A A 6 1 4 A 5 A A0 P 350 (ADCC) (1) 98748 o 7 B S S it 45, Fe X AL & TgG4 Fe
[X o 75 H e S it 5] 1, TgG4 FelX A2 S228P5 A%

[0294] 2. 4FiARSERN )y

[0295]  FEIEE ST s , A SCA TR PR B 2 45 F HEPUAAR 1) P 25 6 30 o LR R B
A G A SR M ST o AE B S L AR BB 45 £ 88 BL 21 1x 10 "MB 5 /NMRIKDSS £ #E4R .
15 SR S o, AR BT R 45 A 304 LA 20 1x 10 *MER B /NMEIKD S & U o 76 3L s 5]
PR BT 5 45 38 4y DL 295x 10 MER T /INMRIKDZES S I bT o 76 3 B8 S i 49 v, oAk sl J 5
FB4y LAZ1x10 MBR B /NRIKDSS £ 5 o 76 526 S5 1] b, Fi 44 B0 SR 45 4 38 23 LA 49 1x10 M
FELI1x10 M A FIKDLE & AR o 78 3 e STl 4] b, FAk st 5 45 & ¥ 7 LAKDZS & & kR E
Z11x10 "MAZI1x10 M2 [8] 30K o 78 T8 St il v, AR BT SR 45 4 35 23 LA Z12x 10 MANZ
1x10 M A FRIKDES A5 $EAR o 76 5L L8 STt 51 , FLR s JR 45 45 3820 A Z92x 10 "MZE Z15x10 M
2 1] FRIRD S, £ #EAT o 78 FE L8 ST 51, BLAR BT JR 45 4 353 BL 20 1x 10 ME Z95x10 "M (8] )
KD&h A HEpR

[0296]  PUARERGT R 45 A 56 2 KD T DA o AR Sk O N i 7 v 5 - 1% 2R 7 v B AR AN PR
T2 [ BN F \ELISA- \RIA- \ECL- . IRMA- .EIA-.Octet- BIACORE® - 4 5 F1 ik 44
[0297] 7Rzt Hh , m] LA I BIACORE® 3 i 25 55 1A SL R I 5 v I B KD o 451 S (E
ANBR T, 7 B 58 B TR OMSIE B BA 25104 ma 37 B A7 (RU) 625 °C K 138 - BIACORE®-2000
8 BIACORE®3000 (Biacore A wl, iR (Piscataway) , FriF i (NJ) ) 24T M5E - 78
SRSt ) R, AR AR R R 0 I TS R SR SR W AR AR AR E B (CMS, Biacore A 7))
FAN- 2 5-N7 - (3- ZH BRI 28) -k — WP % SRR £k (EDC) FIN- F2 HE B8 FAIE W i (NHS) #E4T V%
1k o B PR FpH 4. 81 10mM 2 FR AR B 22 5ug/m1 (K ZJ0.2uM) , 2 J& PA5ul /4 S ) i S v
N DA SE IR B 2R R0 R 29 10N N B AT RU) o ZEVENBLR 2 J5 , 4 IMZ B v N DA 3 A
K IEFE R 6T 8h J1 5 &, 7225 °C L R AE R A 0.05% 2 L AL R 1B 20 (TWEEN-20TM) 2 [f
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T 1] (PBST) (IPBSH (K Fab ) XUR% (1) 2 2E M B4 (0. 78nMZA500nM) LK 22511 /min ik
NG (k) MR E A (k) A0 S — X — R 2R 4 &8 (BIACORE®
PEA B A AR A3 . 2) 3k [F] IS HUL 5 46 & 5 A B AR IR R H L o] LR i 25 2 (KD) 115
HELF KO ffkon. 2 WA, Chen®s N, J . Mol .Biol. [4r T4 ¥ 4% 1293:865-881
(1999) o n B DA b 22 101 25 B8 7~ S 1R I 52 VR 4% B % (on-rate) B 10°M 's ™, T 4%
A 2R 0] DU I8 2 B K AR 2 2R RAE BN P58 B (e i A3 4] an A
e B 1) 23 6 e B T (BT 4 R AX 2%) BIEL A5 B bR I i Fr1 8000 2R B SLM- AMINCO ™ 43 6 ) B i
(ThermoSpectronic/ &) MK FIAFLE T, 7E25 CMllEPBS (pH 7.2) # ) 20nMPT - LR T
A (FabJB3R) [ %8 6 5 S 38 BE Gk = 295nm; & 51 =340nm, 16nmy 3&@) [ 3w/ .

[0298]  2.5%i4k B

[0299]  FEFELCSLt g rh , AN T B S PURE S5 & Bealipids b B bidk i Br e dsie
ANBR FFab.Fab’ \Fab’-SH.F (ab”) 2. .FvHlscFv F B, BA K PA R i () HoAih Fr B A S e g
R B 2238 7 2 WHudsonZE A, Nat . Med. [ H4RBE2%]9:129-134 (2003) . % FscFv i B
B 2EAR , 2 WA, Pluckthtin, The Pharmacology of Monoclonal Antibodies[HFafE$i
R Z5FR 4], 851134 ,Rosenburg fiMoore i , (i X5 AR #% H i #t: (Springer-Verlag) , 4
Z) ,55269-31571 (1994) ;162 WO 93/16185; LA &S L& F|55,571,894F15,587,458, 5%
TR E AN RO ARG & R AR E T B A S IR N 2 3 Fab ATF (ab) v B iR, 15 S
L3 % F) 55,869,046,

[0300] 7 Bt e sz it 451 v, A A FF B oA o] DL XUPT AR o U AR H A AN BT DU A B
XURF S BUR S5 & A S ek Jr BL . 2 WL, EP 404,097;W0 1993/01 161 ;Hudson%%
N ,Nat.Med. [HAREES]19:129-134 (2003) ; flHollingerZ% A\ ,Proc.Natl.Acad.Sci.USA
[ E F B 2B B 71190 :6444-6448 (1993) o = HUARFIVY HAR IS4 iR T HudsonZs A,
Nat.Med. [ H#REE2219:129-134 (2003) .,

[0301] 75 Bt e st 451 v , A A T B oA ] A 75 B S5 A ST AR o B 25 R Ik o A4 2 B B A
F18) 2 505 Bl 8 0 B M A 4 v e e S I 0 e T R AR 4 R S P AR B o A R A S i 45
rh B R e AR R N B A I BT (Domantis A &, TR R B4 (Waltham) , 5§ 1% 28 1
(MA) s 2 WL Ag 55 [ & F)56, 248,516 B1) o 75 F LSt f51] o , B0 25 My Ipi A4 2 3% B R} 3h 4
FAZE R o 8 R S it 491 1, B 25 M I A VHH o 75 S S it ] v, B 2 M A 2 N
TEALH -

[0302]  Hifk i BEnT DL 22 Pl AR il 4%, 1 Se e AR B FEE AR T 58 BEHUIR 1 8 A /K i 7H
AL S B 2H 1 S A () R A B B B ) () A2 7, AN AR STk

[0303] 2.6l & PUIRFINEAPTIA

[0304] 7 ELL SRt 7 , AN T B HE 25 R BRI PUR 4563 0 M Piik 2 i & L
o BBk SRR T, £ E LR S54,816,567; fiMorrisondE A,
Proc.Natl.Acad.Sci.USA[SEE E BB fi 711,81 :6851-6855 (1984) ) H o £ J 46 S i 451
H AR A LR EL B A N AT AR X (9, Y /N R 1 T AR X)) AR RE [X o 7 e e S ] v iR
APk Hod SR B0 2R O 2 MR ARPUAR B 20 8O SR e AR 1“3 407 Pisk . Bx & Hifk
BIEHPURS & B

[0305] 7R FELCSLRf ] b , A 8 HF I A4S 205 e BRI PR 45 &30 43 I e mT B2 N
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Bl G K AE NPUARBEAT N TEAL LAYk D 36k AP 2 SR , R s O B o AN B N B 4y
S RSER Dyl NI PR S — AN a2 A ar A2 45 Fy 38, HoArHVR, 1 anCDR, (8
o9) AT HAEANBUER  TFR ECHATATER ) I 5 AR 751 o NIEACHUARIE 7T DLAE 2 A 2
NTEE X 1) &> —35) o AE S e St 45, NIRRT A A (1) SR Le PRAER JE 5 5k H R N s (41
Y5 H HVRER R PUAA) I AR AR EL AR, 491t A &R B SR P e Al g .

[0306] A VA Hifd A B 2% 7 v 4 T tnAlmagroflFransson,Front . Biosci. [A4)
B2 ATHE]13:1619-1633 (2008) H, HAEFI WIRiechmannZs A\ ,Nature [ H4£]332:323-329
(1988) i — L iR ;Queen®E N ,Proc.Nat’ 1 Acad.Sci.USA[3EFE E F R Bkt T]186:
10029-10033 (1989) ; £ H % F55,821,337.7,527,791.6,982, 321 F17,087,409 ; Kashmi ri
25 N ,Methods [ 772:136:25-34 (2005) ({#ii& T SDR (a-CDR) #4H) ;Padlan,Mol . Immunol . [4}
T4 5221 28:489-498 (1991) (iR “EAEFM”) ;Dall’ AcquaZi A ,Methods [ F77%136:43-
60 (2005) (iR 7 “FREZ4H”) ; f0sbournZs A ,Methods [ J77%]136:61-68 (2005) FIK1imkaZs
N,Br.J.Cancer [ J5EERE 24 £ ], 83:252-260 (2000) (iR T FREGNI 48 Sk 718 .
[0307] W ANJEALH N SRHEZE X A HEE AR T« £ B “BeAE A ik B HESE X
(S W, B, Sins% N J . Tmmunol . [# 528 £ 1151:2296 (1993) ) ; Y H 424 5 % 1] AR [X
MeE e LHM AR K EAERFIPUELZX (W, #W,Carter & A
Proc.Natl.Acad.Sci.USA[3& E B Z R Fibe 71],89:4285 (1992) ; MPresta‘d A
J.Immunol . (#2244 ],151:2623 (1993)) s NI (PR M 22 A2 11) #HE X BN Fit &
HEZEIX (0L, A lmagroflFransson,Front.Biosci. [ZEY R F AW 113:1619-1633
(2008) ) ; LA K Fiiii FROC EAT BIRIAE SR X (2 W, , #linBacaid N\, J.Biol.Chem. [ ¥4k 5% 4%
£1272:10678-10684 (1997) AMRosokZ5: A ,J.Biol.Chem. [k ¥ 4 4]271:22611-22618
(1996)) »

[0308] 2.7 A¥ifk

[0309] 7R LSt 5], A FE e T Lho2 Nk (il an , N g5 3t k5 ADAD) - A
PraAwr DA B A Sdsk b 2 A A R H R 7= 42 o APiAR— M fEvan Di jkAlvan de Winkel,
Curr.Opin.Pharmacol . [Z5F 25 W.15:368-74 (2001) ,Lonberg,Curr.Opin. Immunol . [ 4
P52 120 :450-459 (2008) , FfliIChen Mol . Tmmunol . [4r 75 & 2% 147 (4) :912-21 (2010)
TR o BERE 7= A 58 4 N B A5 F 3 A (BRDAD) 1 7 225 DAL /DN B BROK R & AR 3 2 1) - 2 DL A6l
iusS 20090307787 Al.3EE £ F|58,754,287.US 20150289489 A1.US 20100122358 Al.
FIWO 2004049794,

[0310]  mJ DA e sk fra) % 2k R s 4 it FH 9 22 Ji K i & AN piA (1140 A DAD) , 1% %% L R Zh ) &
A A2 DA i 7 47 Do ok T 7 2R S I N BB R A N AT AR X S BEGTAR IR AR IR B4 08
A A ECGH o BN G e BR AR SRR AR, AT T P A e R K B 1 SR R, B A A
T et R b s B AL A 2 S e AR b 7R IR Fh A S RN R A, TR M G BR R AR
o 38 R RS o T N BE DR B W 3R N BRI DT VAR 4838, 2 W Lonberg,
Nat.Biotech. [ 4RAMIH AR ]23:1117-1125 (2005) « i85 WAG) U4 XENOMOUSE " A 26
[ £ F1%56,075,181 516,150, 584 ; #i i& HuMab™ B R 1 3£ L F155,770, 429 #iiAK-M
MOUSE*HARKIZEELF]57,041,870, Mk VelociMouse " B AR KIS [H L F HE A5
US 2007/0061900) -3k H X L3040 7= A4 1 56 B AR N AT A2 X AT LA (1 a5 A F RN
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THIE X 25 6) fdt— &1

(03111 Adufk (540 ADAb) ] DU ik 35 T Z 58S 1 7 vk il 46 - D& ik 7 AT 772k
N GCFE ORI B B8R A1 /N RN U B BB A1 R (Z I, B W1, Kozbor J. Tmmunol . [4
4t E],133:3001(1984) ;Brodeur® A ,Monoclonal Antibody Production
Techniques and Applications [FuwBEHUAA = H AR TR ], 5551 -63 100 0 FE /R85 /R A
7] Marcel Dekker,Inc.) ,H%Z),1987) ; FflBoemerZE N\, J. Immunol . [y 44&1,147:86
(1991)) .Li% A ,Proc.Natl.Acad.Sci.USA[ 3 [E KA} =i i 711,103 : 35573562 (2006)
HIE R IR T I AN BAR AR 28 S I BRI NP . AN T iR AR e SR E B RS T
189,826 (itfiik M 25 o 4 B 2 4 7 B B FE A\ TMA7L44) FINi , Xiandai Mianyixue [BLAR S
1,26 (4) :265-268 (2006) (iffiid N\ - NZ8AZSR) o ik 1) AR L 5325 o N RSB (Trioma
FiAR) A T Vol lmersFliBrandlein,Histology and Histopathology [ZH 232 F1ZH 2R %
F2%1,20(3) :927-937 (2005) flVol ImersfBrandlein,Methods and Findings in
Experimental and Clinical Pharmacology [ 256 Al PR 253 S 1) kAR IL] ,27 (3) -
185-91 (2005) H,

[0312]  AFufd (5 an ADAb) tH AT DLIE i 75 28 3 B N 5 T 4 e 7s SC R IR Py b 2 T AR S5 4
I F R 7 A o SR 5 AT DK I S R AR S5 #3821 5 P 7 1 N AELE S 4l & o PR e b e 1
ANPURREARTIR T

[0313] 2. 83T FEATA LA

[0314]  mT DAE It 5 4H & SC e h i ide B P 75 17 1 B 22 Bl PRI P44k 43 B PLAR & 23 - 151
1, AU 22 M R T A R T AR JRE s ST 0 g IH 2R ST R v B T R A S R I R P A4
B 7V X BT AE I iHoogenboomZs AMethods in Molecular Biology [ 7 TAW)¥# )7
1£1178:1-37 (0 Brien®s Ngmfs, i [ 1A8 Hi k4t (Human Press) , ¥E4ETL (Totowa) , #riFvh M
(NJ) ,2001) H ik, 3 HAECL R SCrk At — B ik :McCafferty%s A\ ,Nature [ H 4R 1348:
552-554;ClacksonZE N\ ,Nature[ H#%R]1352:624-628 (1991) ;MarksZ A\, J.Mol.Biol.[% T
W)t 51222:581-597 (1992) ;Marks #lBradbury,Methods in Molecular Biology[4)
TV T7141248:161-175 (Lodw#s , M5 11 H hi#E (Human Press) , FEFE L (Totowa) , HTiE
PEM (NJ) »2003) ;SidhusE N, J. Mol .Biol. [73 T4~ 2% 51338 (2) :299-310 (2004) ;Lee
ZN,J Mol . Biol . [ FAW¥4£1340(5) :1073-1093(2004) ;Fellouse,
Proc.Natl.Acad.Sci.USA[3EE B R Pl 7111101 (34) :12467-12472 (2004) ; MLeess
N J. Immunol .Methods [ 4 J% % 7% 24 1284 (1-2) : 119-132 (2004) . L& fifiid 7 H T #2
FEE TR ST ER 7, N, 2 W36 [ 4 R 57371849

[0315] £ JE S p) 4 J o U7 v, JE 0 2R S B S 8L (PCR) 3 0l S RV ANV, BE ] 2, I
W T AR S E R BENLEE2H, AR JE r] LAZ B Winterd N, Ann.Rev. Immunol . [fe )& % EE 8],
12:433-455 (1994) H (1) 1A 175 126 470 7 285 5 Wk 11 A2 o Wk B A 08 o P P AR v BB 7R A seFv v Bt
BiFab v Bt o oK B S U5 ) SCFE G e A6 2 2 22 Je RNV RT S Akt oof S SR () e sE A A . nT &
A, ATEANGriffithsSE AL EMBO J BRI > A A2 2 2351, 12:725-734 (1993) firid
TE TG 7 AT AR G0 2 B IR 400 v B R SR SCEE (1 MO R 3RAS) DASBEEE Tz e Bl 4R B &
PL KB &3 B PR B — R . B S, iHoogenboomAIWinter, J . Mol .Biol . [4r T4
Z:&1,227:381-388 (1992) firid , i w] LA I M40 5 o AR B AR B VAR B v B, IR A A
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A B LT B PCR 5| 1)K 2t v 5 W] AR R CDR3IX 3 78 44 71 52 L FE HE , K& R AR SO - ik
U W TR AR ST () & R H R ) B 4 < SR 1 & R 55, 750, 373 ISR [H £ R A FF 52005/
0079574.2005/0119455.2005/0266000.2007/0117126.2007/0160598.2007/0237764
2007/0292936412009/0002360,

[0316] M ABUIAR ST 53 BS FI B s A B BEAE AR SCH R 2 N B s NP A B
[0317] 2. 9FifAkAR{Ak

[0318] T A @RIt T AT BRI 1R T 5128 7k 1, 7] e 75 B8 %
PUPR I 454 2 R0 R0/ Bl L A= 0 v o mT DL oK 38 2 B A 51 N G iB ek ) 4% 5 1R 7
il Bl E i R R ) A LR () SR P B AR AR X R B B HE AR AN IR TP i 2 L 1R
73 PN B4 B 5 1 B 2 R/ gl N R/ AR o AT DA AT B O L e N FNERAR AT ] 28 5 DL 75 2
LT, 252 e 48 1) (RIEIEAB IR PUiR LA B s B e (i i gs &) «

[0319] 2.9, LHUAR. 4l A FHR 2R AR 4

[0320]  FERELCStfy) 4t T BAE — AN A R IR R AR R BUREAR R H
PRAL AT ELFEHVR (BECDR) AR o PR 57 B s TR 2R “PRik AR bl 2 T o R 2H 7E “In il PR
R HIFR S $E4E T T SE R AR, I B R SCS R AR MR A — A 1) R
HARRT LA SN H B, 4t %0 Bt A BRI 0 1 (B anfR B / GBI PR 45 6 VB AR ) f %
JE P | B 503 R ADCCEE.CDC) 3% 7740 o

[0321] 2. AR

RAERE | FHHERA . 2 A
Ala(A) | Val; Leu; lle Val
Arg (R) |Lys; Gln; Asn Lys
Asn (N) | GIn; His; Asp. Lys; Arg Gln
Asp (D) | Glu; Asn Glu
03221 Cys(C) |Ser; Ala Ser
GIn (Q) | Asn; Glu Asn
Glu(E) |Asp; GIn Asp
Gly (G) |Ala Ala
His (H) | Asn; Gln; Lys; Arg Arg
Ile (1) Leu; Val; Met; Ala; Phe; 1E7& #B& | Leu
Leu (L) |iEE#ZBR; lle; Val; Met; Ala; Phe |lle
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Lys (K) | Arg; GIn; Asn Arg
Met (M) | Leu; Phe; lle Leu
Phe (F) | Trp; Leu; Val; lle; Ala; Tyr Tyr
Pro (P) Ala Ala
[0323] Ser (S) Thr Thr
Thr (T) Val; Ser Ser
Trp (W) | Tyr; Phe Tyr
Tyr (Y) | Trp: Phe; Thr; Ser Phe
Val (V) |Ile; Leu; Met; Phe; Ala; EJEZ R | Leu

[0324]  ZAEPR W] LUAR S & 0L 00 M 4 P 3R AT 4041« (1) iK% - IE72 2R Met \Ala Val,
Leu.Tle; (2) sz /Kk M : Cys.Ser<Thr Asn.Gln; (3) gt : Asp.Glu; (4) BEfE :His Lys.
Arg; (5) s FEEL M) (1) 5% 2% : Gly \Pro; F1(6) 75 & MY : Trp Tyr Phe o 7E FELL S 51, JELR
S AR 7 0 3K L6 290 1) — AN e RS e R I — AN

[0325] £ KE 4L S 4] b, AR AR A4 (1) — P R AL 0 K BOASR ARfe A (B, AN YAk s At
) B — A AN AR X R AL G, 1B T 2R A S PR AR A AR TSR A PR AR
FELO A R It (0, SN SR AN REARE) S SR ) B BB (9, BE) AN/ sk
FEAR FORE T oAU ) T L A W) 2 R 1 o 7 A9 B AR AR 2 55 A1 D G P AR , 2 ik
AT A7 5 b A B, 90 s FH 2 T Wk T AR R s 1R 58 R AR () Aan AR ST R 1) IR %) o 1)
M5 Z % — N ELZ ANHVR (8(CDR) FREE AT RAL , I HOR AR AR PUAARAE MR T/ 44 b JE 7R T Xt
R AR 2 1 (a4 62 F0 7) b AT ik

[0326] AT LAZEHVR (& CDR) Hh A7 2l 28 (5l , HAR) , 451 4n DA e B HuA o5 F0 7 o e 2R e 28 ]
PAZEHVR (8CDR) “Hh sl (R EH 7E A4 20 B sl st A5 S01A) DA vy A8 28 g R AR 1R 25 5~ 2 0 ) Bk
H) kAT (2 W40, Chowdhury ,Methods Mol.Biol. [2» TAE¥5: 77321207 :179-196
(2008) ) 1/5%SDR (a-CDR) HH AT , M BT 15 AL A4 VHER VL ) 45 5 55 F1 77 o 3 3 44 2 R — 2%
SC e T R T R AT 0 SR R ) L A IR T 1 4, Hoogenboom®E AMethods in
Molecular Biology[ 2 TAM)#J715]1178:1-37 (0’ BrienZE N\ 4wk, W5 18 4 ikcft: (Human
Press) , ¥EFEEL (Totowa) , BT Fa M (NJ) 5 (2001) ) H o 75 25 1 77 R A 1) 50 28 S it 451 v, e ot
Z M7k (BN, Gy EEPCR, BE LA, BUSE L IR SE 17115 38) W AR —Fl, 44 Z FE 1% 5l N #2 H
TRAAR AT AR B R Hh o R JE AR ST AR S e ST DL Sl B B A B SR A T AT
TGRSR o 5] N Z FEVERR 55— Fh 5 7238 M HVR (85CDR) 5 7] J5¥2% , He A i 5 T-HVR (5CDR)
B (9100 — k4 - 6Bk 2E) BEATLAL, o AT 451 dn s FH TR R 41 41 15 22 el TR A SR R S P b 46 331
PURSS & S ATHVR (3]CDR) 52 o 47 731 & CDR -H3 AICDR - L322 B A AL AT «

[0327]  FEFELESTHA , B 4l AN BB T £E — N B2 MHVR (BCDR) N R AR, REEX
A B A EANREARH LRSS & PR R RE 7. B dn, AT LLZEHVR (8(CDR) H gk AT 24 EAFEAR
454 2R M I DR 51 203 (91, An AR ST R I R 57 BXUAR) o S B AR AT BEAEHVR (5{CDR) “#
& BCDRZ A o 78 LA _E 2 4 1) AR AR VHH A 71 1) B 6 S i 451 v, 41NHVR (8CDR) & AR B A2 1Y
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AL ANE I — AN I B A R AR

[0328]  #iCunninghamfIWells (1989) Science [Fl],244:1081-10850iA , FH T X En LA
B ) 5 AR R PR B SR B BRI 3k A 5 VE RN I R R A B AR AR X Fh o7 vk, e H
PRIRFEI TR FL B S (31 4, 7 B Anf 1 5 2, B aArg Asp His LysfG1u) , H FHH PR
BF AT R 2R (190, TN 2 R R N2 R) B, LARAE Bk 59t E i A0 BAE 2 552 2
SN o AT DATERE R 7 B 51N 53 AN B S 1R BH X 0 46 B 1) Bh R gk o T B AR b Ex 5 4h
Hh, HU - B SE GW) ah R 2 R T 28 8 PO AT D 2 ] 1) 4 ik A0 o S P 2 i e AR 218
AT Ak i AT DL A A ) BT B AR D BRI o TT DA I A8 A LR 8 e AT TR 5 B 2 P e R S 12k o
[0329]  ZAEFR )T A4 N B 46 & 5 R A/ BOR B R w5, KIEAE—MREES A —F
B 2 5k B 2 BRIGVE I N, DA S B — B 2 N S R FR TR AR 1 7 91 A 97 N o AR i 4l A\ P 5K
5] E, 45 ELAG N R g HA 08 I 2 e I () A o pAAR 43 7 1) HoAth 3 N R A 45 5 B4R BN - B C-
A 55 38 N0 B 37 ¥ 22 BA R B (540, %F-T-ADEPT) 8% 2 Ikt & .

[0330]  2.9.2WHKE4L AR 4R

[0331] 7 EE St A5 v , LR Hu A4 8 40 LA 165 I s il 2 4 2 A b A ) R FEE o [ P Ak v
IRE R 2 A AL AT O IR IR I A1 DA R AR B B — AN B S SRR AL A T T
HuSZE

[0332]  YHAKRE /B S FelX (B, scFv-Fe) I, 5 HABER RSP0 BL R A 2038 .
FH 3 L 2 420 200 B = A B DR SR AR 368 5 0, 5 0 S ) R s 7 S0 , L3 5 BN - B I & F e [X
C 245 F 31 Asn297 . 2 L, Bl W right % ATIBTECH 15:26-32 (1997) o SEHE 1T LLALHE £ Al
WAL &9, 40, H 52 0E N- ZBE L RTHE % (G1eNAC) 21 FUHE FIIE T2 , DL K 78 XUfih £ 3 4
SERI 227 WP 5 T GLeNAC I A N o 75 SR LE s 5 b, ] DL B 2 v 1 S pE b A7 1&
i, DA A2 B SRS O8I AR A A4

[0333]  FREFELLSLRf b, PUiAF 7 B A BOK WA S, KA & aif sk (B 28k
FJH2) P 2 22 F o DX IR TR o 491, S P b R 8 Bl S B T DA 1 %6 28096 . 196 2265 %
5% 2£65% 8K20 % £240% o & FE R B2 W TH R ASn 20 THEBE 2 RN 1) T 5 R A e Y
AN T30 R MALDT - TOF 5 3%l & ) S5 Asn 297 B 8210 BTG B4 i) (B, B & 2+ & e H i
WELER) 1 R0, W0 2008/077546 1 ik c Asn297 & 847 F-Fe [X H 41297437 ) R 4 Bk i 7%
B (FeX FREEMEUSG =) 5 SR, BT Bk b B30 2 51284k, Asn297 AT A7 1437 B 297 b
BN Z) £ 3R , BUTEAL B 294F1300.2 1] o IX A7 5 240 AR 4R v DL B A B8 [ ADCC
e . 2 WA AN, 35 E LR A JFSUS 2003/0157108 (Presta,L.) ;US 2004,/0093621 (PrAi1%k
et Lok ik &4t (Kyowa Hakko Kogyo Co.,Ltd)) .5 “Fm wealda b” B A dEpE GG A T
RS ARA 55 ) W YD SE 60 4% - US 2003/0157108: W0 2000/61739:W0 2001,/29246;US
2003/0115614;US 2002/0164328;US 2004/0093621;US 2004/0132140;US 2004/0110704;
US 2004/0110282;US 2004/0109865;W0 2003/085119;W0 2003,/084570;W0 2005/035586;
WO 2005/035778:W0 2005/053742;W0 2002/031140;0kazaki® A\ J.Mol.Biol. [4} ¥4
R E1336:1239-1249 (2004) ; Yamane-OhnukiZ® ABiotech.Bioeng. [AH R FAEY T
F2]87:614 (2004) o BEME ;= A= 25 25 VB FL AL HUAAR B A0 M 22 117 SIC 48] 60,465 i 1 ol 5 R i AL A
FHERFE R Lec13 CHOZAAE (RipkaZE AArch.Biochem.Biophys. [k 2% 544 w4
F1]1249:533-545 (1986) ; 3£ FH L F|H %S US 2003/0157108 Al,Presta,L; fIW0 2004/
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056312 Al,Adams%F N) , DA KB 4 3, 49 tla- 1, 6- 25 i b L A R Wl JE [RIFUTS, Rt CHO
A ff (Z WL, Yamane -OhnukiZ® ABiotech.Bioeng. [ZEWH R AW T.FE]187:614
(2004) ;Kanda,Y.% A\ ,Biotechnol.Bioeng. [ AR MAEY TFE],94 (4) :680-688
(2006) ; AIWO 2003/085107) -

[0334]  FEFELCSLti g b, PUARES 0 BAA 55 0 K SE0E , 1 an Ho v B 55 T HuAR i Fe X XY
fisk A SERE L G1 cNAC 5573 o LR HUARAR A ] DL A Ul 2D (1) 25 VW 2 A0 AT/ B 240 T ADCC T
RE o B PR AR B 92 3R T 51 owo  2003/011878 (Jean-MairetZE N) ; £ H L] 56,
602,684 (UmanaZs A\) ; F1US 2005/0123546 (UmanaZs \) b $2 4 7 728 5bE B & /0 —
AMEBRFX 1921 FUHE RS TR AR AR o PRSP DU A 2 I CDC IR « bR ik
KSR T HI4IW0 1997/30087 (PatelZE N) ;WO 1998/58964 (Raju,S.) ; FIWO 1999/22764
(Raju,S.) H.

[0335]  2.9.3Fc[XAfA

[0336]  FERELLS I, AR — AN B2 AN E IR TR S 5] AP 5 I Fc X (Bl dnscFv-
Fe) N, AT A2 P e X A2 4 o Fe X AR AR BT A & — /N ANFe X 781 (19 lr, A1gGl.1gG2.1gG3ak,
IgG4 FclX) , %P A& 1E— AN 2 AN F SRR A7 B AL 2 BB (i, B «

[0337]  FRHEubspflrh , BA — 2 (HIEAE) 208 FIIREMIFe A B, SR ThRE i iZ F B
JROAE G B ) R ARG 18 ) , 76 Pk B R, BOAASER 70 FE AR A 1R 2 3 SR B L R e 28
T Ihfe (Fhn, #MAFIADCC) J& JE 0 BB A T 14 o T LAIEAT A 21 F0 /B34 Y 40 B 2 0 52 Af A
CDCFH/ BRADCCTE 14 (1) B AW/ Y AE o 491, v LAHEATFe 24 (FeR) 456l e M AR FiAR i A Fe v R
ghGae ) (R AT RE B = ADCCIEYE) , H AT AR B FeRn4h & g /1 T/ S ADCCIF) 7 AR 41 i
NKZH AN F2iAFc v RITT, i FE A% 40 % iAFc v RIFc vy RITFIFc y RITT.3& M4H i b ¥ FcR#%
ik M 45 fERavetchMKinet , fEAnnu. Rev. Immunol . [ 4% S 4E FEIE819:457-492 (1991) 45
464 TR 27 AEE E L RI455,500, 362H IR T T VP4l B8R 11 2T (1 ADCCYR P 1) 44
AR5 F AR PR 148 sz 4] (45140, 2 LHel 1strom, T.25 N\ ,Proc.Nat’ 1 Acad.Sci.USA[ZEH
FAREBE BT ,83:7059-7063 (1986) ) LL KHellstrom, 14 A ,Proc.Nat’1 Acad.Sci.USA
[ H R R b 7] ,82:1499-1502 (1985) 35,821,337 (2 W.Bruggemann, M. 25 A,
J.Exp.Med. [SEEGPE 2451 ,166:1351-1361 (1987)) o A # AN, AT LA AR I 5 7
W (40, 2 0 T R 40 R R ACT T Sl i 5 4 M 1 I (4l B R A A
(CellTechnology,Inc.) L5t Mountain View) , JiFI4E JE& IV ; PA S CytoTox96® E i &
PR R PRI e (i 2245 A 7] (Promega) , 22t idh , @7 R ) o FTF LS80 8 A I
R, 4T B B0 45 41 JE I B A% 41 . (PBMC) AT 28 5% (NK) 4B o T & A HBER 55 A1 Hb , \T DL 7E A&
WIFAL B 2 T BIADCCIEME , Bl inE S AL Hh , WiClynes% N, Proc.Nat’ 1
Acad.Sci.USA[3 H H F R #FE B T11195:652-656 (1998) ik 7 1Y o i 7] LT CLaZh &
EFIAPUAA GRS & Clg, FF HERIGER = CDCiE M . 1 4, 2 WAEWO 2006/029879FIW0 2005/
1004029 CLgMC3c 4 G ELISA N T vPAl #MATE AL , 7T LLiE AT CDCIE (2 W5l
Gazzano-SantoroZs N\, J. Immunol .Methods [ # 3% 2% 77k 44 £1202: 163 (1996) ;Cragg,M.S.
5 N,Blood [ ]1101:1045-1052 (2003) ; LA K Cragg,M.S.FIM. J.Glennie,Blood [ Il ]
103:2738-2743 (2004) ) o tHA] DL FIAS AT, 2 K07 5 15 3E 4T FeRngh & FIAR 9 15 B / 2 5 1
M @, = W :Petkova,S.B.ZE N, Int’ 1. Immunol . [[EFrHiZ2#]18(12) :1759-1769
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(2006)) »

[0338]  EAFEARAIRN T IR TR 4E GEE L H156,737,056) , LA FcX 7238,
265.269.270.297. 3271329 I — A ERZ AN BRI PUAA - M 2RF e RAR R 36 B 2 AR R
A1 B 265.269.270.297F1327H 1 AN BLE 2 A B ECR I Fe AR, 36 B A 7R F£ 26581297
e TR R EUAR I AT “DANA” Fe 54844 (SE[E £ F]57,332,581) »

[0339]  ARSCHAIAR T HFcRE G328y Bl PRI R Le hifR AR ik . (WL, fl 36 | % R 56,
737,056;W0 2004/056312, Lk JzShields%§ N ,J.Biol.Chem. [t 2222 E]9 (2) :6591-
6604 (2001) )

[0340]  FERLLESLjti 5, Fe v Bad 1gGl Fe v B o fE RS Sty o, TgGl Fe v Brfl &
L234AZRAZ N/ BRL235ATEAL o FE F- AL St (5], Fe Jv Brag 1628 1964 Fe Jr B o 71 JE 6 S i 451
H L Fe F B2 40,27 S228P  F234A 1 /B{L235A 5 A5 (1 TgG4 Fe B .

[0341]  FEFELCSLRf b, PriAA 7 B8 BA — A DM BRI Fe X, XL HUA (1)
L, FelX P AL B 298 . 333 F11 /8% 334 4 T HUAY, (7R FEHIEUSR ) ) B3 ADCC

[0342]  FERLLLSLR G, FelX N K AL AR , S ECLa 4 A Al / Bk MA 4 i M 40 i 25 % (CDC)
RAESAR (B, 32 @ s AR , Bian, s £ F)56,194,551.W0 99/51642F1Tdusogied N,
J.TImmunol . (4328 E],164:4178-4184 (2000) H Fr ik

[0343]  #F HEEe st ol b, HiAAkEE 7 (140, scFv-Fe) 28R AL, & A8 KFe X, %A AR e X A&
— ANER AN 2 5 R/ B A S 3T 2 LFe 24k (FeRn) f 45 & I S B R . B K
)24 35 W AN 5 380 A2 JLF e 324 (FeRn) 1) 25032 19 45 & I PuiA, 7 50K BRA TgGRL 2 2 16 )L
(GuyerZE N, J. Immunol . [F 2% &E1117:587 (1976) FIKimZE N, J. Immunol . [ H i 54 24
£7124:249 (1994)) , WIUS 2005/0014934 A1H TR HintonZE N) o ABLe ik & B —
NEZ N E BRI RIFe X, KA X R T FelX 5FcRnff 45 & o Bh P AR AA B 71
— NI EZAFc X R IE B BAR (B UnFc X FRFE 434 EUAR) (1) Rk (GEIE L F 57,
371,826) .

[0344]  i&Z: JlDuncanfiWinter,Nature [ #8]322:738-40(1988) ; 3£ [H L H| 55,648,
260; 3£ E L H]55,624,821 5 L L& K TFe X ARA 1) HAh SLAFIIW0 94/29351,

[0345] 2.9 4P AR TR PR 1A

[0346]  FEFELCSLta {5l , W RE 7R 227 A 2 iR TR AU IR 43, 91 i “thioMAb” , Hrht
UM — AN B2 A 22 45 1 e U BR e 22 AR o 7 7 A s e 491 o, ERAR 40 e 22 1 B AE oAk 1)
A] AL Ak I Y B SRR HAR IR e i R, e 2P At e 22 ] el e 57 T oAk i ] Bz A, 9
A TR Al 5 HARES 2, 451 40 24 W08 4 Bl Sk - 250380 o0 AR K, L7 AR S e AR I , tn Ak
SCHE— B Il o A FE B S, DL AR AT — AN B2 AN TR AR AT DL o 2 R AR s EAE )
A118 (EU%i*5) ; LA S EBEFCc X 115400 (EUZR ) o ¥ Bt EE T2 AP AARE6 2 mT LA an o] 4 55 [
LH57,521, 541 BTk =4

[0347] 2. 109UIRATAY

[0348]  7EFLLLSLt 5, AN ST IR B HTAARES 7 AT LA gk — 25 A 1 DL AL 5 AR A 2 o HLA5
Gy 3RAG I HoAh AR B B R 4y o 38 F T HUARATAE R A B EA R T /KB R 59 . K5 1
REYIAERR i M se B A FEEAR T 5 2 8% (PEG) , 4 /N B, R 4T 4 R, F R
Wi, ROIGEE, R OIGME S Bl , 58 -1,3- 50U, B -1,3,6- =8 RU O b, O)F/ BRI
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BF LR Y, R FER (KR el To M 3L R ) RO A7 e i I a8 23R (IE 2 9@ SR s Be i) 2% 20—
B, N EE R, AN b/ VR SR 3R AR LA 2 JolE (B H ), 58 Ml
HIREY R —BENEE TR e e M e dliE ol ge R E I K AT LA
EARA 18, 35 BT LR Sk sl Al SR o E 5 E PRI R S ScE v LA AR, 3 HL
REENREZ T —M, Wed T UL AR AR K27 —&im s . H T iTAErr e
Vi) E R/ B R A AT DU T DL R 5 R IR 2 R A E L X 8 R SR B AR H AN R TR SGE PR
e VE L INRE , 2 I LR AT A Y T8 e 2 W 26155

[0349]  FEFELCSL g b, JrARER 4 v AR st — PR LB & — Ml 2 M AR s R B
Z KB A B WA SCRT B A R, “AEE R BB A S R R AR AR N
N H AT R 2 DO RE I AR 2205 o 9, e nT BE MR SRR e AR 4y 1 (B R [ W DNA
55) 454G, IR Ja R B A S IX FhAE W) o - B M o AE BRSO R, AR P 1 B B B
BLHE A IS PEZG W it F 25 FE 38 IR (A AN 22 K s B TS5 58076 97 50 B iE < DA & T
2l B I B AT K (a2 W B A A I e A ) 5 DA K R T 5 0 T it FH 25
BE MR A A2 K (e Ty) .

[0350] 2. 114ufAmy A==y i3

(03511 A DA FH AR 43k A AT ] ] A B 28 N A 5 AR SR 7= AR AR ST TR B s 1 (B AN PR
T, AT CAfSE B H TR A S = A fuak, il an, an S E B8] 54,816, 56 TH BT IR o PP AR AR
(LA PR DL T S ik

[0352] RN THFI) ERAFEME T R A SCA I PUARI 2r B A% IR o 511 4, 73 B B A% R ]
DA gt B BRI VLI R 7 4 AN/ BEL 35 BRI VHIK U 1R 7 41 9 e Ak 1 S i A/
oY E A

[0353]  7EIELESLJ ] , A IR AT AAFAE T — PPkl 2 Pl ik (] an SR a8 4 44) wh o oA SO pr
L RIE “BR” TR e W i ia 5 HOE M 7 — M R AR 70 1 — MR B ) #0442 “ i
Fr”, Ho2 75 T LA 53 M DNALX. Bt 422 21 rp B PR XUREDNARE o Iy — Mo 20 1) 8 4 A2 o B3
R, FoAaT LR 53 A I DNAX B % 2 21 B R R A o RE e AR BR B AR BT I DI A B A
()18 3= 4B M B 3 ) (a0, B A 40 T R S P 4 B A AR A B Y R L B A ) -
FLAREAR (9, AER N Z0e LB EAA) 78 51N F 18 1 4 M 5 B R A 3 18 20 e ) L R 4
H, 3F AT RE A6 18 3 R4 — e o e Ak, FEES R RIB AR RE B 1 3 e A Tl A i i
PR BN B R0 . — M 5 5 T EEZHDNAFE AR H (1) R IA B B O BORL (48 TR (H 2,
B A FF 1) 8 B 72 ALHE LA S5 230 h e i oAt i 3K 00 2R A4k, 49 i 25 A4 (191 G 52 i e
Fea 2 30 5 ST B I B AR AH S B5)

[0354]  WTLAE AN 20 % T RIS AR E) 24 Rk Gl 2 Nk b i A SO A TF
PR B AN BB 7 o 77 AR 22 I e - 23 B ) oA B S A S AN R T 2 Mo 22 AR 28 N
A% BE AR E A7 25 (IRES, 940, FGF- 1 IRES,, FGF-21RES, VEGF IRES,IGF-I1 IRES,NF-kB
IRES,RUNX1 IRES,p53 IRES, 4 TRES, I AT %8 IRES , % 95 85 IRES , 1 ¥ 9% 5 25 TRES ,
IINZRERZR P 55 TRES , 88 K J53 48 993 25 TRES AN 0o UL 48 973 85 TRES) 1] 27 1) $2k (5] an2A
JBK S B 4nP2A \T2AE2AFIF2A/K) o ¥ 3% i B #l A G G ) A L A At 2 A id i, Hop
K5t FH H ARG N DIRE . O 80 2 B A i MR 2 0 40 &, B35 (HANPR T-PAL2
(Miller%s A (1985)Mol.Cell.Biol. [4; T4l ]15:431-437) ;PA317 Millerd A
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(1986) Mo1.Cell.Biol. [/ T4 A ]6:2895-2902) ; FICRIP (Danos% A (1988)
Proc.Natl.Acad.Sci.USA[ZEEE ZKF}2EFE bt T1185: 6460-6464) o JE PR 5% LRk tH 2 &l
(), 45140 FHVSVG W RD1 14 B GALV A, JE A0 A A5 455, A ] Atk 6 %60 5 28 e

[0355] 7R e sij f5i AT DL SR A0 A A I B BRI A% B AR/ B LR AL BRI — Pk 2
Fh A 51 N1 2 G A o 75 5 S8 St 451 o, a] LB Job AR A0 2 R0 AT AT 7 VR A TR 51 N 41l
B, X BT VAR R AN PR T gy, s AL, WA ST, & A AR 7 H1 1 3 25 B0 B A4 8k 1
ST AR, G RN S SE R L RS, S A T JE R L 8, Dl A TER i 6 55 o 71 it
S, fE 4R AT DAELEE B, O 4 UL N SRR AL 8 S A0 HY % B AR AL R
B LG5 RS AR / B 5 AL S AR T VHIK) R R T 41 B A IR o 7 i e S 451+, i 32 40
A LRGN 2 UL SR 1E E 4l (1) — b, A& g i A0 & i B R VLI &
LR T A AL B iz BRI VHIK Z R T 4 AL R » B (2) B — 3, LA g iz B VL
R R 7 FI AL R , AN S 34K, A& g iZ A 10 VI & B2 9 A A% R o 7 e s
Tt 45 A, T 2 AR A% 49 G R G B O SR (CHO) 4 A Blmk B2 A 48 g (451 4, YO NSO
Sp204H ) .

[0356] 71 L STt ], ] 24 A ST A FF I PTAR R 775 0] VRIS & & T Ik RIS 1) 2644
TEREACTEGIN T I BRI R 0 T8 £ 40 M, LA AT 3% M\ T 32 20 B A0/ 81 2 4
P 77 rh RIS LA o 78 R STt v, JE e RS R M A 3 4 el W A

[0357] 7 EA AR NP, 7T UL B g i an B R B BRI AL R , 4 HAE A
— BN Bl R, DAAE T 32 g i gt — 0 v B RN/ BRI  n] LU AR T (19, @ ik
15 FH B 0 7 57 1 45 5 S A P AR 1) B B AR A 11 L TR 1) SE A T IR AR ET) 25 2 L 7 B AN /3 b
LR o FHT 0 [ B AR IA S A o4 (1) B0 (1) 6 33 78 = 41 i L6 AR SC Rt 11 A% B A% A
o 451 1, o DAAE S R H P AR TR , R ) TR AN 75 LR AL FIF ¢ U8 T D RE R o X T 7E 40 A
W RIEPUR F BERZ Bk, 2 Wl n, 95 [E % R 55,648, 237.5, 789, 199415,840,523 . (£5
.Charlton,Methods in Molecular Biology[/r TAW % 7], 52484 (B.K.C.Lo, %W
O TTHRH ik (Human Press) , FEFEBL (Totowa) , # PG M (NJ) ,2003) , 55245-254 71, H
AT PUR R BAE K AT B R I 3R0K) 292 5, T LA M2 B 20 PRORA R 23 8 HE eI 2o I B A
HrrLhgt—aift.

[0358] [ JEAXAE DAL , EAZ A () 0 22 4R 0 1 B B ) AR 38 A B w2 A4 1)
B Bl Rk e 3, B RE FOME SR IR R O N TR (17 T R BE B iR AT 7 AR B 4 5.
e N Prik . 2 WGemgross,Nat . Biotech. [HARAEDHI AR ]22:1409-1414
(2004) , MILi%%¢ N\ ,Nat.Biotech. [HZRAEMHIAR]24:210-215 (2006) . T RIEPEIEALPUIA
()G 18 15 £ At mT LUJE B 2 404 CoB A HES) o HESD ) A ) S 451
FLFETEY) AR AR . O 2 55 P 2 PR EEIR, S AT DL B AR &0 L e il 2
FHF 15 G 53t 57 B i (Spodoptera frugiperda) 40 Y . 78 3 4 St ) b , KA 40 i 15 =400 ]
DA R 75 = 400 . 2 D45 tn 35 18 5 R 55,959, 177.6,040,498.6,420,548.7,125, 97816,
417,429 (iR 7 e SE PR 26 P BLAR I PLANTTBODTES " A

[0359] 7RISl , 6 ME S A it T LRSS 32 Bl EAN IR F, & TRIFEKN
W FL YA R o] e 2 A HI A H I ZL 30018 32 40 R 00 JEFR il 4 52412 H SY40
(COS-7) AL B CV1 £ s ARG £ (2938629341, tn 9l tnfEGrahamZE A, J Gen
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Viral. [ 4 E136:59 (1977) HHIIR) ; 216 8 E 40 (BHK) 5 /N iR ZEHEF
(sertoli) 4HM (TMA4HMY , ] i fFMather,Biol . Reprod. [AEFE Y123 :243-251 (1980) H
FER) B 4R (CV 1) ;s AE G 40 i (VERO-76) 5 A\ B U ZH i (HELA) 5 R 41 i
(MDCK ; 7K 24§, (buffalo rat) FF4HAHE (BRL 3A) s AFHgHf (W138) ; AFF4HAE (Hep 02) ; /MR
L5 R (IMT 060562) ; TRIZHHMY , 1l in7EMatherss A\, Annals N.Y.Acad.Sci. [HLIE FF
FETI]383:44-68 (1982) HHHik ; MRC S4HM ; AIFSAZH A . FHof A AW AL B 16 4 26
Fif v 6 B BB (CHO) 4, B #5DHFK CHOZHI Y (Urlaub% A ,Proc.Natl.Acad.Sci.USA[3%
E Z B RE b FI177:42 16 (1980)) s FE ffER 40 &R (1 41Y0NSOFISp2/0) o %) TR Lk id
G PR E R FL Y E E 0 R SRR , 2 WG, Yazaki fiWu,Methods in Molecular
Biology [/ FAWF 7121, 55248% (B.K.C.Logm#s , W5 11 AL H ikt (Human Press) , FGHE T
(Totowa) , HrFEPE M (NJ)) , 55255-268 T (2003) .

[0360] 77 desi e {5 v, FH T ) 4 XU S A/ B 2 R R M DU I B R B S (H AR T &
H R IE B A A ERE S A R B 1 R R B X, o — AN EU A R R A 2
AN E R 5 0 PR 25 A 23 (9, B 85 A3 AA , 49 i VHH) B A AN [R) 45 S P ) R A
T bR EAE R XTI EHILEKIL (B3 WMilstei nfllCuello,Nature[ H4k1305:537
(1983)) , PCTH FIHIiESWO 93/08829F1Traunecker®s N ,EMBO J [KR I 4 T A W) 2% 4 A%
£7110:3655 (1991)) A “FrES5” TR (S W0, £ E L R55,731,168) WU R DT
At AT DUE I TR A R 2 1) SRR i) 2%, DL P44 Fe - | — 54k 71 (WO 2009/089004
AL s BRI AN B Z AN PR e B (2 W a0, 6 18 & F) 54,676,980 FlBrennans A ,
Science [F}5:],229:81 (1985) ) ; A s 2 B i B 7= A= XURe e e Pufd (2 WA 40, Kostelny
22N, 7 Immunol. [#yE2%4E],148 (5) :1547-1553 (1992) ) s 5 FH “XUHLAR” 7 A 1] £ WU
S B (040140, Hol linger® A\ ,Proc.Natl.Acad.Sci.USA[ 26 B B & Bl 5% b
T1,90:6444-6448(1993)) s Fff H H.85Fv (sFv) AR (W40, Gruber& A,
J. Immunol . [# 224 &],152:5368 (1994) ) s F Wl i fETut t % NJ Tmmunol . [F0 2% 4%
£1147:60 (1991) H BT fi & —H¢ P

[0361] 2 FF 1 0URE S 14 A 22 46 3 M 29 7t ml DUAS AL = BoR (S0, 40, Kranz
(1981) Proc.Natl.Acad.Sci.USA[3E E B XE} B b 711 78:5807)  “Z 9" HiA (S ., 7
un, EE L F4,474,893) B 2 DNARE A il 2% o 3k v LA FH AR 83k L 0 09 RN SRk 1) 77
W I A H L G AR S B B — R AL AN EE R AL S5 SR M SR A A HT A TR
2 ) KU S 1 AR 22 R S 0 o A, (EANER T URE S P RN 2 R e oy T I B R G S R
SR DLd s A A B R A AR, B T A A AR SR R A M AR
P2 B SRR, AT DAASE FH 22 P AR TG ) s R SRR AT SL 0 5 & o S8 IR 1) I PR i 44 51 451
BFEEAA, B R, N- R ARG WAL - S- 2Bk - B AR £ FR IR (SATA) ,N- B FAME Y f% 3L -3 -
(2- M mE 22 B AX) AR TG (SPDP) AR S 3% B TR IV e 364 - (N- 5 SR IV Jie 3 R 3) IR e - 1-
HBR TS (%% -SMCC) (2 W45l nKarpovsky (1984) J.Exp.Med. [SZIGZE %24 £]1160:1686;Liu
(1985) Proc.Natl.Acad.Sci.USA[3 H [E BB b 11 82: 8648) o HoAth 77 7% dE HPaulus
(Behring Ins.Mitt. [ DIARBFFpTIEH] (1985) 5578HH,118-132;Brennan (1985) Science
[B1%:1229:81-83) ,Glennie (1987) J Immunol. [#yE ¥ 4¢41139:2367-2375) Hhik () A5 L
J5iF o MG R R PR (B an, AR N TRAR A4 B, AT TR DLE I P 4k B BE I COR i 4
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FEIX I SRR A R A o AE R L ST, 7ESR 5 2 B BOBE X ] AR A 1 A L & 33 20N
(i hn—A) AR TR I .

[0362]  FERELE St 47 , XY S PR F0AAR 1K) 9 A 45 5 5 S P T DAAE ] — 44 vh i, I
[l — 15 A b R IR AL o 2 XUy VR AN 25 R 2 T 92MAD. x MAb,MAbx Fab,Fab x F
(ab’) 284l fAx Fabfili &8 H N, 77 VER G H o 78 L St 451 o, 4% 20 T B 0URE S P 4t
PR DL 2 B -, 49 a0 B A OURE e MR DA B B — AN R BE AR RN 45 5 R 1 1Y) BV DU
FeE I T B B PR A G 5 TR T8 R ) B OURE e M 20 o RURR S R 2R e 1 4y T AT DL 2
LB 7y 1B AT DAL 2 D AN B A 1 A RURE e M o R 2 R e M o T T AR T
flinse EH £ R 55,260,203 ; 3¢ EH £ F) 55,455,030 36 [FH £ 754,881, 175; L EH E F| 55,
132,405; & H L H]55,091,513; % H L H]55,476,786; 3 [{ L H]'55,013,653 ; 3 [ L F)
55,258,498 LA K £ LA 55,482, 8581 . ASCIL A3 B A = A BUE 2 A DhREME PR LS
AL s (I, AL G AL D 1 TR, 3 “E A PUR” (S WA WUS 2006/0025576
A1) .

[0363]  FEFELCSLytifs b, B R4 ] LA T 77 AR A TF I BuAd o FH T i 2% 2 28 S i) —
I ZG R RSt

[0364]  FE/NEH Z IR M) AL g AR SE R AL HIAR T « T2 2 F TRk 6 1 28 4 9% 1Y)
YN M1 B 9% 7 R ANE AR AR A AT A 2 B A o A AR A (151 4 R BE TR 4 ) AN A 7
WE 2 HH (& W5 Har lowfllLane (1988) ,Antibodies,A Laboratory Manual [FiiAsSL56:
EFM], AL MA RIS RS = H ikt (Cold Spring Harbor Laboratory Press,
Cold Spring Harbor New York)) .

[0365] 2. 125

[0366] AR STHEALFR) AR 2 FF R Bo A v DL 38 ik AR 45038 0 601 10) R0 A SC AL 7R 22 il s 2 0 3
WIER /AL SR /B A P AT 2 L TR BURAIE

[0367]  7FHEesizjif ol vh , m] DLGE sk 2 032 (91 G B 06 S0 2 W B i s (ELTSA) « JBUH #e 9%
ME (RTA) B H 5t PR 5E ) SR MR AR A TF I PRI R 45 Sl M o X 28 5E Hh 14— Fob
JH R R F R SBR[ 2 A W AR e B (5140, BUAA) SR IR 1) JE D i
()8 - PR S A W RIATEAE 5140, v DA A an s n 34 S P 25 S DU AR B B EE H AR B i 44
v BORAR MG  m] &AM, W7 LA FH 22 o H At G 72 I g Hh R AT A — T R 4048 45 4
AT UKAZ A AT O AR 10 I BAETROR M e 2 e (RIA) WS (Z L5, Weintraub,
B.,Principles of Radioimmunoassays [HU4f G M E R EN]T,Seventh Training
Course on Radioligand Assay Techniques [T B4 Ao 44 W0 52 35 AR ) 28 -Gk 855 YIE
F£],The Endocrine Society [N /b 4x],198653 A, ¥ Hadid 51 I AA D) . mlLLid
X R F B, A a5 5 (Geiger) THERAR BRIA MR THE0ES BI0@ I TEUH B 252 2K X6 TBUH 14 ]
AR HEATRLI

[0368] R FELESL it (5], Ta 4 M e v ] T %€ S AR A T PufR (B an1C12,2A3841G1)
SEF HTICITE & I PUA AR R LL St b, KRR SE G PEPUAR S5 A T 1C12. 2A3 8016145 &
HIARTE AL (B an, et 5 A G R AL) Morris (1996) “Epitope Mapping Protocols[FRAE
fir77%],"Methods in Molecular Biology [y AWM 7k, 5664 (W T8 HH AL
(Human Press) , ¥EFEEL (Totowa) , HrEE i (N) ) 4L 1 @ fr fuik pr 4 & 1 2R A7 1 7 4
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NI T

[0369] 75 5% 4+ P 5 1 A PR sl 1k s il v, AT AFE AL HTIGI TS, & 1 26 —dmic bk (i dn
1C122A3841G1) A5 — R FRICHUAR IR % & [ € I TIGIT, Mk prid 28 — RAxichiik
HE—PRE S 5TICITS A MRS J1. 58 ZPUR T DAAEAE T 445898 L3s A o 1B 0 I
] 5 I TIGITE AL & 38 —hR it FU B AL & 238 R AR IC PR IS R 0 & AE RS — i
WHTIGITE AW &Mt T E I, bt | AP, FI&E 5 2 M TIGTTAH G AR
CD B o A SREAE MR i ARG T BRURE & 1 55 8T O TG T TAE DG A 1 1) &= K K sk
MFHSE AR EESH PR S 5TICITHS & .2 WHarlowfLane (1988)
Antibodies:A Laboratory Manual [HTARSLES %= T 5 14Z A2 MNA SR A SRR =
(Cold Spring Harbor Laboratory,Cold Spring Harbor,NY) .

[0370]  ARAFFIRGE T HT % B A A 2GR BT TIGT THU AR I I e 7% o LE W) 0
AT DAL FE 1] G e 928 241 o B A 5 B0 i TR (B ANNFA TR 25 2L [A]) o B F@ 4t 1 7EAR
A/ BRI B A XA E PR PR

[0371] 2. 135 JEZ &Y

[0372]  ARAFF EBIESEME TR 5, HAS 5 —FhEk 2 Pk MR F1 /5 40 iy 75
PEFR (9 b =6 77 FIECZ ) AR KA B R (B, SR B R, AN L VBN
RVF R BEE R R B A BY) ) SRR MR R R A A ST A FFRIPUR 1, B A TR 32
P PR BT 5 45 6 50 20 mT LA D RE 1 I B2 (9, Je st A AR I L AR R A LIRS S A
AR T ) BB A HALE A 53T B 5 — Pk Bk B IRE S SR
[0373]  FEIELLSTift , G A MR DA A G (ADC) , K Piih s & & — a2
P25, AEARANER T2 B AR R AL (S W EE L F]55,208,020.5,416 , 064 FIRK £ F]
EP 0 425 235) ; BHifhi] (auristatin) , {540 5 FF A& B EG A 7T 245435 4 DEFIDE (MMAE AN
MWMAF) (Z W25 % F55,635,483 415,780,588, LA £ 7,498,298) ; Bi#F % (dolastatin) ;
RHEAER (calicheamicin) BHEATAEY) (Z WEE L H|55,712,374.5,714,586.5,739,
116.5,767,285.5,770,701.5,770,710.5,773,001F15,877,296 ; Hinman%s A ,Cancer Res.
[ RERTFT]53:3336-3342 (1993) s fMLode%s N\ ,Cancer Res. [JfEM 5T ]158:2925-2928
(1998) ) ; KI5, WiE 5 5 & (daunomycin) B[] & 2 (doxorubicin) (Z WKratzZE A\,
Current Med Chem. [FAARZi¥ib#113:477-523 (2006) ; JeffreyZ A\ ,Bioorganic&
Med.Chem.Letters [ZEMIA WIS S5 2546271811 ] 16:358-362 (2006) ; Torgova A,
Bioconj.Chem. [A=¥3:#E4k22116:717-721 (2005) ;NagyZ A ,Proc.Natl.Acad.Sci.USA
[ [ B ZHZ BB e 71197 :829-834 (2000) ;DubowchikZ$ A ,Bioorg.&Med.Chem.Letters
[EMA WAL F SEE 25458 ] 12:1529-1532 (2002) ;KingZE A\, J Med.Chem. [[E Zj{k
4 :5]45:4336-4343 (2002) ; FIEE % F)56,630,579) ; FH A MRS , K7 268, 50
Z UMt 2R EASRE R B A B L B FE A FE A B At 2] P M (trichothecenes) ; Al
CC1065.

[0374]  FERELL ST, S B S8 G R B S E M B R Bl i U S I A SO IR B 4t
W, TR B S PE#E R B B B R EAER T A EARE . W B X RS S VE M B AR RA
B Gk B 4B MU (Pseudomonas aeruginosa) « Bk EE HASE MHE B HE H AR T
ERBEAOAM o-FMHEED GHRAES FATHEED . EMER (Phytolaca
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americana) a5 (PAPT.PAPITHIPAP-S) .75 I (momordica charantia) #1555 BRIKA 55 2%
. B SHEAVEER (sapaonaria officinalis) #M#IF. ZHEAM TR LHNEER
(mitogellin) AR I B 2 (restrictocin) \ERE & (phenomycin) K% 2 % (enomycin) Al
Hind & (tricothecenes) .

[0375]  fERELLSIyt 5 , ey 28 G WA 5 5 T80 M I 1286 AT BUBUH M 286 W 4R ST
P304 o 22 A0 1 I 8 25 7T P T 2R P U P 5 A o BB v sz i e g A T
1'%y Re'™ Re'™ . sm'™ B2 P**  Pb* * L) TS 5 R 02 2% o 4Tis PE 8 5 P T4
D, BnT DAL HE F T TN R S5 A8 70 B T e iR 1 9 an £ ¢ 99ml 1123, B A T A% i L 4R
(NMR) &g (ARG IEHR A8, MRT) 1 H Bedsic, B andft 123 131 V11 319 k13 &
15 517 AL R BBk

[0376] W LUAS FH 22 Mo Dl e i AR B TR) (51 4n , N- BREABE IV e Jik - 3- (2- Mk g 30 0%) IR
fig (SPDP) 3% 3Tt V. fide 22k - 4 - (N- Ty SR Bt WP Jie FF 228) BR bt - 1- FRER T (SMCC) V2 2 i e
(IT) E S FRER I IhRERT A=Y (0 —F R — WA BRBRHCL) il PEfg (= — 82 — 3R 3L
T RZHE) JEESS (k) B R A (X o B R R B & ) VE BT AEY
(X - Oh EEOR RS - £ %)« — Rea iR iE (AR R L2, 6- — Rk R  AXGE
PSR A (W5- =5 -2,4- ZREFEOR) ) il & 044 R0 20 i 25 7 19 286 4 o 45, mT A 4
VitettaZs A\ ,Science [F}2£],238:1098 (1987) ik i il 4% B bR 5 2K 9 H % 75 2% B4 - v ic
1 - SRR R I N 5 - 3- F O 0 438 — % - L 4R (MX-DTPA) & A T ¥ Ui EAZ H IR S5 bt
G W R BB G 7)o 22 WW094/ 11026 o 125 AT DA A2 41 33F 40 g v 40 B 25 14 25 MR s 1) “PT
DIEIEESR” Al an , v DAfd R A e e e Sk L IR B U MR B2 3k e A AR e e Sk . R
LS BBk (ChariZg A ,Cancer Res. [JEAEWTFE]52:127-131 (1992) ; 3£ [H £ F|
55,208,020) .

[0377] R ST P 4% W B ADC A Fff ik 2 AH AN BR T FHAS BRI i & T LR R &4, B HE
ANPR T 1] 75 T Y BMPS L EMCS L GMBS W HBVS . L.C- SMCC \MBS .MPBH . SBAP . STA . STAB. SMCC . SMPB.
SMPH , figf 2 - EMCS  fif 22 - GMBS  fif 25 - KMUS  figfi 32 - MBS  fifi & - STAB  fif 2 - SMCC | i 25 - SMPB.
FISVSB (ML W H& I - (4- 2525000 2R H R IR) (191, >R H 3 [ 7R £ M 20 o A A 1Y) e
IRET Y H AR /A &) (Pierce Biotechnology,Inc.,Rockford,IL.,U.S.A)) .

[0378] 3. f# ik

[0379]  RANTFI) F @ — P4 AL T AT B HTiE i TIGI THIAMBLTIGIT/$iPD1
ZHREFEPUR) B J7 7% o AE FL e STt ) h , IX B8 T VR S /A TR BUR G T & - 750
SE St 5], IR BT YRR Y HT A T BUAR 2 B & .

[0380] 3. 1¥&Y7 )72

[0381]  ARAFFFRAL 7 AL AFRARTHUA (B0, JUTIGITHUAR A /B HiTIGIT/$HiPD1 2 4F
SR FHT V0T 5 0 FUpERE B FH T 15 58 G 28 I 25 1) J7 VA0 FH G o 7 S B s it 451w, mT LA
WP/ B B AR ST A T PUR B 25 WA & Wi F T 52303 (1 4w ZLshd (B an ) ) LA
VBT 598 RHP i B HG I 6 %8 B2 o A i 6 ST 457, 3K 8 s LU RE P8 % B e A s ) o)
A/ B I TIGITAN/ B PD 1 1 o 78 F e St (51w, mT DLIE ik AR ST A I A I8 97 B 5 i
FpERE B HEAE AR TR B (] 4 i)

[0382] 7R HELLSTt i , AR AFFHEAE T AR SCHTIR I HTTIGI T/ B TIGIT/HiPD1bu ik (5
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HRAB) , HTH&E 2 AE e Sl , AR A FFFEAE T AR SCHTIR BT TIGIT A/ Bt
TIGIT/HIPD1HLR (B H H BO , T il T VA 7 ik 10 245 90 o 75 S 8 S it 451 b, AR A T 32
BT ARSCHT IR PUTIGITAN/ BT TIGIT/HiPD1dsk (B B , TR 7 2% B e - 7
FE LG STt 5, AR A FERRAE T A ARSI BT TIGI TAN /B AT TIGI T/ HTPD1 Hufh (B A
BO B 25 A, T 1697 5208 IR AE o 75 S8 s it ) v, e mT DA i s (7] 4 9 of
I3~ WOR EELJRE R BEIRD) O SR L LR S IR L R 45 e e RO RS L IR R | AT
GRS 57 e B e e o Bk 4T RGBT A BT R R 18 M SR L e
SRR AN 22 i (RO T 27 B i R /N 2 R o) o 5 3 ) 30 . 956 e g 5 3 A AT 2
Jah , ELFEAE AR T 2 T 40 M 21 45 PR RGP IR S I 07 PRI RE 2> A 448 e R 3 7 T
PR JR R 20 5 T B RE iR U FR 2 A IR IR (PNET) S 5RE TRIJRE i i 2 PRI JRE - JR i 5 i
Jegh < /N RN R 40 B A B e B 2T L LA PRV JRE PN R TR L IR AT B e L S AU g L
g N EG T B 7% R AR 2L A PRJRE AR TS A P R PR T I s i ELURE T R 9B L G IR
IR R SCLPA IR 45 Wi SR A M e T BRI« LR e « 2 g e« L SoTR e . B e L 5
BEJE SRS B AR I R T R SR AT R L IR A e L RN AR L BB AL
FICAH 8 75 0 PR IR PR R A IR P SRR L RS I AT R T AR D R i T
TR0 < G JIES IR« Ao 2 200 R R AL TN R AT B ORE L 2 PR R L R IR B ER AR A I E
(Waldenstrom s macroglobulinemia) «FLAR MR (U S8 R Je /N IR JeE) 1 5 Stk -
B RN T8 b B e A ON S b R e A B R R B I RS AT 5 DR 44T e BT T4 Ak
E 980 (& T PRI ORI ) 2R 4 B R Pk A 1 1 I 1 B €8 28 A 2 4 PR R AP
WLRIJE

[0383] 7tk sz it 451 v, i fiE v DA BE SRR WNSCLC Sk 309 PR 6 b B g« FLAR 98 (91
=B FLIRSE VINBC) B ¥ IS i 48 ML AU 75 SR TR (cHL) IR 25 Sbk B8 Js i PR
B B - 4 B bR B 87 (NHL PMBCL) <[] 52 98 O S50 it (49 2, /N 40 B i)« 88 g - S iR
(NPC)  JHIE & 45 1% B9 « 5 2000 B8 R IR e o

[0384]  FEIELESTfF , RFvaTT I SZ A R L (i, N RN RK KR N
A By JEVER R SR S RIS R, A2 AR N TR R S, A2
ALl B e B AR 1 XURS: L BB 12 W A B R TIGITAN /B PD 1 Rk Bl P4 1 Ja i
BT AT At 075

[0385]  FRILH S5 AITIGITAL/ SPD 1% M 4 22 Je i AT A A 95 (0 2 BT 5 v DA RO
S Y575 TR W R 138 A AR 4TI 2 T & 28 7 V2 SRS PR 91 a4 28 4H 2340 2% \PCR L 5% )
JRAL A (FISH) o % T 5 B TIGI T/ BiPD 1V 11 B 1A () 12t 7 12k 1) FL A 28 77 itk 451
GuptaZs A, (2009) Mod Pathol. [BARIHFES2]122 (1) :128-133;Lopez-Rios%s A (2013) J
Clin Pathol. [ PRI~ 24£166 (5) : 381-385;E1lisonZE A (2013) J Clin Pathol [If/R
B2 k5166 (2) :79-89;And LA X Guha%¥ A (2013) PLoS ONE[A LR} Hi1H « 27418
(6) : 67782,

[0386] AT LAIE AT AR A 38 1 I& 42 it FH 5 /6 451 G ik oA W LD B8R T o 78— S St g o
ASCHRAE I HITIGITAN/ BB TIGI T/ HiPD1 ik (B v B A/ B &4 5 56 — V38 — B8R I
2570 CELFE ) e Jifr g 245 S A A 0], 40 P 2 7 Ak 2 YR 97 ) A G Tt L LYR YT I AR
HTIGIT/PDLE T BB I B U o 3X R 24 77 B0 45 49 dn 22 P A 28 . 5 9E 8 JB JFOLFIRT (ffF 32 %
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FRE 5~ SR I e RS L) AP LB B R R A B AZEE L DR B (BUVEGF L) JFOLFOX -
4T B PR B WE P R RN BV R BTV B L R AR L R R R M VB T B B
WRAEZEH] \CpG-ODN. F M HE & ORI EE G (4EZ HE JE W N 2 2 FiiE & J8 \PX-866\ Imprime
PGG AR 5 JE o fE— oSl o) o , B TIGI TN/ B TIGIT/HiPD1Hidk (B B & &
FAMAZIF

[0387]  #F LS h , A SCHR A L TIGI T AN/ B TIGIT/HiPD1HiAdk (B BY) /8
HEY S — Ml 2 AT BT 7R PR A7 v A/ B8 ) 97 v 2H At
FEFLE STt ), A SCHR AL PUTIGTI T/ B TIGIT/HiPD1 sk (8 v B M/ Bl &5
T T VA A e o 7 R B St 45, AR SCHRBE A BUTIGI T A/ B4 TIGI T/ HTPD1 sk (s H
Jr B R/ B A 5 U T IR VA TR AR SO TR B A Y B E -

[0388] MW T-FFIG Y7 (1) 3E NORE FIAS SRS F2 AR N G2 BRI 5 25 25 FHOR I IR 2%, A STHE it (1)
PUTIGITAN/BHTTIGIT/HPD1 AR 8l I 7 Bk DATE S /M 35 Al IR FH B R B B 006 97 %
TE LE PR 7R Bt FH o 6 TR RE VR T, SR ) R & R LB An7E0 . 001 22 1000ug 1 e [ A 5
SR, AR T B80T T 1% 49 P 3 BBl ) 770 = 7E AR R B S BBl o« SR ] DL R B 1) 290 . 1
g/kgE#1100mg/ ke, MAKFE K £10. 1ug/ kg E£)100ug/ kg B S A FH ) L 1ug/ kg E£)100ug/
kgo an_EHEEI, v DL e PG vE 7 0 B Sk MR YA T BT Thak . X T &35 T R
F T ] 1) B 5t Y Hk T B ST AT VR T L 2 R AR i A SR B R R I ) SR T 5 B
fih 77 & 5 S T R E A B I ELAE AR & BH B9 36 L Y o B s BB 0 75 & ol oo B v e AL &
WIS 22 VR e FH AL & W) B8 e it FH AL A ks i

[0389] AL EHUTIGITAI/EHLTIGIT/HUPDIPLARELH Fr BRI 25 G vl LR — IR R
IR =R EDY YRt FH o 406 0t m] DL DA T8 H it A R A g A7t A 49 2, B R /S UK T
FIR BB =R B AWK B — R B E— IR B AR EA—IRVEW
A ARG ZA A IREEESA A — IR A Y] L5 an 7548\ 4 DL 22 BB i1 it
F A N DE B R 0% 20 A P DA AE — B 18] N A, B R Vi A S DU SR it
Bl s H— 826 H— IR VAR — R Bl 28 fR it . R R s B (49 [ o 51 Y
(pellet) HRFIURL ORL AR ER Fsk &) ] LLJE ey S 347 it

[0390] ik (Bed B B mr LA LA s vk H 5 it 33 e H Rl o] BLLARE H IR L = IR Bk
DU YR P 43 5751 2 e FH o 2H & Pt mT DA DI 4 H it P 9 AR 32047 e A, 490, 45 ) 7S R g )
HIR B B =R B ERR B — R B E— IR B AR A —IREW
N ARG = A—IREBE S H— IR Pk (803 B B m] CAGIan 72 R8N\ 0 DL 22 B¢
C 1] & e FH 5 A N 08 T R T 2H S W) DA AE — BT (8] N A, 3 B e VR iz & ) DL
ARt A s H— IR VRE2-64 H— IR VR — IR B 2 B - e R B (9] n 5 bt
I (pellet) HNKIIURL IR  GNOK BR IR EE) T LLIE G v I BT R N & A i B kAT Tt
H.

(03911 m A Ja sk 451 4 AE AN B T e v 2 e 1 RO ST 4 /s 3 JR I () A7V R R
6] TC AT « SR 2 N 3R L 28 R S ) L A R 2R 1 R A RN/ B M SRV A e
YAIT o AT DASR B 8 ST VR Th R 7 9%, B 451 G 3 ek s B A 0 s

[0392]  FF B LSl b , K v T D80 & D Bl AR KA e e (%6 TGT) |, A P& 2100-
(T/C x 100) HEATTHEL, Fo A TR VG YT 10 R (1) 7 S5 AR ogg AR, FF HLCJ AR 697 1) gg 1)
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SIS FERS IR AR AR o 7R B S5, %6 TGT A2 2910% 2920 % 2930 % 2940 % 250 % 2]
60% Z170% 2180% £190% 4191 %  £192% 2193 %) . £194%) \£195% 5% T-95% .
[0393] 3.2 Wi A5 v

[0394]  ZHRICHIHTTIGITAN/EHTIGIT/HPD1 bR H F B, LA S AT A v A2l ] H
FA2W 5 1), ARSI 2 W s I 5 TIGTTAR/BPD1 ) a2k 57 2R I8 F /B3 1 AH 0 1 5 9
N/ BRREAG o a0 , AR SCHEBE A PUTIGITAN /BT TIGIT/HiPD1d Ak (B B mf LA T 57
PP B AR TR S W 5 SRR I o« F ARSI TIGT T 2 IR R 5 v, 63 () i AR K
BH 1) — Fh B 2 P Al 58 22 IRAEAN R M (151 G 28 27) B H 1 3R, F0 (b) bl e i
[R] 2 128 7K ST R 1 225 PR 3 08 /K P, b SR i IE K AR EL , Wl 5 1 266 ] 3 08 7K SF- 1 33 n
Bk D RN R IA .

[0395]  ASCHEBLY Ty AN St 491 CLFE 7E Zh A (1 il A3, 4o N) Hs Wi S5 TIGITAI/ 5
PD 1) 32 B 5 2 T8 AH 0 1R 5 973 Bl B A5 11 7 7 o IR e 7 VR AL TE M AL s A I T TG T
A1/ BEPD14Y 1 o FE e S 451 o, 12 W A4 - (a) 10 R L S it A R I 2 ARG 4L TIGIT
A/BHTIGIT/HTPDIPTAR (B B 5 (b) 75 F g 555 — BB (8] (1B » LA R P& bric 4t
TIGITHI/BHTTIGIT/FLPD1HAA (BRI Fr Bo) A Je e 4 78 52 1 [ RAX TIGI T A /8PD1 43 ¥
FIERAL OF HAE R 45 A EFRIC 2 FiERR 21 5K 5 (o) #iE 5K f (d) 152
WEFHEARC T AR S T 5P EFRL i o TR 2l & BE 5TIGIT/
PD1 2R3 BY 7 5 2R 15 FH 5 R R 8 575 Bl i o 1 357K 1T DUIB AN 5] J5 VA B o 5 IR S8 7V
FER AT RS I B AR R 2 T I B S e T AT — N Bk KRG E R vEAEL B T X L

[0396]  ASCHEBEMIPLTIGITHI/SPLTIGIT/ HLPD1HLAA (wkH F BY) W LA F 1 F ARG
RN G2 O RN 28 B G0 3 4 2R 2 5 Rk e AR R R R 1 KT (i, 23 . Jalkanen%s
N,J.Cell.Biol. [4HiAE4)2<41101:976-985 (1985) ; Jalkanen%s: A, J.Cell.Biol. [4H
Mo A= 27 4 51 105: 3087-3096 (1987) ) o A F T I 5 [ Joa 22 PR R 1 HoAh 2 T PR i 7
AL G B T8 , 51 T A BB s 2 W B S 5 (ELTSA) A S B8 5 (RIA) o &3 B oAl
PRAC R AT O R0 I ELAFEREARIC (19 48 2 0 AU AL ) 5 s bk R A 2%, gl e (211
\1251 \1231\1211) \ﬁ;'}% (14C) \ﬁﬁ (355) \jT—Th (SH) \% (115m1n\113m1n\1121n\1111n) . L)l&%%'ﬁ (99TC\
Pe) i (U VER (T6a"Ga) VAL (CPPd) VH (PMo) VA (P Xe) AR () P Sm T Lu Y6d
P LA YD P Ho YL Se L PRe L PRe L P pr PR TR s K s DL R B SRR T (B
RHER R DT RER) -

[0397] A8t 0 N B F2 AR BT LA R T ASCHE AL S bR i i Pisg (B B bR
FEAHANBR T4 XD Re 48 & 7 (2 W5, 36 B % 455,756 ,06555,714,631 35,696,239
5,652,361:5,505,931:5,489,425:5,435,990:5,428,139:5,342,604:5,274,119:4,994,
560 F15,808,003) «

[0398]  WI &AM, B 3 b, mT LA B A b S AGTIGI T AN/ BEPD1 22 B ) A% R BRmRNAFK 7K
S, i an 28 e A A BT 2 A EGER I A% IR 55 L 40 5 270 1) 26 T A% B (1) R 11 706 e S Ao
A s (FISH; 2 W.19984E10 A AR IIWO 98/45479) , DNAE[ 1253  RNAE 5 v2: 5 58 &5 Blg e Js2 1o
(PCR) $i A , 51 4 S i) 5 B PCR (RT-PCR) o 148 W] LA ik I & A= P 4k (5 Gn i i) w7 Jd 7 it
JR R FETIGITAL/ 5 PD 1L R IE , B anfs F I T Prakr il s GE S WL, Bl 4n, 199046 H12H
KA FEE L F] 54,933,294 199144 H18H KARIWO 91/05264 ;199543 28 H KA
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FELH 55,401,638 DL &Sias® A, J. Immunol . Methods [ 74 £]1132:73-80
(1990)) B 1 _EI il 5E 2 A, ASscEE AN 51 ] $RAF- 25 Pl P R BS A4 I 5 o 4] 4, o] LK
FLENWIR P 40 R B2 B8 T PR A2 BUAAAT 2 s FH o R b i (5] dn s P ) 47 2%) 4T
10, F HL AT DA Grid ik 5 43 R s 1 S AT L 2 A R ER T Z ST I AL s )
FES (B0, 15 PRAR AR 25 sl FAth AR A i) SRIFAS Bk SR 45 &

[0399] 4. Z4%plc il i

[0400]  AA T FEEILIRAL T A& — P MR SCA TR PR DL R 2452 T 45252 1) %
TR 25L& o 78 B St 491 o, 24 0 2 6 P mT DAL B 24 /0 A T 0 32 800 2 0 (9 a, 14
Fil Bl 5E 2 ) PR/ B L TR 45 A BB o B LA o A8 RS St v L A A T 25 AL S AT
DAL & — el 2 Pt TIGI THUR B — FhEl 2 BB TIGIT/HiPD1 2 45 FtEfisAk

[0401] 7R HELL STy o , BT 8 I 2540 C il it T DUE K AR B 7 40 B R A 5 — ik
Z R EIER 25 % a2 37 Remington’s Pharmaceutical Sciences [f5 BT 25498}
71, 5160, 0s01 , A. g’ (1980) ) ZH A LA e il i B K V8- 0 T 20 oR il 4% o 451 G (H AN PR
T R T B D H1)  AE S5 5 R 56,267, 958 T ik o 78 Bl S5 oy, 2K AR B s T
PLELFEZEEE L F]56, 171,586 FIW0 2006/044908 ik [ LY , J5 2 (1) e il i A3 4H
PR - TR 2h % i o 72 HE e St v, HAR ] DL R KT 2980% , K T£990% , K T#£991% ,
KT 2192% , KT £193% , KT#4194% , KT95% , KT#£196% , KT £4197% , K T£198% , K
T2999% , KRT2199.1% , KT£199.2% , KT£J99.3% , KT£199.4% , KT£999.5% , K
F£199.6% , KF#£199.7% , KF£199.8% 5 K F£199.9 % FI4l i

[0402] 227 b m] 252 (W 4R o 72 Bk I A AR B I 82 5 08, JF AR EA
PR T 2 Pl (B A B2 28 AT B 2 DA S A A HLER) s S FE B IR AN R A S BR T P
350 5 B JE 77 (9 an Ak ) \ b 22— R 5 Az s A 7S R A s A b e L AL R s R
W T B R I 5 Jo ) 2 2K PR R S (497 R 35 i 7 R ) 8 2K PR R 5 AR s [R) 2K —
My s PR CUBE 5 3- Gl s LA S [R5 AR T (DT 2910405k 2K S5, il an i is B &
F I e ol G B BR AR 1 5 S /K SR A, B AN 3R 2 I e nes B 5 S 25 18, 491 0B 5 L I A
KA HZ R SRR  BUB R ; 508 08 DL S A KA &9, BLFE A0 H 2
W EOBIRE 5 255700, 1 WnEDTA s 4 , 50 4n e R | H 5 B g S i B L B I s R i T s 1, 48
WEN; & B 451 (BlnZn- A 4590 s A1/ 8RS 7 BUR TS 7, 81 a0 5 2 — 1 (PEG) -
RS A 7 A8 1 24 2 T 2 52 1) 28 R L 1] 5 24 3 R A e i v e T 1 B
W% g B 2 1 (sHASEGP) , il 4n A w] ¥& PEPH-203% B Jofi B g 05 25 (1, 4 tn v HuPH20 (
HYLENEX® ,Baxter International/A &) .{E 3 E & FAF52005/0260186F12006/

0104968 $fi i | L8 7 5 14 1) sSHASEGP A H 77 7% , A6 rHuPH20 o 7£ 5= 46 S it 451 v
sHASEGP 5 —FhEl 2 Fh 5 1 ) 4 e SRl (191 & 5 8) 2165

[0403] IR LLE & F bk LN B2 R W B b B FE B R it (9 388 et v i
B ARYE I B, AT LLRE L S (RIFTTIGIT/HUPDIHUA BB TIGI THUAAR) Bk 7E —
FRRPRE, DLORTF 124k & 9 S 52 R AN H At n] A A0 & 0 R 1 1 SR SR AR s

[0404] AR NFFHIZGW At a] LA A a7, B 5 H A 24 770 20 4 it A o 78 R e st 451l
KT A TR LA Gk v] DAL B — Fh el 22 PP 1 20 X6 T BTV 97 0 4R 1 RE &
ATEH B, B B ANE M AN S 7 A HARAS R 2 1) A5 88 , 78 B b st b, 24 P e )
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i AT LB FH TR T B BE — YR NG ST B R [R5 908 1) 28 3 P 1 2 o M IS 14 il 5 L DA
XA H (1) A 2500 B 2 A A7 LR o B AN PR T, AR I B0 1 it 28w DAL — il 22
VRS I T BTG T IR A8 18 RORE A D B, Pl i R e B BAME M B A S =4
B AHAN ) 5 M B3 4 1 53 o B 2, R S gk — AP SR W TR T AR IR ) 5 IR 9T
IS TE M A G L DUOGE T T H B A 2 B A AR AE

[0405] A/ TFHIZH & W] DLIE I AT 2 ) 22 P v it F « it s A2 AN/ 88007 SO
TP R 45 R o IR EEE A A T DL R ORI Z A G ) LA {58 38E PR THURE U 28 571K il 45 491 G
— M AR TBBC ) EFEAE A 2 B DL S S A I I R G o AT LA R AE )T T A
EPIAER R EY), W0 CIGEETR £ 051 SR IR I IR ORI 2R IR R B DA S SR LI o ]
X KB H 2 Bl inSustained and Controlled Release Drug Delivery
Systems [ R AR L Wik KRS8 ], J.R.Robinson, ffH , B2 /REETL /R A ], 12,1978
R AR RS, A AV R AR E B R MZYEH)S (U.S.Food and Drug
Administration) IR i 4 2378 (Good Manufacturing Practice (GMP)) 444 N 4771 .
[0406] -t AT LAl 4 A B A JF I PUAR B9 SR il 751 o 40 SRR T80 77 (1) 3 & 1 S 3 5
POAAR ) ] A 58 7K 5 5 TR 212 325 1 265 I 12 8 D Ak T e 28 o) o () T 3K (A a9 I Bl Ak I )
TE R SR, AT DL 1 R o 3P 451 G e ek 4 2R R R B e S 2R o 1 T s
N AR AR 25 i ik R g (1 an , IR DA B A R A LR 40 K FIORL RN 44 oK
I %% BAEAH FLIR 52 H 20 4 3R Bl s - Sl IR S AN B (FF DA U 1R P IR (U 9 I 2R
A% FE TRemington’s Pharmaceutical Sciences[F§HHTIZi¥IERl~], 5516/ ,0s01,A. 4
# (1980) H.,

[0407] 1 i@ I FE Ll it A s 4 it AR A JF I Bidd, n] Ge A 26 2 B 1k 22 iE A R
A G VB S 1% A0 S Y SE R FH o 45 40, BT LR ) 28050 (9 40 g o) s A 7 A ks Ak
Er Wit 25 52 o 24 5 1 AT 42 52 R R 7 B 4 SR /K AN G i KV R o IR AR B FE 7K A v
IKBICGFHLFN LA I 5 FAR Bk (StrejanZE N (1984) J Neuroimmunol . [ff& i 2] 7
27) o

[0408] 2427 b W 432 52 B BRI 355 0 TR 7K I Y B8 23 50 DA B FH T I B 6] 48 I B Rl 3 S i
TR B 53 BT 1) TG TR A A o A58 FH LSS A T R 77 FH T 245 03 1 1 420 o A A Hh 2 )
(04091  BRARAEARTH BA PLEk 24575 SiE A S A ME, & WA 2 e K T AR 12
M S H BT LA TSR S B ANA S+ .

[0410]  VBYTLH &I H U oW I RSB, 9F BAEA 7 A7 25 T 2 A g 1
AW CLBCHIA — P v LV R R, B0E & T = 29k FE I oAt 5 P 4540 - 1%
F AN AT LA B A DL 9 5 R i 0 8o O o i an , K O BE S 22 oo lE (B, H s T
AT ¢ 12 5%) , UL A HIE SRR - 16 4 i sh i mT BL (5 ) 3@ i 45 A AR (o
B i) SRk , 75 43 HICM I A5 100 T 28 e 4 55 i 75 X ORE R /N SR 44 , L A ad ik A FH 3R 1 v
FRYERF AEVF 2 GO T SR SV P A FE SRR, B a0 bl | 2 ol (A H 220 1L B )
R ERE LI 1 o AT LIS ik 7E 12 2H S 400 Hh 0 4 48] B T PR 5 DA S B R () — Fh i 2R
AL 1) 25 711) 50 SIS LK 6 Ty S 20 A5 0 T e PRI

(04111 Jo T v S0 VA Y T 3 ek P 75 B 00— Fh i 2 e A TH IR AR AR 9 75 22 5 G 1) 5 57
5 ETAN A ) —Fhel 2 Ml AL -G8 N S8 5 3047 K B ieig (91 a3t e 1 3 et 918 i
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il % o 18, o BRI DL 7 U 4

[0412]  KiEMEAL G B N TR BN Z BN P &6 LAl 4 BN oSk 3 UL _E 31
2% [ T 1) A BT 75 1853 o 7 T i) 48 T B R A S R TG e R R B L T 5 AR e 1) 1) £
J7F 5 S TR AN VR T8 GRT) 5 BT IR 732 AL S AT 0 0 T It D Hh = A v M R 40 i
AEART HoAth e A5 22 1) A0 R K

[0413] I DL FHA AU, 0 N ) s 2 2% B R e VR I T RS9

[0414]  fFltn, AR BHIE YT H AW vT L S Jo g B2 T i 2% B — i it L 41 dn /e 36 (B & )
55,399,163.5,383,851.5,312,335.5,064,413.4,941,880.4,790,8245%4,596 , 556 H1 /A
TH S E T T AR AT ANFIA R 1) Se 3 - 56 L8] 54,487,603, KA T —
Tt T+ DA B2 458 100 3 22 03 B 25 M0 AN SR R ; SR 1B B8] 54,486,194, AT T — M H
Tk B it a3 E s R E LR 54,447,233, A TF T —Fh T DO ) S
R B 25T IR SR E F R F4,447, 224, o T — R H T E SR 25 YRk i n]
AR A RN WS EE LT 4,439,196, HA T T — M EA L R EMBIEL W)
KRG UL LEE TR 54,475,196, HATF 7 —MiB & 4 W5NE 240 . CAnVE 2 HAh g
TN 6% KRG ABIE,

[0415]  XF Ty 97 HEW, A A FFRIBCH] AR E T R &5 R (RHE L m LS
) E - BIE A/ B B At R IS ) o T S P ] it T DA (6 b DL RS 5 T A
FEF H o] DL i 24 22 03 A% B ) R R0 AR AR] 7 36 il 4 o ] UL 5 8RR R 2H A DL 7= AR B — 571 Y
(R PR I B AR P v o 1 52 4 AR S )it FH 7 =R 22 44 o 1T DL S 8RR Rl 45 & DL A H
— S PR ) B 2 AR VR AR I A A L, LA 2 Eoh XN E RV &
MZ10.01% 2199 % HITE R MZI10. 1% B Z4)70% , BN Z11 % £ 24130% .

[0416]  FH T Jm s B8 B it FH A 2 T 0 416 i 7] AR AL G 51 L i 25 701) S S8 77D B0 AL
B 7 BRI RS VA B R RIS o AT UK S A S O B 2R N 5255 Bl #sz
(R8T A AT e 75 LA ARTB77 JE 771 9% v et SRV o

(04171 %535 “B B A0t F” F0“& iz B S0t I 2 TR 1 it FH AN J= 350 ik FH <2 A1 Y 3688 7 1
ik o e ot AR, I ELB S EOANBR T#0 k SWLRL A BN BRI VB S BRFE Y O
W EEN ESE R VRE T ORTTN VR R VIRIE R A AR BB SN CL S R
VEST A o

[0418] X UL 2H & Wik v] LA 26 4 B 7, 490 G977 g 7)< VR 79 LA R0 AN g3 EOR o TR
AEAE AR AT CLIE IS ol K TR AR 7, DA A ar sk B 2 AN [R] o 4 B A 2 18 77 5 491 G e 32 4 F
FR I (paraben) G BE KBy 1L BLIR S5 R Ok - 1T BE I A SIS 57, 9 Lokl AL AN
ALFE T IXECH S Wb o b A, 80045 ZE TR WS () 350 , 451 G e A s 8 i A BH R A 5] S T
TES 25 2 e

[0419]  FEIRELCSHG]F , 25 AN I BUARAE R 25 Wit 25 N R ShAit , ‘eATTar LB g
w5255 F a2 G G RIERAE GV T, Frid 25 A8 & 1 an£30.01 %
£ 2799.5% (B210.1% £90%) A SRR ) Fida .

[0420] 5.l

(04211 YET A FFH 2 BRI — Pl &, Z ) A S 0T T8 97 s A/ Bs i Bk g
TR
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[0422]  FERESESTy ], i) L FE A A8 UL KRS8 B 2528 A ORI AR 2 Bl A0 24 A
WD o G T8 1R 25 2% 1R S PR ) P S B FE I AN TR ST 8% L TVIA TR 4 A5 28 0] DL &2 Fiobt Rl
(NS B IERL) TE R 5 25 AT LGN (R & 85 5 — PR -G A &) A RGETT s fil/ 5%
CWHRAER 4G, 3 BT BAA Te e dE N T (40, 2548 07 DL 58 K ) i VR AS BB A AT R
T ESE R B ZE TN -

[0423]  FERELCS ], 20 G0 1) 28 2D —FhiE PR R G A T R Bk AR 2R ER
BEEIRAY) O] ez AW TR 97 B e »

[0424]  FEREEES ] i AT LB () 55— R A48, A AR A e, K
ZAHEGUEE AR PR LK (b) 2584, KA e, Hhizxd 6 WS HAb
M B P BRI N o AE LS STt R, BT R i v DUE— P A S ke i A, HAR R T IR 2
ST DA T 6 I R 8 E

[0425] W] & ARHEY 73 AR, il 5 o] LAk — 20036 A B 4548, 9 an 28 B AR =R AR, HA
F5 2527 BTS2 22 v 9 WAEASBR 33 5 FHAM B 7K (BWFT) , B R 5 22 i 57K, AR TG
TRFNAT AR o 12 1) ot mT DA/ 8 DRSS T A B B S8 ) LA A R, B8 At 22 il
FaREF L V2R VB L A A 2%

[0426] FEHIFE
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SEQ
D B & AR -3
NO

1 4A11 CDR1 GRPFSNYT

5 4A11 CDR2 AWPSPST

3 4A11 CDR3 AADYKSLTQSWLNAALDY

QVKLEESGGGEAQPGGSLRLSCTASGRPFSNYTMGWFRRAPGKER
4. 4A11 VHH EFVGLAWPSPSTYVVDSVKGRFTISRDNAKNTIYLQMNSLKPEDTALI
YYCAADYKSLTQSWLNAALDYWGQGTQVTVSS

[0427]
5. 4B5 CDR1 PRTFSTFH
6. 4B5 CDR2 FNWSGGRT
7. 4B5 CDR3 AAARDRGLHDGTTSDSYLEGSHEYEY

QVKLEESGGRSVLAGGSLRLRCAGTPRTFSTFHIGWFRQAPGKERE
8 4B5 VHH FVAAFNWSGGRTY YADSVKGRFTISRNNGKNMVYLQMTSLTPEDT
GLYYCAAARDRGLHDGTTSDSYLEGSHEYEYWGQGTQVTVSS

9 4C5 CDR1 GRSVSTYF

10, | 4C5 CDR2 IDRGSTVT
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[0428]

11 4C5 CDR3 AAKAITRNFIATNDYDY
QVQLVDSGGGLVQAGGSLRLSCAVSGRSVSTYFVGWFRQAPGKER

12. 4C5 VHH EFVAAIDRGSTVTRYDDSVKGRFTISRDNAKDTVYLOMNSLKPEDT
AVYYCAAKAITRNFIATNDYDYWGQGTQVTVSS

13. 4D35 CDRI1 GRAFNEYA

14, 4D35 CDR2 ISSDGRFT

15. 4D35 CDR3 AARDSGSGYYSRAQWYDY
VDSGGGAVKAGDSLRLVCSAPGRTHGRAFNEYAMAWFRQGPGKE

16. 4D35 VHH RESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLOMNSLKPEDT
AVYYCAARDSGSGYYSRAQWYDYWGQGTQVTVSS

17. | 4D11 CDRI GSISSINA

18 | 4D11 CDR2 ITNSGST

19, | 4D11 CDR3 TARRSTWYIS
QVQLQESGGGLVQPGGSLRLSCAASGSISSINAMGWYRLAPGKHRE

20. 4D11 VHH FVADITNSGSTNYAASVKGRFNISRDNAKDTVY LQMNSLKFEDTAV
YYCTARRSTWYISSGRGTQVTVSS

1. | 4E5CDRI GLTSSDIA

72 4E5 CDR2 ISSDGRFT

23 4E5 CDR3 AARDSGSGYYSRAQWYDY
QVQLVDSGGGVVEVGASLTLSCETSGLTSSDIAVGWFRQGPGKERE

24 4E5 VHH SVAAISSDGRFTYYAASVKGRFTISKDNAKSAAFLOMNSLKPEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTQVTVSS

25 4H6 CDRI1 GTIFRLNR

26. 4H6 CDR2 TIWSGRRT

9. 4H6 CDR3 NYRRITPWEASGNY
QVQLVESGGGLATAGASLILSCAASGTIFRLNRMGWFRQAPGKERE

28 4H6 VHH

RVAATIWSGRRTHYADSVKGRFTISTDNAKKTVYLRMSSLKPEDTA
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VYYCNYRRITPWEASGNYWGQGTQVTVSS

29 | 4H9 CDRI GPIARSRS
30, | 4H9 CDR2 AAISSDGRFT
31 | 4H9 CDR3 AARDSGSGY YSRAQWYDY

QVQLVESGGGAVQAGGSLRLSCTASGPIARSRSTGMGWFRQGPGK
32 4H9 VHH ERESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLQMNSLKPE
DTAVYYCAARDSGSGYYSRAQWYDYWGQGTQVTVSS

33| 10H5 CDRI ETTFKSMA
34 | 10H5 CDR2 TNYNGGRT
35 | 10H5 CDR3 AAKATEGTTFPSRTYEF

GGGLVQAGGSLRLACTASDPPFANYETTFKSMAMGWVRHIPGKER
36, 10H5 VHH ELVAATNYNGGRTWYSNSAKARSTISRDNAKNTVYLQMSSLKPED
TAVYYCAAKATEGTTFPSRTYEFWGQGIQVTVSS

[0429] 37. 12H7 CDR1 GNFLSVSD
38 12H7 CDR2 VTEHGRT
39 12H7 CDR3 KASDVFTDAGAHEAVLIRDY

QVQLVDSGGGLVQAGGSLRLSCKVSGNFLSVSDMSWYRQAPGME
40 12H7 VHH RDVVATVTEHGRTTYTDSVKGRFTISRDNAEHTTYLEMNNLKPEDT
AVYFCKASDVFTDAGAHEAVLIRDYWGQGTQVTVSS

41 | 13HI11 CDRI GLTFSMYA
42| 13H11 CDR2 ISSDGRFT
43 | 13HI11 CDR3 AARDSGSGYYSRAQWYDY

QVQLVESGGGLVQAGGSLRLSCAASGLTFSMYAMGWFRQGPGKER
44 | 13HI1 VHH ESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLQMNSLKPEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTQVTVSS

45 15A5 CDR1 ERTFSSFA

46. | 15A5 CDR2 IDPSGRYT
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[0430]

47, 15A5 CDR3 AARIRGEGYYTRSSFYHY
QVQLVESGGGLVQAGGSLRLSCAASERTFSSFAMGWFRQAPGKER

48 15A5 VHH EVVAAIDPSGRYIYYKDSVKGRFTMSRDNAKSTVYLQMNSLKPDD
TARYYCAARIRGEGYYTRSSFYHYWGQGTQVTVSS

49 | 2B7CDRI GRTFSSYP

50. 2B7 CDR2 ISSDGRFT

51 2B7 CDR3 AARDSGSGYYSRAQWYDY
QVOQLVESGGGLVQAGGSLRLACAASGRTFSSYPMGWFRQGPGKER

52 2B7 VHH ESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLQMNSLKPEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTQVTVSS

53 2B10 CDRI1 SRIFRRYA

54 2B10 CDR2 ITWSGAST

55 2B10 CDR3 AADPWGSVIVGTAEYEY
QVKLEESGGGLVQTGDSLRLSCAASSRIFRRYAMGWFRQAPGKERE

56. 2B10 VHH FVAAITWSGASTTYTDSVKGRFTISRDSAENTTYLQMTSLRPEDTAV
YYCAADPWGSVIVGTAEYEYWGQGTLVTVSS

57 3F10 CDR1 EHTFSNFP

58 3F10 CDR2 IDSSGRLT

59 | 3F10 CDR3 AARTGGVGYYSRSSFYNY
QVOQLVESGGGLVQAGGSLRLSCASSEHTFSNFPMGWFRQAPGKER

60. 3F10 VHH NVVAAIDSSGRLTYYADSVKGRFTISKDNAKSTVYLQMNSLKSEDT
ARYYCAARTGGVGYYSRSSFYNYWGQGTLVTVSS

61. 3G6 CDRI GSIFGISV

62. 3G6 CDR2 LTRAGLT

63. 3G6 CDR3 HANIMESAASTFGRY
QVQLVESGGGLVQAGGSLSLSCAASGSIFGISVMGWYRQAPGEQR

64 3G6 VHH

DLVATLTRAGLTTYGDSVKGRFSISRDSAKNTVYLQMNNLKPEDTA
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[0431]

VYYCHANIMESAASTFGRYWGQGTQVTVSS

65 |3G7CDRI GRTLSTYT

66. | 3G7CDR2 AWPSPST

67 | 3G7CDR3 AADYKSLTQSWLNAALDY
QVQLVESGGGLVQAGDSLRLSCEASGRTLSTY TMGWFRRAPGKER

68 | 3G7 VHH EFVGLAWPSPSTY VVDSVKGRFTISRDNAKNTIYLQMNSLKPEDTAI
YYCAADYKSLTQSWLNAALDYWGQGTQVTVSS

69 | 3H7CDRI GSILSAGV

70, | 3H7 CDR2 IALDGSTG

71 | 3H7 CDR3 NANIRTDMRSAPFDH
QVKLEESGGGLVQAGGSLRLSCAASGSILSAGVMRWYRQAPGKQR

7> | 3H7 VHH ELVASIALDGSTGY YIDSVKGRFTISRDNAKNIVYLDMRSLEPADTA
VYLCNANIRTDMRSAPFDHWGHGTQVTVSS

73, | 4C6 CDRI GRTFSSYP

74 | 4C6 CDR2 ISSDGRFT

75 | 4C6 CDR3 AVDPTGWGTIEADFRS
QVQLVESGGGLVQAGGSLRLACAASGRTFSSYPMGWFRQGPGKER

76, | 4C6 VHH ESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLQMNSLKPEDTA
VYRCAVDPTGWGTIEADFRSWGQGTQVTVSS

77 | 1C12 CDRI SRIFSRYG

78 | 1C12 CDR2 ISWNGAST

79, | 1C12 CDR3 AADPWGAVKLGTAEYEY
QVQLVESGGGLVQTGDSLRLSCAASSRIFSRY GMGWFRQAPGKER

0. | 1C12 VHH EFVAAISWNGASTTYTDSVKGRFTISRDSAENTTYLQINSLRPEDTA
VYYCAADPWGAVKLGTAEYEYWGQGTQVTVSS

g1 | 1G1 CDRI GPSFSSYP

g2 | 1G1 CDR2 ISSDGRFT
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[0432]

g3 | 1G1 CDR3 AARDSGSGYYSRAQWYDY
QVQLVESGGGLVQAGDSLRLSCVASGPSFSSYPMGWFRQGPGKER
g4 | 1G1 VHH ESVAAISSDGRFTY YAASVKGRFTISKDNAKSAAFLQMNSLKPEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
orrcprps | QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQGPGKER
85 | i ESVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
oLraprps | QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER
26, VHI; o ESVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
orragrpw | QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER
87 VHI; o EWVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
opacLew | QUQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKGL
88 |y EWVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
oLEacre | QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKGR
89 |y ELVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
oLFAGrEs | QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKGR
9. | v ESVAAISSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS
QVQLVESGGGVVQPGRSLRLSCAASSRIFSRY GMGWFRQAPGKER
9] | IC12-EREF VHH | EFVAAISWNGASTTYTDSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCAADPWGAVKLGTAEYEYWGQGTQVTVSS
P QVQLVESGGGVVQPGRSLRLSCAASSRIFSRY GMGWFRQAPGKER
90 VHH' EWVAAISWNGASTTYTDSVKGRFTISRDNSKNTLY LQMNSLRAEDT
AVYYCAADPWGAVKLGTAEYEYWGQGTQVTVSS
P QVQLVESGGGVVQPGRSLRLSCAASSRIFSRY GMGWFRQAPGKGL
T - EWVAAISWNGASTTYTDSVKGRFTISRDNSKNTLY LQMNSLRAEDT

AVYYCAADPWGAVKLGTAEYEYWGQGTQVTVSS
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[0433]

94 2A3 CDRI1 GGSFSSYP

95 | 2A3CDR2 [SSDMRFT

96. 2A3 CDR3 AARDSGVGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER

97 2A3 VHH ESVAAISSDMRFTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTA
VYYCAARDSGVGYYSRAQWYDYWGQGTLVTVSS

08 1A8 CDR1 GPSFSSYP

99 1A8 CDR2 ISSRGRFT

100. | 1A8 CDR3 AARDSGSGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER

101. | 1A8 VHH ESVAAISSRGRFTY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

102. | 1D11 CDRI GPSFSSSP

103. | 1D11 CDR2 ISSMGRFT

104. | 1D11 CDR3 AARDSGSGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGPSFSSSPMGWFRQAPGKER

105 | 1D11 VHH ESVAAISSMGRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

106. | SE8 CDR1 GPSFSSYP

107 | SE8 CDR2 QSSDGRFT

108. | SE8 CDR3 AARDSGSGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER

109 | SE8 VHH ESVAAQSSDGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

110. | 2A5 CDRI GPSFSSYP

2A5 CDR2 ISSVGRFT

111.
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112, | 2A5 CDR3 AARDSGSGYYSRWQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER
113. | 2AS VHH ESVAAISSVGRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTA
VYYCAARDSGSGYYSRWQWYDYWGQGTLVTVSS

114, | 5G10 CDRI GPRFSSYP
115 | 5G10 CDR2 ISSDGRFT
116. | 5G10 CDR3 AARDSGSGYYSRAQWYDG

QVQLVESGGGVVQPGRSLRLSCAASGPRFSSYPMGWFRQAPGKER
117. | 3G10 VHH ESVAAISSDGRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDGWGQGTLVTVSS

118. | 2A6 CDRI GPSFSLYP
119. | 2A6 CDR2 ISSDRRFT
120. | 2A6 CDR3 AARDSGSGYYSRAQWYDY

0434
: ] QVOQLVESGGGVVQPGRSLRLSCAASGPSFSLYPMGWFRQAPGKER

121. | 2A6 VHH ESVAAISSDRRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

122 | IGI-IC12CDR1 | GPSFSSYP

123, | 1G1-1C12 CDR2 | ISSDLRFT

124. | 1G1-1C12 CDR3 | AARDSGSGYYSRKQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER
125 | 1G1-1C12 VHH ESVAAISSDLRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTA
VYYCAARDSGSGYYSRKQWYDYWGQGTLVTVSS

126. | SB5 CDRI GPSFSSYP
127. 5B5 CDR2 ISSDTRFT
128 | SB5 CDR3 AARDSGSGYYSRAQWYDR

QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER

129 5B5 VHH
) ESVAAISSDTRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
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VYYCAARDSGSGYYSRAQWYDRWGQGTLVTVSS

130. | 6F12 CDRI GPSFTSYP
131. | 6F12 CDR2 ISSDGRFK
132, | 6F12 CDR3 AAEDSGSGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFTSYPMGWFRQAPGKER
133 | 6F12VHH ESVAAISSDGRFKY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAAEDSGSGYYSRAQWYDYWGQGTLVTVSS

134, | 1C7 CDRI GPSFSSYP
135. 1C7 CDR2 ISSRGRFT
136 | 1C7 CDR3 AARGSGSGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFSSYPMGWFRQAPGKER
137. | 1C7 VHH ESVAAISSRGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARGSGSGYYSRAQWYDYWGQGTLVTVSS

[0435] 138 | 6E9 CDRI GPSRSSYP
139 | 6E9 CDR2 ISSDGKFT
140. | 6E9 CDR3 AARDSGSGYYSRANWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSRSSYPMGWFRQAPGKER
141. | 6E9 VHH ESVAAISSDGKFTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTA
VYYCAARDSGSGYYSRANWYDYWGQGTLVTVSS

142. 1A10 CDR1 GNSFSSYP
143 | 1A10 CDR2 ISSDGRFS
144 | 1A10 CDR3 ACRDSGSGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGNSFSSYPMGWFRQAPGKER
145 | 1A10 VHH ESVAAISSDGRFSY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCACRDSGSGYYSRAQWYDYWGQGTLVTVSS

146. | 6B11 CDRI GPSFPSYP

147 | 6B11 CDR2 ISSRGRFT
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148, | 6B11 CDR3 AARDSGSGYYSRLQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFPSYPMGWFRQAPGKER
149 | 6B11 VHH ESVAAISSRGRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRLOWYDYWGQGTLVTVSS

150. 6D8 CDRI1 GPSFSSKP
151. 6D8 CDR2 RSSDGRFT
152. 6D8 CDR3 AARDSGSGRYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFSSKPMGWFRQAPGKER
153, | 6D8 VHH ESVAARSSDGRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDT
AVYYCAARDSGSGRYSRAQWYDYWGQGTLVTVSS

154, | 6D12 CDRI GPSFSTYP
155 | 6D12 CDR2 ISSDGVFT
156. | 6D12 CDR3 AARDSGSGYYSREQWYDY

0436
: ] QVOLVESGGGVVQPGRSLRLSCAASGPSFSTYPMGWFRQAPGKER

157. | 6D12 VHH ESVAAISSDGVFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSREQWYDYWGQGTLVTVSS

158 | 2C5 CDRI GPSFSTYP
159 | 2C5 CDR2 ISSQGRFT
160. | 2C5 CDR3 AARDSGSGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPSFSTYPMGWFRQAPGKER
161 | 2C5 VHH ESVAAISSQGRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

162. | 7F6 CDR1 GPMFSSYP
163 | 7F6 CDR2 ISSDPRFT
164. | 7F6 CDR3 AARDSGSGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGPMFSSYPMGWFRQAPGKER

165 7F6 VHH
) ESVAAISSDPRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA

103



CN 115023442 A

" BB B

87/102 i

[0437]

VYYCAARDSGSGYYSRAQWYDYWGQGTLVTVSS

166 | 2D5 CDRI1 GPSFSSSP

167 | 2D5 CDR2 ISWDGRFT

168. | 2D5 CDR3 AARDSGSGYYSRAQWYVY
QVQLVESGGGVVQPGRSLRLSCAASGPSFSSSPMGWFRQAPGKER

169 | 2D5 VHH ESVAAISWDGRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCAARDSGSGYYSRAQWYVYWGQGTLVTVSS

170. | 7B11 CDRI GPSFLIYP

171 | 7Bl CDR2 ISSDGRFW

172. | 7Bl CDR3 AARDSGSGYYSRVQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGPSFLIYPMGWFRQAPGKERE

173 | 7B11 VHH SVAAISSDGRFWYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGSGYYSRVOQWYDYWGQGTLVTVSS

174 | 7D12 CDR1 GPSFLSYP

175 | 7D12 CDR2 ISSDGRFS

176 | 7D12 CDR3 AARDWGSGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGPSFLSYPMGWFRQAPGKER

177. | 7D12 VHH ESVAAISSDGRFSYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDWGSGYYSRAQWYDYWGQGTLVTVSS

178 | 2A3 ML CDRI GGSFSSYP

179. 2A3 ML CDR2 ISSDLRFT

180 | 2A3 ML CDR3 AARDSGVGYYSRAQWYDY
QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER

181, | 2A3 ML VHH ESVAAISSDLRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTA
VYYCAARDSGVGYYSRAQWYDYWGQGTLVTVSS

182 | 2A3 MI CDRI GGSFSSYP

183 2A3 MI CDR2 ISSDIRFT
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184 | 2A3MICDR3 | AARDSGVGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
185 | 2A3 MI VHH ESVAAISSDIRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARDSGVGYYSRAQWYDYWGQGTLVTVSS

2A3 ML DT
186 GGSFSSYP
* | CDRI

2A3 ML DT
187 ISSDLRFT
" | CDR2

2A3 ML DT
188 AARTSGVGYYSRAQWYDY
* | CDR3

QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
189 | 2A3 ML DT VHH | ESVAAISSDLRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARTSGVGYYSRAQWYDYWGQGTLVTVSS

2A3 ML DE

GGSFSSYP
190. | cpRri
[0438]
2A3 ML DE
191 ISSDLRFT
| CDR2

2A3 ML DE
192. CDR3 AARESGVGYYSRAQWYDY

QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
193 | 2A3 ML DE VHH | ESVAAISSDLRFTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARESGVGYYSRAQWYDYWGQGTLVTVSS

194. | 2A3 LTFe QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
ESVAAISSDLRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTA
VYYCAARTSGVGYYSRAQWYDYWGQGTLVTVSSEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

195, | FhIHEEk GSGGSGGSGGSG
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[0439]

196, | FHIPEIE K GGGGSGGGGSGGGGS

197, | Ttk GGGSG

198, | K GGGSGGGGSG

199 | TP K GGSGGGSG

200, | TRk GGSGGGSGGGSG

201, | THIMEHEK GSGGSG

202. | THItEREK GSGGSGGSG

203 | THIHEIE K GSGSGSG

204 | FHITEE K GGGGSGGGGSGGGGSGGG
205 | TIMEEE K PAPAP

206. | FHIVEHE K PAPAPPAPAPPAPAP

207, | FHIVERE K IKRTVAA

208, | FHIPEHE X VSSASTK

209, | TRk AEAAAKA

210, | TPk AEAAAKEAAAKA

211, | TPk GRPGS GRPGS

212, | TR K GRPGS GRPGS GRPGS GRPGS
213, | Ttk GRGGS GRGGS

214 | THIPLEE K GRGGS GRGGS GRGGS GRGGS
215, | ThIbEREX GKPGS GKPGS

216. | FhItHK GKPGS GKPGS GKPGS GKPGS
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217, | Tk GEPGS GEPGS
218 | TRk GEGGS GEGGS GEGGS GEGGS
219 | THIEAEK GDPGS GDPGS
220, | THIEEK GDPGS GDPGS GDPGS GDPGS

271 | HIG4 CDR-HI | FTFSNYGMS

227 | HIG4 CDR-H2 | TISGGGSNIY

223 | HIG4 CDR-H3 VSYYYGIDF

224 | HIG4CDR-L1 | KASQDVTTAVA

225 H1G4 CDR-L2 WASTRHT

296 | HIG4 CDR-L3 | QQHYTIPWT

QVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKGL
[0440] 227 | HIG4 VH EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCVSYYYGIDEFWGQGTSVTVSS

DIQMTQSPSSLSASVGDRVTITCKASODVTTAVAWY QQKPGKAPK
278 | HIG4 VL LLIYWASTRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQHY
TIPWTFGGGTKLEIKR

229 | 33B CDR-HI FRESNYGMS
230. | 33B CDR-H2 TISGGGSNAY
231, | 33B CDR-H3 TSYYYGIDF
232 | 33B CDR-L1 KASTDVTTAVA
233, | 33B CDR-L2 WASLRHT

234 | 33B CDR-L3 QQHYGIPWT

QVQLVESGGGLVKPGGSLRLSCAASGFRFSNYGMSWIRQAPGKGL
735 | 33BVH EWVSTISGGGSNAY YADSVKGRFTISRDNAKNSLYLQMNSLRAED
TAVYYCTSYYYGIDFWGQGTSVTVSS

107



CN 115023442 A

" BB B

91/102 7

[0441]

DIQMTQSPSSLSASVGDRVTITCKASTDVTTAVAWYQQKPGKAPKL

236, | 33BVL LIYWASLRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQHYG
IPWTFGGGTKLEIKR

237 | 66E CDR-HI FTFSNYGMS

238, | 66E CDR-H2 TISGGGSNIY

239 | 66E CDR-H3 VSYYYGIDL

240. | 66E CDR-L1 KAKQDVTTAVA

241. 66E CDR-L2 WASTRHT

242 | 66E CDR-L3 QQHYWIPWT
QVOQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKGL

243, | 66E VH EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLOMNSLRAEDT
AVYYCVSYYYGIDLWGQGTSVTVSS
DIQMTQSPSSLSASVGDRVTITCKAKQDVTTAVAWY QQKPGKAPK

244 | 66E VL LLIYWASTRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQHY
WIPWTFGGGTKLEIKR

245 711D CDR-HI FTFSNYGMS

246 | 711D CDR-H2 TISGGGSNILY

247 | 711D CDR-H3 SSYYYGIDL

243 | 7IDCDR-L1 | KASQDVTNAVA

249 | 711D CDR-L2 WASTRHT

250, | 711D CDR-L3 QOQHYTIPWT
QVQLVESGGGLVKPGGSLRLSCAASGFTESNYGMSWIRQAPGKGL

251 711D VH EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCSSYYYGIDLWGQGTSVTVSS
DIQMTQSPSSLSASVGDRVTITCKASQDVTNAVAWY QQKPGKAPK

252 | 711D VL LLIYWASTRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQHY

TIPWTFGGGTKLEIKR
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253.

L PD1 HC -3% -
2A3 (HCC £4##£)

QVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKGL
EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCVSYYYGIDFWGQGTSVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ
EGNVFSCSVMHEALHNHYTQKSLSLSLGKGSGGSGGSGGSGQVQL
VESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKERESVA
AISSDLRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVY'Y
CAARTSGVGYYSRAQWYDYWGQGTLVTVSS

[0442]

254,

¥ PDI
(HCC #24%)

LCl

DIQMTQSPSSLSASVGDRVTITCKASQDVTTAVAWY QQKPGKAPKL
LIYWASTRHTGVPSRFSGSGSGTDFTLTISSLOQPEDFATYYCQQHYTI
PWTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRGEC

235,

#L  PDI
(LCC &%)

HC1

QVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKGL
EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCVSYYYGIDFWGQGTSVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSSV
VTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ
EGNVFSCSVMHEALHNHYTQKSLSLSLGK

256.

#t PD1 LC-##k
-2A3 (LCC 424%)

DIQMTQSPSSLSASVGDRVTITCKASQDVTTAVAWY QQKPGKAPKL
LIYWASTRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQHYTI
PWTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP

REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY

EKHKVYACEVTHQGLSSPVTKSFNRGECGSGGSGGSGGSGQVQLV
ESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKERESVAAI
SSDLRFTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCA
ARTSGVGYYSRAQWYDYWGQGTLVTVSS
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257.

2A3-#% k-4 PDI
HC (HCN £4#)

QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
ESVAAISSDLRFTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAARTSGVGYYSRAQWYDYWGQGTLVTVSSGSGGSGGSGGS
GQVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKG

LEWVSTISGGGSNIYYADSVKGRFTISRDNAKNSLY LQMNSLRAED

TAVYYCVSYYYGIDFWGQGTSVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSSV
VTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN

KGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF

YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ

EGNVFSCSVMHEALHNHYTQKSLSLSLGK

[0443]

258.

¥ PDI
(HCN #24)

LC2

DIQMTQSPSSLSASVGDRVTITCKASQDVTTAVAWY QQKPGKAPKL
LIYWASTRHTGVPSRFSGSGSGTDFTLTISSLOQPEDFATYYCQQHYTI
PWTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRGEC

259.

#L  PDI
(LCN F4#)

HC2

QVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWIRQAPGKGL
EWVSTISGGGSNIY YADSVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCVSYYYGIDFWGQGTSVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSSV
VTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ
EGNVFSCSVMHEALHNHYTQKSLSLSLGK

260.

2A3-1% -4 PDI
LC (LCN #24%)

QVQLVESGGGVVQPGRSLRLSCAASGGSFSSYPMGWFRQAPGKER
ESVAAISSDLRFTYYADSVKGRFTISRDNSKNTLY LQMNSLRAEDTA
VYYCAARTSGVGYYSRAQWYDYWGQGTLVTVSSGSGGSGGSGGS
GDIQMTQSPSSLSASVGDRVTITCKASQDVTTAVAW Y QQKPGKAPK
LLIYWASTRHTGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQHYT
IPWTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY

EKHKVYACEVTHQGLSSPVTKSFNRGEC
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261. | ATIGIT #% | MRWCLLLIWA QGLRQAPLAS GMMTGTIETT ~GNISAEKGGS
ILQCHLSST ~ TAQVTQVNWEQQDQLLAICN ~ ADLGWHISPS
FKDRVAPGPG LGLTLQSLTV NDTGEYFCIY
HTYPDGTYTGRIFLEVLESS ~ VAEHGARFQI ~ PLLGAMAATL
VVICTAVIVV ~ VALTRKKKAL  RIHSVEGDLRRKSAGQEEWS
[0444] PSAPSPPGSC  VQAEAAPAGL CGEQRGEDCA ELHDYFNVLS
YRSLGNCSFFTETG

262. | A TIGIT %4 | MRWCLLLIWA QGLRQAPLAS GMMTGTIETT GNISAEKGGS
ECD IILQCHLSST  TAQVTQVNWEQQDQLLAICN  ADLGWHISPS
FKDRVAPGPG LGLTLQSLTV NDTGEYFCIY
HTYPDGTYTGRIFLEVLESS VAEHGARF

[0445] DL RS BIAGRS 24 T28 FF0 32 B 0 B, AN R AATAR 75 =AT A PR il

[0446] S5

[0447]  SEfFI1 . %ag% HUNTIGIT VHHBLAARLR 72 A RO Sk fi A i o 0

[0448]  #EZH ANTIGITZ A A5 #4a48 (ECD) & H TR H Arco BioZs &) o AR A4k %0
()77 22, 48 25 I B 34T TG T THY #h28 o S EL TS AT 58 v 0 58 L 375 oA fR) 25 Ay o 76 3% 4 8
J& » MEEE =i (1:100,000) o 88 5 WCEE 42 ML, 3770 2 PBMC . 44 J5 MAPBMCHH 73 BSRNA.

[0449]  FEARGURC FNHI TR T, L PCRY™ B VHHAT A4 JE P , 383 DNAZS I b it Jie Ak , #4)
73 B R AR /& pADL - 23 ¢ (FiAA 525 = (Antibody Design Labs)) i1, 84 = TG1HL
JEAZ MM CR [ Lucigen) AL TG T4 M £E V2T 1% 77 JE rb 5% 95 o 38 i s Iy B 7 4k 9 3
B R, v A2 7= H B A E BR VHH) I B A o 38 38 Co e SR % 97 37 VP 1% s R A, i
B EY ZAHIh-TIGITE cyno-TIGIT ECDH%E 35 A& B Dynabeads#E47 A -TIGIT
(h-TIGIT) L B HEME -TIGIT (cyno-TIGIT) L JE I &5 & ik . 80 =50k f5 , Vel Th-
TIGITE cyno-TIGITHIZS &40, ¥ 3 FH T I 4L SS 32040 i . Pk 126 SS 32040 i i) B 74 I AE Y 2T 5%
FRIEFEEFE, IS INTPTG A 43 #AVHHBTAA o A Fh-TIGIT ECDELHE (1 858 ik ELTSA ) #7 7 ide H
A VHHBT R B IS EBEBH - TIGI TS & AT I T k48 T B A AT HI 291 ek .
BT ELISAMG A 1 VHHPUAA XS cyno-TIGI T 45 & A 7. 5 513 (SEQ 1D NO:1-84) FRiE R T
A2 1M 45 G55 Je FLCDRAIVH,

[0450] 34 FIPH TELTSAIN 52 v 58 1 VHHTT A4 7 [ ok BEL BT 6 Bl 2K J57i 8 95 75 32 44 (PVR, X
£CD155) HTIGITL A 52 m o E— DIk FE T X PVREE Ah-TIGITAH 90 % LA -4 {E K94
il (VI 4 FR:2B7.1G1.1C12.3G6.2B10.3G7.3F10. 13H1 1 F115A5) .

[0451]  SEf2-TIGIT VHHFLAAR M FRAE % £

[0452] 3@V AN LCH B A A AE S EE 452 (CH2) AME 52 H 5% 3 (CH3) 5 Fy it , Mg M S 451
1o 25 5 LR SR , DA AR Buddc o BT i 2 1 — AN VHHBLAR 7EExp 1 CHOAH g HH R 08 , F:
W b3 AR I B 1 BRI B TAAlAL

[0453]  J st A A MR W5 UE 5L T 0 e 5 N TIGITHE YL i) Jurka t 40 B I 45 & 515 Al
776 BT RS RAX NTIGTTAINFATH 5 JE (R 1 Jurka t A « A&k , il He 28 FLA A TIGI TR
IR FAREL G Jurka t 20 L, 75 4 M 55 77 B 18] FH Lug/m1 W4 25 22 SR i # A e KA A TIGITHY
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A K B AT AR R HUAR T R AE A IR FE R S5 h-TIGITHA E %3k Jurka t 40 (0. 2x10°%/
ml) fE96FLH H1 LL100ul /FLAIFACSEE ik (471 .5 % FBSIXIPBS) H % & 3040 &b . st Ja » I
Alexaflour 488fBELMIHLAIGG Fe i (AlexaFluor® 488AffiniPurelll2E$HL A 1gG,Fe y

B E, A TL b 5256 = (Jackson labs) , 1:500#R) , F0 & 300 8 . vt Ja , 1# H
CytoFlex (D17 5 g /R4 7] (Beckman Coulter)) i Id 443 4H A FEE A4 Sk 7 2 ¢ Do
oA HGraphPad Prismit 845655 ) AR 45 Fox T B 1AM 1B . 522 Ab1 (US
2016/0176963 A1 ATFFHIZHHLNTICITHUAR , AR I BT A FF 7 514 1o AL, BT MR 5t
PRS0 IR NTIGTTHI M R H = & G2k Al 7T

[0454] kA, 45 FH S 2 FL FINFATHR 2 585 DR % e A 8 I8 N TIGITH Jurka t 4 o i i 7E %
FRFEF I 300ug/ml A %k B R IANFATH 25 2L K I 408 . it 41, F N PVRAR 28 #% J4Ra j i 4
Jf, FEAE R 75 b W55 3 DL 1 25ug/m e 36 7% L 1) 4 Y o 8 J5 38k 76 4 4 BR i i 88 &= (SEE,
0.01ng/ml) IFFEAE N 0 & %% APVRIIRa j 140 M F1 235 A TIGITAINFATH 45 3L BRI 1)
Jurkat 4B FSEE /N, W 5E HLARXTPVR AT 5 (401 TCRZS T AINFATHR 15 285 BR3P 1 52 1) o o
NE G R (8 2246 > 7] (Promega) ) [FBright -Glo%E Y 25 B I 58 22 PP , 3515 P 1Ak 28
AR 2 R 6 P SR 5B G K M o FGraphPad PrimsfaE£R Mk 1 9 5 it H ik
BELTTIGITiE M RE /) AREK M R K2R . 55 Ab LAHLL , BR3F 10411 B ik v
1887 HARALL A TTG T TR b 1 P o

[0455] S| 3-HLTIGITHUAAM N AL

[0456] PN MR TEE LGLAILCI 2% FAE R HEAT N U4k o 1411 5 2, 5 P AN TR (1)
JF AT Tgblas t A% 2 Nl 2 5 DR 40 22 o e B3 AR Bl R 51, FR XS HEZE 7 1 i3k AT 5%
AR DIOBEAE 22 7 41 I SE N 36 10 2028 A N H 5 T 1C12 58 B, 45 F AN Bl R TGHV -3-30% 10, - il Ji%
T =M N L 1C12 (1C12-EREF.1C12-EREWAI1C12-GLEW) % T 161,/ H 7 AfP &
IGHV-3-30%01, J:HI/E T /<M R AL 161 (161 -F-G-ERES.1G1-F-A-ERES.1G1-F-A-
EREW.1G1-F-A-GLEW.1G1-F-A-GRELF11G1-F-A-GRES) o ¥ #4 & 1 7 [ 2| R aA i Ak b, il i
ExpiCHOM) B % Je = A= hidk ik 7, i@ i i AREAT 44k

[0457] NP4 AN HiR S5 ANTIGITI 4 G2k A 18 i 578 Jurka t 0 M A8 € RIE M h-
TIGITHI &M 45 & K€ - T8 1 5 2, B PR Sh-TIGITH e ) Jurka t 402 (10011
0.2x10°%/%L) ZEFACSZE Ml h i & 3040 &b W 4 M Ve ¥ — Wk, R JE 54 N 1gG Fe
AlexaFluor488 (1:500) —i&£i¥ & .l CytoFlex i E 1% e E , 71 HGraphPad
Prism 8.03ATAELPER A, i1 HiiA 5h-TICITHI S &6 )7, tE 3AF &~ . S & B AT
BEAHEL , X T =AU 1C1 25w B A 2 2] 1 AHALI 46 & 25 F )7 o 0 T 1G1 5l , 5 ik
L FEL , IS N AL R F-G-ERESFIF-A-ERESXth- TTGI T Hi HY AR AL 352 A0 47 , 1 4
JER (F-A-EREWAIF-A-GLEW) %th-TIGITS 45436 17, tn& 3B 7~

[0458] i FH 4% Hij 3 1) 77 5 1 8 N IRAL BUAAR FEBH T PVRA T (1) X TCRA N S INFATHR 5 2
DR 37 1 P P skt P o 035 v o 9710 5 22, ZEPVRAEE LK) Ra j 1 20 i ANEG U B2 1) 3 s BR A g i
(SEE,0.01ng/ml) fE4E T , K A TIGITHINFATH 7 2 PR 7% 4 1) Jurka t 40 i 5 AN [ BE I pi
55 B 5/ N B A TR (& 22 4% 2~ 7] (Promega) ) [F)Bright -Glo®E Jt 25 Mg E 22 Pk,
I B GBI AR M 5 B R TE B 4AM4B. 5k & B A TLE S #E Hih- TIGITHIA
Z%Ab 1FHLL, 1C125g B BT A NS4 TE AR BT TIG I T T A AR 3 7. B T AN TE
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:01G1- (F-A-EREW) F11G1- (F-A-GLEW) 2&2% 1 FHM 1 FHLAAE , 1G L) B N Ak XA RBH
TIGITI7 ¥ RA Hik &k A v AL 27

[0459] S5 4- 25 1 ) Rl e B AIE LK

[0460]  X§1G1-F-A-ERESTEFE BEAT 51 A 7 e« Wik FH T8 B ANCDRIX (1) = JE R B SR AR 11
519 . A FZH BEPCR#I 2% 58745 L , F05 L o B 2] W3k B AR A8 v o 88 3ol A TG 1 40 i A o o )
DNAJU J7 Sk I 8 SC P Jofd £ o A5 FH 4 B g B A 3 4 W03k 1 4 26 7=, A8 iR B AR R AL i h -
TIGIT ECDEcyno-TIGIT ECDI)%E %% % A1 2K MBI Dynabead s 34T I B A V) ik » 20 P 2 ¥4
M Jei e Ve 7 ) T I GL SS 320 2l , Bk X A ¥ - E A TPTGR Y2 TS IR B v 5 7% . i it
ELTSAM %8 vE A 2 B8 H B VHHPT AR o e B4 X h - Fleyno- TIGITHY BH 4 o f%E Hh- Flcyno-
TIGITH BRI A MU BEAT 24U &5 & o 3B X I %8 1 S FE 13547 1 PVRBHIBTELTSAFI A TIGITRH
WrNFATHR 5 3L K46 0 . {8 FiGraphPad Prismit B EC508{IC501H . 413 (SEQ ID NO:94-
177) Hh R 1 AT 25F0 4 A 77 S HCDRFIVHH.

[0461]  fd FGraphPad PrismiEC50/TC507F 4= 4 i 45 & FIBH Wi ELTSA 3 HT A 6 AH S P A
B, AR A EAE 4 B 5A-5CHT 7 o 558 H 2A3 B S i (R S 1 1 RIS T T

[0462] IS FE25°C Z70°CIRIIEE T AL FE60 4 SR 1 2 MR E M T I da e v, R G
{4 FHELTSAFN 4= 200 fa 25 5 U 40 B A R I A 2 S5 O RE & 5 N TIGI T &5 &, JL &5 SR anfE 6 A AT
6B o 5 HARTEE AL , T 2A3 B A B Bk e M

[0463]  ffi F{ NTgGl CH2FNCH3ZE A & | —4r 2A34144 (2A3-Fc) « AR FEExpi CHOZH Y
h Rk, B EAAEHTA . BRTIGITS kS ZAb 1z EAb 2 (5
Tiragolumab A5 MHE E IR 751 S %P ATICITHUA , IR AEU.S.2017/0088613 Al
NIFEITiragolumab/F# & ) #ELEL , {3 FHOctet 45 SIS WF 7 T 5 ATIGITSS & I2A3-Fe %
AL B TA-TCHTR, 5ZFAb 1MZFAb 24, 2A3 50 [ 45 & B AR I R A7 .

[0464]  2A3-FeXf A& BEMEAN/N SR TIGI T A Fi ] 45 &3 M il i EL TS AW 5 v W 5 , FL &5
FORTEBA-8CH . 2A3-Fc 5 N . BEM LA  BEAE/NRTIGITE & .

[0465] 3 2A3[# CDRIX 38 1) 43 A A 7E 17 99> #4 i, BIVCDR2 1 (1) B 24 88 FHCDR3 1 (1) R 4 24
BR, ARG R L E IR I AR R BN AR A TR, B RELEARRENFARNEE
R BRI PR (2A3 ML,2A3 MT,2A3 ML_DT (X 442A3 LT) F12A3ML_DE) f{JCDRFIVHTE ¥ 51| %
H 7R (SEQ ID NO:178-193) o 74 4 o 45 & FINFATRE Y 2 B 5 32 DRIRS I o ik 1 124
I, SR AR2A3 T8 BE AR LL | BT A 1% S AR (1) B # 2R I0 H AR ALK R o IET9 R 7R 1 2A3 -
LT-FeM AR , o rhMAR AL, 3 HDAZE T (2A3 ML DT) , Hrh 538 A 2A3-Fe ALl , fE 4
A .45 G I E oW 52 BAHAL N TIGITES & 56 F1 7, FENFATHR 2 & R & A 82 21 1 AHALL
277

[0466]  ¥f2A3-FcHIsE M IS 52 ZHTIGITH iR S EAb 2317 T L4 . 2A3-Fe K I
HEE S Ab 28 E 1SR ] AL A UM 45 40 H 5 2A3-Fe IEC501E 0. 320 06nM,
MZ#%Ab 2 (h=3) 40.61+10.13nM (E104) . 55 F#Ab 24HEL , 2A3-Fe FENFATHE Y 2 A 4R
A PRUASE I H 1 32 7 HH SR AL BE BT TIGT T TRk - 2A3 - Fe [ EC501E 240 .48 210 18nM, 11 2
FAb 2 (h=3) 40.72+0.42nM (B 10B) .

[0467]  S24515- A AT i RE XA I FE

[0468]  FEARSMHE—DRE A HUTIGITHUARMIPUMIRAE F o 72 IR R 5 R, M TIGIT+ TN
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SPVR+H SR (DC) HEfiis , DC_L F ik I PVRTT LA S5 & T4 b3k M TIGIT, H. e e
TN AR 40 AR 15 P, 491 dn e ek 4 B L 1 43 96 o 5 B R BT TG T THU AR AT Y6 97 mT BARH
WrTTGTTAIPVR.Z [8] I AH ELAE FH » L H b 3 56 T AT e 1 70 e g v 12k

(04691 VB & Ik 2 4 S B2 e (MLR) FH TS 400 Fi g sl P 58 P R IR B L % o AN — A fi SR it
PRHIPBMC 2y 35 I CD 14+ BAZ 4T g fERPMT A 550ng /m1 TL-4F150ng/ml GM-CSF—#2 55327 K
(TEBARFEHRG IR LLATLEDC  AE SR TR, Il DC5100ng/ml LPSYERPMI Hp i — 30 #%
FELR RIS MAADC . KARDCAR 5 FRIECD1 1c (READCEY bR EY)) MHC T125.CD8O0 (CD2SFL
1) FPVR (TIGITHCAA) o f# FiThermoFisher TS B IRFFIEM 7 — 44 fa BEALAA I PBMC />
BICD3+ TAMHE 85 IR . 85 F K, B5CD3+ TAHAE (200,000 5 #4DC (10,0004 7EHA
10%FBS-HIRPMI 16403473 HR G, I DL & PR EE A INHLTIGI THUAR BN P iE . ££37
CHI5.0%CO2 NiF B 48/ ) J5 , i@ it PerkinElmer (AlphaLlisa NIL-2iR 5 & : H x5
AL221C) fE55 7% 15 W IS TAH A 4 WA TL - 2. FUPD L7044 FH AR BH %) B o FUHER2F 4 F 1
I 1k 5o 1R

[0470] W11 7, 2A3-LT-Fe LA 5 HuPD 1444 AR 24 1) 1) B AR i o7 =X s T a9 TL -
257k HHHE 2, 25 Ab2 (TiragolumabZS UM A BG5S IL- 257 W o BH T TL- 272 — Fh B %
() BT Pk 8 4 L IR 7, 45 SR G B U TIG I THUAR 243 - LT - Fe m] DA I 25 145 Fifoyg £ 8 355 v 1) T 40 i
oS T, 9 BRI 5T1iragolumabJS U A EL AR S (0 40 Bl g 2k R

[0471]  SEH6-Fc T4k

[0472]  HUTIGITHUAARIE 5 G 22 Th e AN IRT v 1 (4 4 FAL A AN A J o TTGIT (74 BEL T 4
F i HIER ¥ R bt 5t 2 s 4 i (APC) 578 2L T4 HE (CD8+ THAR) 2 [al &5 &4 L i@ APC |
fIFc vy RITIAZS A HUiAFC X , LA R TN b VHHZE 3 S TIGI T 45 & . o T R X AL
il 145 T P AROR [ AR 35 2, — AR A DLESSAE (S239D\A330LAIT332E) , —Fh B A7
VLPLLZRAE (L235V.F243L.R292P.Y300LAIP396L) . FcZAF4K 5 ANFc vy RITIAFIFc v RIIBI) 44
AriE L ff FFc v RITTAFIFe v RITBAIECDH) EE 4L AR A A 0c te t 45 A I e SR A 2 , He 4t Rl
12178 . DLEFIVLPLLZE AR A4 35 H A 385 ¥ %5 AFc v RITTARI &5 & 25 1 ) . DLERARAKRIE B
W50 5 NFe v RIIBRIZE A6 A1 77, M VPVLL R AR K HL AT PR AR X AFc v RITIBIK 45 &35 M
715

[0473]  JEAG A T FeSARMRA TIGTTRE Wrid ¥4 , H A DLEJE AR A 2 7 tH B AR A T TG T TRE. Wi T
fe, IR 13APFT 7R o

[0474] b4k, SPTpRmI AR X 5 AR PR 45 A 0, P X i DAAZHCFe v RTTTAFFfilk
WefE T 4% T Al X P E 7 20, 8 - NFe v RITTAMINFATHR 5 £ K% G4 Jurka t 40 i A
FISTIGITIN293THIMIAG A | Fe RASAANIFe v RITIASY SHIVE P 52 o £ Z E R,
WE3BRTR , SR AP AAALL , DLERAZ A &2 N 17 AFe y RITIAS Y S INFATHR 5 3
DRI 4 o

[0475] 35 I P 1 3A R ASE 45 4h

[0476] EC50 (M) | 2A3 LT-Fc DLE
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Exp 1 0.58 0.67
Exp 2 0.687 0.92
[0477] Exp 3 0.45 1.32
Rk 0.57 0.97
SD 0.12 0.3279
[0478] A N 1 3B A I A5 4
(04791 Tpcs50 () 9A3 LT-Fc DLE
Exp 1 0.226 0.027
Exp 2 0.175 0.0295
Exp 3 0.144 0.018
Exp 4 0.18 0.02
415k 0.18 0.024
SD 0.03 0.005

[0480]  sE7-4A& N A MR T

[0481]  F|FHH ATIGITHE AMIC57BL/ 6/ R FIMC38 B 45 I J 45 28 , 2A3-LT-Fe wt,2A3-LT-
Fe-DLERIA RMES R T PR 52 % Ab 2L LE1E T /T — A28 /N B Fh 7 MC38 iy &1
o 24724 iR K /INIK B 295 Lo I YA 97 T 46 » A2 BRI P — I PR IR 45 24, #7422 5 )& . 2A3- LT -
Feifh Bk 6mg/kgoki Z#Ab 24K 11mg/kg (52A3-LT-FedifhfEmole/ kg F5E[F]) 1697 5
16K, 22 W o HRZHL f /N B o Jirkg A /i 311 FR (2000mm®) « R VAT JE 16K 3% 940 M B
2% F5 AEXT IR, S 3 MR R B AR YA YT S 16 K 1548 . 76 + 19 1mm” CFI4ME + KRR %) .
xR ARG , A8 F2A3-LT-Fe wt,2A3-LT-Fc-DLEMIVAST &3 /N 7 s A2 K, 18 B 7k
H38% FN50% [ITGT (g 4H1) K A&V 41985 .05+ 123mm” F1802 . 20 & 1 26mm’ [ R (4 #1 (5
75 [ 5 B AR EL i 2 - BURE 2 (Mann-Whi tney) 30 PELAK N0 . 037410.007) o fif &% Bt
PRIETT W T IR A K, (5 B e B aE B I8N SRR AR L R G it AR A B
TGIH26% , IR AT 1156, 16+ 195mm° (B 14A, 25) o BEA Jieg 44 A5 [ 25 B o 7 76 1] 1 4B
X e 4k BB 2A3-LT-Fe MI2A3-LT-Fe-DLE#SEL S5 Ab 258 45 %50 AE T 50 P &% S 6 2 1K)
REA AT (F140) , RIRITAR R T R 12 .

[0482]  5.MC38[F] 3K A TIGIT/N B 56516 K 1) T 357 i A4 AR
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m s 4 N o K R P % TGI (16
(mm’y’ X)
WA 8 1548.76+191
2 2A3-LT-Fe-wt 8 985.05+123 0.037 38
[0483] 6 mg/kg
3 2A3-LT-F¢-DLE 8 802.20+126 0.007 50
6 mg/kg
4 2% Ab2, 8 1156.16+195  0.234 26
11 mg/kg

[0484]  ““PI(H EARHERZE

[0485]  "FEVAYT 5 16 K@ & - BUR JE (Mann-Whi tney) #3655 %% (3 % IR A EL

[0486]  SEAIS-FLTIGIT xPLPD1RUR FEHifk

[0487]  {i FHZ NJ5AK SE RN A B TIGT T va e 2A3 R N VA, 5 F1 )1 34 K i PD 14t
& (FEPCT/US2017/050851 (A A A EFR/AFFW0 2018/052818 A1HR) ) #4) 2 XUKE 7 M Hi 14
(BsAb) . H{E T TUAN AR I, HbVHH 243502 S HTPD1HL 44 5 5 [rNsi 8k Coft , BLHTPD1
AR BE RN BC (23 Il iy 44 WHCN HCC . LCNLLCC) - BsAbI 45 #)on T 155, 1 FF 51~ T
FFHIRHHISEQ ID NO:253-260.BsAbM A= 7™ A& it i Exp i CHORR Wi IR 2 e 1 7 A2 1Y), F i ek
ProteinAf: #4744k .

[0488]  BsAb5PDIEKTIGITHI X ELE & Cillidoctet 45 Al E 15 LAIESE . 6 5 2, fZ B 2% 0
# A BsAb, SR G VEANAIFK EHIh-PD1 ECDEAH A GiF A hishrZs) ¥ BsAb5h-PD1 ECDZ
5, IR A R 28 NSRRI h-TIGIT ECDEAE A (A hiskr2) . inE16A%E K
16FFT7R , 55 AmAbFTPDIFIPLTIGIT (2A3-Fe) AHEL , BT 454 2h-TIGITATh-PD1 I BsAb3)
HA MU SEF ],

[0489]  fi FH ATIGITH 44i¥) Jurka t 40 i , 76 A A A 25 G I g A it — DA A 7 XS TIGI T 5%
AT KPR 575 Th-TIGITH Jurkat Al — & & , 3718 H 5 AlexaF luord884 & it
N-1gG Fe#8 —Hiiinfi e Ptk Hh-TIGI TR 45 & Gl i i sRAl B AR FEATRL M) - 551 A mAb
2A3-FcAHEL , BsADITHONFILCNFE A TTIGT TR R FH AL 572 A1 77, 17 5243 -Fe A EE , HCCRILCC
FEAHR R X R IE 54 R TIGLTI 55 A1 AT BEAR, W1 THR .

[04901 it 4k, {ff FHBs AbE AT 3 T 20 M X T TG T TIEL Iy %% 5 25 Al 5 35 BRI =2 o 7EPVRES He 14
Ra j i 40 B FIAICIKR BEAE & BR B I s R IOAFAE &, HEE 4% 7 h-TIGITHINFATHR 15 R ) Jurkat
YN PR SR 5 9% o S Ak 2 R G AR 28 M TCRA S AINFAT 28 ' R BHR 5 JE R 1 « 535
APITIGIT 2A3-FeAHLL , HONJE 2027 tHARARI 24 7 5 1 5243 -Fe AHLEL , B HoAth =P a0
[t)BsAbZ 7 Hi B AR R T, tnE 18P

[0491]  ifjE st A N PD 1% 4L i) Jurka t 4 i 1) 4= 40 e &5 & Wl e v5 1 2 1 BsAb 5 APD1Y)
GEE SRR )] PR 5HE YL T h-PDI Jurkat 40— #2905 & , 3718 F S5AlexaFluord884% &
fR1Pth-1gG FeZf —Hufkafie 454 Gl i A AR AT R i 19577 , BT A BsAb
o F I EE SR AR HIPDI PR MK

[0492] 3 3 PD 1 PH Phfr % 45 35 D] 900 5 V2 1% 7€ Bs ABBEL I PD 1A 5 10 40414 FH A1 28 )0  #EPDL LA
CD3%% YL CHOAN A AZE T » FIh-PDURINFATHR 5 35 [R % L) Jurka t 40 P 4R & [H] 15 77 - dd ik
57 R AR #R B TCRA S INFAT G R B E 1 555 A1 1A AEL, BT A BsAbBH I PD 1) 2
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J135 L B e FE HTPD I PTARRS AR , W& 207w

[0493]  ty T IR W18 SR BBsAbXY B —BEAR (TTGITELPD) I4E HH , IRl A FHAH &
BEL Wi 00 s (R R L BT 00 7)) A 2 1 Bs A A /N EEAR I 80 77 - W21 B , 754 YL PVRFAPDL [
CHOZH i AMICIA B2 ) B3R B 1 25 R A AE T, 4 mAb .mAb[F) 4H -5 FIBsAb 5 %% 4th-TIGITHlh-
PDIAINFATHR 5 JE PR 1) Jurka t 40 Bl 335 77 o 383k 27 R G SRR 28 Il & TCRA - T IINFAT B FR il
e o FEERIE 4, FRAEY Rl B DA ROGHA 2R« HUTIGITAIHTPD LI H & L HLTIGITEHiPD1
mAbSE A &% . SHITIGIT (aTIGIT) AiPD1 (aPD1) [ ZH & AHLL , BT & BsAb IR 1% 5 i,
LCCTE X2 A A4 (I BsAb , F G ZHONFILONTE R,

[0494]  j@IFSDS PAGE#®EK SECHIDLS 73 #r ¥FAdi 1 VU FhE X I BsAb AT HF & 4 . SDS PAGE
IR I 45 R W 7R LCCHNLCNTE X2 A B2 A R0 2R O o 1) B % o SECER 8 14 Y2 7, X F-LCCELLCN
T PIBsAb, AR T 73 BURT84% & T E B 7 8= T 15% , KEH B FiBsAb ) Fa e M Am]
FF R AE B EAR - BE AN , ZEDLS I 5E H , LCCRILCNF R 50U (Tonset) MK T60°C , iX 22 HH H 4k
o8 MG - DLS &5 SR 7R HCCTE U 242 L oAt 2 A I BsAb i 18 22, IX R B IX M 0% 5
RAE VLRSS R IR ER AT JHONTE R A BsAb B A EE Hofts = Fh i 20 58 40 e i 4 42k

[0495] R4 . AR AN 5E 45 S A A] TR 1 1) g

EC50 (-F3544, | TIGI | TIGI | PD1 |PD1 |PD1+ |SEC |DLS |DLS#& | SDS
aM) T TR |WC | mbf | TIGI | %4k | % | #m=% |PAG
WCB | grm | B M | TH (T E
= Sl onset)
B ]
z
aTIGIT-Fc 035 [23 / / 95% 60
aPD1 / / 0.6 0.73 99% |[7-9 |58
[0496] aTIGIT-Fe + |/ / / / 7.87
aPD1
aTIGITxaPD1-H | 0.81 (2.7 224 | 152 | 1.15 99% |6 64 +++
CN
aTIGITxaPDI-H 493 (259 |2.84 |3.29 |2.61 93.40 |20 65 +++
CC %
aTIGITxaPD1-L | 0.75 | 8.7 1.82 [4.64 | 1.23 8450 |8 60 ok
CN %
aTIGITxaPDI-L | 192 103 | 1.25 | 1.35 |0.48 78% | 8 60 +
CC

[0497] BT 4A Ah sz o AR FF A VEVEAY , 145 1 BsADITHONTE 20 FH T4 9 D et 5t , A
h-TIGITHIh-PD1 X A\ C57BL/ 67N B3, FIMC3 8 Frfgg AR 2 , v 7 B — JE A AN MC3 8 i 8 41 i o 224 i
JE AR 3 B 29 43mm’ I T U6 9T Ferb AR PR 2 BRI A 45 T 25, R 3 A, 4 2 R n s 22
BT 7w o TE B F0 10 28 18 K, % R ZH v 3l 40 1) Ji &g AR AR (TV, “F- 3445 = SEM) J91706.15 =+
135.86mm’ . U5 i1 T 7 AL, SEEA Y10 BAIEL , FUTIGIT-Fe B — 77 vk A Bos B Z 5t
JHEg D (TG :8.40% ,P=0.6282) , (H A HAth =ANVa 97 4H 3 B 7s H 5 2& i HU i DRk,
X SEAEE 18K, 4 Bd FHPLPD1 B — 732 . FiPDI+HITIGIT-Fe & MBsAb HONJERIGIT4H
(1) % TGI 43 252 .56 .61. 14416660, FHh TV 4331 CF#41E = SEM) S4831.83+103. 75mm3 (P
=0.0012) .689.30+128.93mm3 (P=0.0012) F1598.53+95.42mm3 (P=0.0006) (‘5 - H4F 2
i) o {8 FBsAb HCN, S5 2% ri e 5 s AN S AP0t B L A 2 2 B4 (P=0.0006, = -
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B AR , T H S5HPD1 R — vk b A B2 PR K (P<<0.03, 2 - KR B I0) o 72BN
FEH, 4 2 (A AR AR AN B B, IR R VR I S R 4
[0498] &5 .MC38[A]JE[XIB-hPD-1/hTIGIT ) R A5 7Y 55 18K i ~F 35 isg AR AR

W | A N | TV (mm’) PP P° P % TGI
(%18
bR
1| %At 7 |1706.15 + 135.86 | - 0.0012 | 0.6282 |-
[0499]1 2 [aPDI (0.3 mg/kg) | 7 | 831.86 £ 103.75 | 0.0012 |- 0.0047 | 52.56
g | nIRallie 1 6 1156645+ 192.41 | 0.6282 | 0.0047 |- 8.40
mg/kg)
4 | aPDI+aTIGIT-Fc | 7 |689.30 = 128.93 | 0.0012 | 0.3829 | 0.0047 | 61.14
5 | BsAb HCN 7 | 59853+9542 | 0.0006 | 0.2086 | 0.0012 | 66.60

[0500]  ““-#4% &= SEM

[0501]  "L5YA97 558 18Kl & - B JE (Mann-Whi tney) K Ba k4T (4 18/ Hr5 FEAH LL
[0502] V97 5 B 18RI IS B - A Je AL 30 aPD1EAT L

[0503] VAT J5 4 18 Kyt & - B JEAG 3G HaTIGIT-Fedb AT H 4%

[0504]  £%6.MC38[E HE[FIB-hPD-1/h-TIGI T/ ALY i ya T 20 (1 ~F 25 fies B
(05051 [y Typam N [TW(e)® %TWI [P pe p
1 |8 2.701+0.129 |- - 0.0006 |0.4452
2 |aPD1 1.322+0.121 [51.05 |0.0006 |- 0.0012
3 |aTIGIT-Fc 2.465+0.349 [8.73  ]0.4452 [0.0012
4

5

aPD1+aTIGIT-Fc 1.128+0.157 [58.22 {0.0006 [0.3829 |0.0012

BsAb_HCN 0.880+0.141 |67.42 [0.0006 |0.0262 [0.0012

[0506] a$i’];5&+SEM

[0507]  “iEid & - MR R IG SEEA YN IR AL

[0508]  “iifiid & - %ﬁ)ﬁ*"% HaPD1#E T L ¢

[0509] @it & - B AR R A 36 5203 -Fedb (T L &%

[0510]  TIGIT &ZRMAT-PDIAICTLA4R fo et A sl 0l 57) , (H B A AR ) ik 7 K. & n
PDIFECD8+ TZH A =y 7K P 3Rk , M fE B 4R 545 (NK) 20 B AR5 T4 (Treg) HRRIE .
FHI, TIGITAECDS+ THH MY NKAH M A TregH LA i 7K~ 2214 . PDUFNTIG I THAI7E i ed 2 23 1) fie
JeE V2 T PR O 4 B Y 2 U R B A e G A R R S5 BTk e e s kit A B
1 G 2 4 1] o XURE S HEHLT TG T T/ HUPD LA ] 3l ik B — 7 v 2l A7 v A L & B ML 42
At 5L VAT 2 AL BN, TN 23A 7, HLTIGIT/$TPD1 BsAbw] LA WrPD1 AITIGTTXY BH 4
FIBABHMECD8+ THH M 1 4045 S . kA1, BsAb AT LA FH W7 B PDL 1 ATPVR XX [ 124 firh 98 40 Jfa A
PVRER 4 e 4 B ik i ) #0145 5

[0511]  ghak, W 23BFF 7, HLTIGIT/4iPD1 BsAb T LA FH W NKZH g o (1) 31642 5, FEBH B
TregH (I HIBAE = o 76 I8 2t f BT i 2 28 41 . (APC) 3R IA I PVRA 1T L 5 NK4H g b1
TIGITZ: &, HiFs FHHIME 5 F- N HINK A ML 1) T §E - 18 i BsABBH W PVR S TIGI T 25 & T LA
AR FH 5 DT 385 5 NK 20 B P e g Sh e o e émﬂ@%nAPcLE'JPVRLTLJ HTregiiff -
ITIGITE: & , Hoifs S HITAE 5 I B sk Treg DIRE , M ITTA 470 i I8 7% 4 - 183 BsAbPH Wr Treg

RIS I ESEES
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[0512] [ 1" 4 2 M1EE SRR 14 28 b St 1) 22 b 5 Jr 28 I ) 2 AU A B A ST A O
AN SRR R RFAE (1) FAR 2 5 (0 FAR S 491 o JX A, AR SCRI 22 AR s S R A1k mT BLAE BT 2 O
) 2 AR Y A DA A 5 AR e 2 A A5 BT 28 O 11 2 AR5 A SC I 8 I I RFALE IR AR AT £
WA A TR AU B S SR 1 B T U B AR S K BL BB Bl E
VLI AN B AEAE 55 R BORE BT 23 0 2 RRBR 1) - Ffe 2 I R 8 8 S i 51«

[0513] %o F-AATUBL AN GKe 30 1110 5y WL R 52, 45 AN Bt 12 i 2 O 2 R R0 A e v B 11 155 2
N AR BT O 2 R A R AN T R BEAT 2 RME B AL o IR L, TS 2 BT 8 0T £ R4
£ P B BRI ZE R A5 e FL A% R W96 L 2 3 R AE oAz e

(05141 ARICHI T 2 Al ) L FIANL R AT, H il 51 AR IR AR

102/102 7
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J¥ 5%
<110> SHANGHAI HENLIUS BIOTECH, INC.
<120>  HITIGITHUMAR B & H B 2 4 e it Pidd e HAE 7%
<130> SH1903-20P450257
<150> PCT/CN2020/071336
<151> 2020-01-10
<160> 262
<170> SIPOSequencelListing 1.0
210> 1
211> 8
<212> PRT
213> NLF
<220>
221> gty
222> (1)..(®
<223> 4A11 CDRI
400> 1
Gly Arg Pro Phe Ser Asn Tyr Thr
1 5
210> 2
Q1> 7
<212> PRT
213> NLF¥
<220>
Q221> Skl
222> (1) ..(D
<223> 4A11 CDR2
400> 2
Ala Trp Pro Ser Pro Ser Thr
1 5
210> 3
211> 18
<212> PRT
213> NLF
<220>
221> gty
222> (1) ..(18)
<223> 4A11 CDR3
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<400> 3

Ala Ala Asp Tyr Lys Ser Leu Thr Gln Ser Trp Leu Asn Ala Ala Leu

1

Asp Tyr
210> 4
211> 124
<212> PRT
213>
220>
221>
222>
223> 4A11
<400> 4
Gln Val Lys
1

Ser Leu Arg

Thr Met Gly
35
Gly Leu Ala
50
Gly Arg Phe
65
Gln Met Asn

Ala Asp Tyr

Tyr Trp Gly
115
<210> 5
211> 8
<212> PRT
213>
220>
221>

223>
<400> 5

NILF5)

gh M
(1) .. 124

VHH
Leu
Leu
20

Trp
Trp
Thr
Ser
Lys

100
Gln

NILF5

gh M
<222> (1)..

®)

4B5 CDR1

5

Glu

Ser

Phe

Pro

Ile

Leu

85

Ser

Gly

Glu

Cys

Arg

Ser

Ser

70

Lys

Leu

Thr

Ser

Thr

Pro
55

Arg
Pro

Thr

Gln

Gly

Ala

Ala

40

Ser

Asp

Glu

Gln

Val
120

Pro Arg Thr Phe Ser Thr Phe His

Gly
Ser
25

Pro

Thr

Asn

Ser
105
Thr

121

10

Gly
10

Gly
Gly
Tyr

Ala

Thr
90
Trp

Val

Glu

Arg

Lys

Val

Lys

75

Ala

Leu

Ser

Ala

Pro

Glu

Val

60

Asn

Ile

Asn

Ser

Gln

Phe

45

Asp

Thr

Tyr

Ala

Pro

Ser

30

Glu

Ser

Ile

Tyr

Ala
110

15

Gly
15

Asn
Phe
Val
Tyr
Cys

95
Leu

Gly
Tyr
Val
Lys
Leu
80

Ala

Asp
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3/111

1 5

<210> 6

211> 8

<212> PRT

213> NLF

<220>

221>

222> (1).. (8

<223> 4B5 CDR2

<400> 6

Phe Asn Trp Ser Gly Gly Arg Thr

1 5

210> 7

211> 26

<212> PRT

213> NI

220>

221> S

222> (1) ..(26)

<223> 4B5 CDR3

<400> 7

Ala Ala Ala Arg Asp Arg Gly Leu His Asp Gly Thr Thr Ser Asp Ser

1 5 10 15

Tyr Leu Glu Gly Ser His Glu Tyr Glu Tyr
20 25

<210> 8

211> 133

<212> PRT

213> NLF

220>

221> HhEk

222> (1) ..(133)

<223> 4B5 VHH

<400> 8

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

1 5 10 15

Ser Leu Arg Leu Arg Cys Ala Gly Thr Pro Arg Thr Phe Ser Thr Phe
20 25 30

His Ile Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Phe Val
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4/111 |

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Tyr Leu

Val Thr
130
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gly Arg
1
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Ile Asp
1
210>
211>
212>
213>

35
Phe Asn

Arg Phe

Met Thr

Ala Arg
100

Glu Gly

115

Val Ser

9
8
PRT

NILF5

G5 Kok
(1 ..®
4C5 CDR1
9

Ser Val

10
8
PRT

NILF5

G5 Kok
(1 ..®
4C5 CDR2
10

Arg Gly

11
17

PRT
NTLF3

40
Trp Ser Gly Gly
55
Thr Ile Ser Arg
70

Ser Leu Thr Pro
85

Asp Arg Gly Leu

Ser His Glu Tyr
120

Ser

Ser Thr Tyr Phe
5

Ser Thr Val Thr
5

Arg Thr Tyr

Asn Asn Gly
75
Glu Asp Thr
90
His Asp Gly
105
Glu Tyr Trp

123

Tyr
60

Lys
Gly

Thr

Gly

45
Ala Asp

Asn Met
Leu Tyr
Thr Ser

110

Gln Gly
125

Ser
Val
Tyr
95

Asp

Thr

Val
Tyr
80

Cys

Ser

Gln
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<220>
221>
222>
223>
<400>

ZERA I

1 ..an

4C5 CDR3

11

Ala Ala Lys Ala Ile Thr Arg Asn Phe Ile Ala Thr Asn Asp Tyr Asp

1

Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

12
124
PRT

NILF5)

gh M
(1) .. 124
4C5 VHH

12

Gln Val Gln Leu

1

Ser Leu

Phe Val

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Tyr Trp

<210>
211>
<212>
<213>
<220>
221>

Arg

Gly
35
Tle

Arg
Met
Lys
Gly
115
13

8
PRT

Leu
20
Trp

Asp

Phe

Asn

Ala

100
Gln

NILF5

ZER I

5

Val

Ser

Phe

Arg

Thr

Ser

85

Ile

Gly

Asp

Cys

Arg

Gly

Ile

70

Leu

Thr

Thr

Ser

Ala

Gln

Ser

95

Ser

Lys

Arg

Gln

Gly
Val
Ala

40
Thr

Pro

Asn

Val
120

Gly
Ser
25

Pro
Val
Asp
Glu
Phe

105
Thr

124

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Ile

Val

Leu

Arg

Lys

Arg

Ala

75

Thr

Ala

Ser

Val

Ser

Glu

Tyr

60

Lys

Ala

Thr

Ser

Gln
Val
Arg
45

Asp
Asp

Val

Asn

Ala
Ser
30

Glu
Asp
Thr

Tyr

Asp
110

15

Gly
15
Thr

Phe

Ser

Val

Tyr

95
Tyr

Gly
Tyr
Val
Val
Tyr
80

Cys

Asp
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222>
223>
<400>

@®..6
4D5 CDR1
13

Gly Arg Ala Phe Asn Glu Tyr Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
14
8
PRT

NILF5

2R
1..6
4D5 CDR2
14

Ile Ser Ser Asp Gly Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
15
18
PRT
NTLF3

SE LI
(1) ..18)
4D5 CDR3
15

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5 10 15

16
125
PRT

NILF5

SE LI

(1) .. (125)
4D5 VHH
16

Val Asp Ser Gly Gly Gly Ala Val Lys Ala Gly Asp Ser Leu Arg Leu

1

5 10 15
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7/111

Val Cys

Ala Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Ser

Ala
35
Tle

Arg
Met
Arg
Trp
115
17

8
PRT

Ala
20
Trp

Ser

Phe

Asn

Asp

100
Gly

NILF5)

ZER I

..
4D11 CDRI

17

®)

Pro

Phe

Ser

Thr

Ser

85

Ser

Gln

Gly
Arg
Asp
Ile
70

Leu

Gly

Gly

Arg
Gln
Gly
55

Ser
Lys

Ser

Thr

Thr

Gly

40

Lys

Pro

Gly

Gln
120

Gly Ser Ile Ser Ser Ile Asn Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

18
7
PRT

NILF5

ZER I

..
4D11 CDR2

18

(M

5

Ile Thr Asn Ser Gly Ser Thr

1

<210>
211>
<212>

19
10
PRT

5

His Gly Arg

25

Pro

Phe

Asp

Glu

Tyr

105
Val

126

Gly
Thr
Asn
Asp
90

Tyr

Thr

Lys
Tyr
Ala
75

Thr

Ser

Val

Ala
Glu
Tyr
60

Lys
Ala

Arg

Ser

Phe

45

Ala

Ser

Val

Ala

Ser
125

Asn
30

Glu
Ala
Ala

Tyr

Gln
110

Glu

Ser

Ser

Ala

Tyr

95
Trp

Tyr
Val
Val
Phe
80

Cys

Tyr



CN 115023442 A

FF

.1l

%=

8/111 I

<213>
<220>
221>
222>
223>
<400>

NILF5)

ZER I

(1) .. 10
4D11 CDR3

19

Thr Ala Arg Arg Ser Thr Trp Tyr Ile Ser

1
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Ala Met

Ala Asp
50

Gly Arg

65

Gln Met

Ala Arg

Thr Val

<210>
211>
<212>
<213>
<220>
221>

20
116
PRT

NILF5)

gh M
(1)..116)

4D11
20
Gln

Arg
Gly
35

Tle
Phe
Asn
Arg
Ser
115

21

8
PRT

VHH
Leu
Leu
20

Trp
Thr
Asn
Ser
Ser

100

Ser

NILF5

ZER I

5

Gln

Ser

Tyr

Asn

Ile

Leu

85
Thr

Glu
Cys
Arg
Ser
Ser
70

Lys

Trp

Ser
Ala
Leu
Gly
55

Arg

Phe

Tyr

Gly
Ala
Ala
40

Ser
Asp

Glu

Ile

Gly
Ser
25

Pro
Thr
Asn

Asp

Ser
105

127

10

Gly
10

Gly
Gly
Asn

Ala

Thr
90

Ser

Leu
Ser
Lys
Tyr
Lys
75

Ala

Gly

Val
Ile
His
Ala
60

Asp

Val

Arg

Gln
Ser
Arg
45

Ala
Thr

Tyr

Gly

Pro

Ser

30

Glu

Ser

Val

Tyr

Thr
110

Gly
15

Tle
Phe
Val
Tyr
Cys

95
Gln

Gly
Asn
Val
Lys
Leu
80

Thr

Val



N 115023442 A F % *

9/111 I

222>
223>
<400>

@®..6
4E5 CDR1
21

Gly Leu Thr Ser Ser Asp Ile Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
22
8
PRT

NILF5

2R
1..6
4E5 CDR2
22

Ile Ser Ser Asp Gly Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
23

18

PRT
NTLF3

SE LI
(1) ..18)
4E5 CDR3
23

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5 10 15

24
125
PRT

NILF5

SE LI

(1) .. (125)
4E5 VHH
24

Gln Val Gln Leu Val Asp Ser Gly Gly Gly Val Val Glu Val Gly Ala

1

5 10 15

128



CN 115023442 A

5l %R

10/111 BT

Ser Leu

Ala Val

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gly Thr
1
210>
211>
212>
213>
220>
221>
222>
223>
<400>

Thr Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
25
8
PRT

NILF5)

G5 Kok
(1 ..®
4H6 CDR1
25

Ile Phe

26
8
PRT

NILF5

2R
1..6
4H6 CDR2
26

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Cys
Arg
Asp
Ile
70

Leu

Gly

Gly

Glu
Gln
Gly
55

Ser
Lys

Ser

Thr

Thr

Gly

40

Lys

Pro

Gly

Gln
120

Arg Leu Asn Arg

5

Thr Ile Trp Ser Gly Arg Arg Thr

1

<210>
211>
<212>

27
14
PRT

5

Ser Gly Leu
25
Pro Gly Lys

Phe Thr Tyr

Asp Asn Ala
75
Glu Asp Thr
90
Tyr Tyr Ser
105
Val Thr Val

129

Thr
Glu
Tyr
60

Lys
Ala

Arg

Ser

Ser

45

Ala

Ser

Val

Ala

Ser
125

Ser Asp
30
Glu Ser

Ala Ser

Ala Ala

Tyr Tyr
95

Gln Trp
110

Ile
Val
Val
Phe
80

Cys

Tyr



CN 115023442 A

FF

.1l

2.3

11/111 51

<213>
<220>
221>
222>
223>
<400>

NILF5)

ZER I

1) ..04

4H6 CDR3

27

Asn Tyr Arg Arg Ile Thr Pro Trp Glu Ala Ser Gly Asn Tyr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

28
121
PRT

NILF5)

gh M
(1) .. 121
4H6 VHH

28

Gln Val Gln Leu

1

Ser Leu

Arg Met

Ala Ala
50

Lys Gly

65

Leu Arg

Asn Tyr

Gln Gly

<210>
211>
<212>
<213>
<220>
221>

Ile

Gly
35
Thr

Arg

Met

Arg

Thr
115
29
8
PRT

Leu
20

Trp
Tle
Phe
Ser
Arg

100
Gln

NILF5

ZER I

5

Val

Ser

Phe

Trp

Thr

Ser

85

Ile

Val

Glu

Cys

Arg

Ser

Ile

70

Leu

Thr

Thr

Ser

Ala

Gln

Gly

95

Ser

Lys

Pro

Val

Gly

Ala

Ala

40

Thr

Pro

Ser
120

Gly
Ser
25

Pro
Arg
Asp
Glu
Glu

105

Ser

130

10

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Ala

Leu

Thr

Lys

His

Ala

75

Thr

Ser

Ala
Tle
Glu
Tyr
60

Lys

Ala

Gly

Thr
Phe
Arg
45

Ala
Lys

Val

Asn

Ala

Thr

Tyr

Tyr
110

Gly
15

Leu
Arg
Ser
Val
Tyr

95
Trp

Ala
Asn
Val
Val
Tyr
80

Cys

Gly



CN 115023442 A F 5 * 12/111 51

222> (1) ..(®

<223> 4H9 CDR1

<400> 29

Gly Pro Ile Ala Arg Ser Arg Ser

1 5

<210> 30

211> 10

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1) .. (10

<223> 4H9 CDR2

<400> 30

Ala Ala Ile Ser Ser Asp Gly Arg Phe Thr
1 5 10
<210> 31

211> 18

<212> PRT

213> NLF¥

<220>

Q221> Skl

222> (1) ..(18)

<223> 4H9 CDR3

<400> 31

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

210> 32

Q211> 127

<212> PRT

213> NLF

<220>

Q221> Skl

222> (1) ..(127)

<223> 4H9 VHH

<400> 32
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Ala Val Gln Ala Gly Gly
1 5 10 15

131



CN 115023442 A

.1l

%=

13/111 51

Ser Leu

Ser Thr

Ser Val
50

Ser Val

65

Ala Phe

Tyr Cys

Trp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg

Gly
35
Ala

Lys

Leu

Ala

Asp
115
33
8
PRT

Leu
20

Met
Ala
Gly
Gln
Ala

100
Tyr

NILF5)

ZER I

..
10H5 CDR1

33

®)

Ser
Gly
Ile
Arg
Met
85

Arg

Trp

Cys
Trp
Ser
Phe
70

Asn

Asp

Gly

Thr

Phe

Ser

95

Thr

Ser

Ser

Gln

Asp

Ile

Leu

Gly

Gly
120

Glu Thr Thr Phe Lys Ser Met Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

34
8
PRT

NILF5

ZER I

..
10H5 CDR2

34

®)

5

Thr Asn Tyr Asn Gly Gly Arg Thr

1

<210>
211>
<212>

35
17
PRT

5

Ser Gly Pro

25
Gln

Gly

Ser

Lys

Ser

105
Thr

132

Gly
Arg
Lys
Pro
90

Gly

Gln

Pro
Phe
Asp
75

Glu

Tyr

Val

Ile
Gly
Thr
60

Asn
Asp

Tyr

Thr

Ala

Lys

45

Tyr

Ala

Thr

Ser

Val
125

Arg
30
Glu

Lys

Ala

110

Ser

Ser
Arg
Ala
Ser
Val
95

Ala

Ser

Arg
Glu
Ala
Ala
80

Tyr

Gln



CN 115023442 A

F 5 =

14/111 51

213>
220>
221>
222>
223>
<400>
Ala Ala
1

Phe
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gly Gly
1

Ala Ser

Ala Met

Ala Ala
50

Lys Ala

65

Leu Gln

Ala Ala

Phe Trp

<210>
211>
<212>
<213>
<220>

NILF5)

5 Kok
(1 ..a7n
10H5 CDR3
35
Lys Ala Thr Glu Gly Thr Thr Phe Pro Ser Arg Thr Tyr Glu
5 10 15

36
124
PRT

NILF5

SE LI

(1) .. (124)
10H5 VHH
36

Gly Val Gln Ala Gly Gly Ala Cys Thr

15

Ser

Leu Ser Leu Arg Leu

Pro Pro Phe Ala Asn Glu Thr Thr Phe Met

20
Trp

Lys
30
Glu

Tyr
25

Pro

Asp
Val Tle
40
Gly

Gly Glu
35

Thr

Arg His Gly Lys Leu Val

45
Gly Thr Ser
55

Ser

Tyr Asn Ser Ala

60
Lys

Asn Tyr Asn Arg Trp

Thr Tle
70

Leu

Ala
75
Thr

Thr Val Tyr

80
Cys

Arg Ser Asp Asn Asn

Glu Ala Val Tyr

95
Tyr

Asp Tyr
90

Phe

Ser Lys Pro
85

Thr

Met Ser
Ala
100
Gln

Glu Thr Thr
105

Thr

Thr
110

Lys Gly Pro Ser Arg Glu

Tle GIn Val

120

Gly Val
115

37

8

PRT

NILF5

Gly Ser Ser

133



CN 115023442 A

.1l

15/111 51

221> ¥yl
222> (1) ..(®
<223> 12H7 CDR1
<400> 37

Gly Asn Phe Leu Ser Val Ser Asp

1 5
<210> 38

Q1> 7

<212> PRT

213> NLF
<220>

221> gty
222> 1) ..
<223> 12H7 CDR2
<400> 38

Val Thr Glu His Gly Arg Thr
1 5
<210> 39

211> 20

<212> PRT

213> ANLFH
<220>

221> gty
222> (1) ..(20)
<223> 12H7 CDR3
<400> 39

Lys Ala Ser Asp Val Phe Thr Asp Ala Gly Ala His Glu Ala Val Leu

1 5

Ile Arg Asp Tyr
20

<210> 40

211> 126

<212> PRT

213> NLF

<220>

Q221> Skl

<222> (1) ..(126)

<223> 12H7 VHH

<400> 40

134



CN 115023442 A

.1l

2.3

16/111 51

Gln Val
1

Ser Leu

Asp Met

Ala Thr
50

Gly Arg

65

Glu Met

Ala Ser

Arg Asp

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Gln
Arg
Ser
35

Val
Phe
Asn
Asp
Tyr
115

41

8
PRT

Leu
Leu
20

Trp
Thr
Thr
Asn
Val

100
Trp

NILF5

ZERA I

..

®)

Val

Ser

Tyr

Glu

Ile

Leu

85

Phe

Gly

13H11 CDR1

41

Asp

Cys

Arg

His

Ser

70

Lys

Thr

Gln

Ser

Lys

Gln

Gly

95

Pro

Asp

Gly

Gly
Val
Ala

40
Arg

Glu

Ala

Thr
120

Gly Leu Thr Phe Ser Met Tyr Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

42
8
PRT

NILF5

ZER I

..

®)

5

13H11 CDR2

42

Ile Ser Ser Asp Gly Arg Phe Thr

1
<210>

43

5

Gly
Ser
25

Pro
Thr
Asn
Asp
Gly

105
Gln

135

Gly
10

Gly
Gly
Thr
Ala
Thr
90

Ala

Val

Leu

Asn

Met

Tyr

Glu

75

Ala

His

Thr

Val

Phe

Glu

Thr

60

His

Val

Glu

Val

Gln

Leu

Arg

45

Asp

Thr

Tyr

Ala

Ser
125

Ala
Ser
30

Asp
Ser
Thr
Phe
Val

110

Ser

Gly
15

Val
Val
Val
Tyr
Cys

95
Leu

Gly
Ser
Val
Lys
Leu
80

Lys

Ile



CN 115023442 A

.1l

17/111 51

211>
<212>
<213>
<220>
221>
222>
223>
<400>

18
PRT

NILF5

SE LI

(1) ..18)
13H11 CDR
43

3

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

44
125
PRT

NILF5)

SERL I
(1)..125
13H11 VHH
44

5

)

Gln Val Gln Leu Val

1

Ser Leu

Ala Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>

211>
<212>

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
45
8
PRT

5

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Lys

Ser

Thr

Gly

Ala

Gly

40

Lys

Pro

Gly

Gln
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

136

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Leu

Leu

Lys

Tyr

Ala

75

Thr

Ser

Val

Val

Thr

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Ser

Val

Ala

Ser
125

Ala

Ser

30

Glu

Ala

Ala

Tyr

Gln
110

15

Gly
15

Met
Ser
Ser

Ala

Tyr
95
Trp

Gly
Tyr
Val
Val
Phe
80

Cys

Tyr



N 115023442 A F % *

18/111 Bl

213> NI

<220>

221> gty

222> (1)..(®

<223> 15A5 CDRI

<400> 45

Glu Arg Thr Phe Ser Ser Phe Ala
1 5

210> 46

211> 8

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1) ..(®

<223> 15A5 CDR2

<400> 46

Ile Asp Pro Ser Gly Arg Tyr Ile
1 5

210> 47

211> 18

<212> PRT

213> NLF¥

<220>

Q221> Skl

222> (1) ..(18)

<223> 15A5 CDR3

<400> 47

Ala Ala Arg Ile Arg Gly Glu Gly Tyr Tyr Thr Arg Ser Ser Phe Tyr
1 5 10 15
His Tyr

<210> 48

211> 125

<212> PRT

213> NLF

<220>

Q221> Skl

<222> (1) ..(125)

<223> 15A5 VHH

137



CN 115023442 A

.1l

19/111 51

<400>
Gln Val
1

Ser Leu

Ala Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

His Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

48
Gln

Arg

Gly
35
Ile

Arg
Met
Arg
Trp
115
49

8
PRT

Leu
Leu
20

Trp
Asp
Phe

Asn

Ile
100
Gly

NILF5

ZER I

..

®)

2B7 CDR1

49

Gly Arg Thr Phe

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

50
8
PRT

NILF5

ZER I

..

®)

2B7 CDR2

50

Val

Ser

Phe

Pro

Thr

Ser

85

Arg

Gln

Glu

Cys

Arg

Ser

Met

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Lys

Glu

Thr

Gly

Ala

Ala

40

Arg

Pro

Gly

Gln
120

Ser Ser Tyr Pro

5

Ile Ser Ser Asp Gly Arg Phe Thr

1

5

Gly
Ser
25

Pro
Tyr
Asp
Asp
Tyr

105
Val

138

Gly Leu
10
Glu Arg

Gly Lys
Ile Tyr
Asn Ala

75
Asp Thr
90

Tyr Thr

Thr Val

Val

Thr

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Lys

Ser

Arg

Ser

Ser
125

Ala
Ser
30

Glu
Asp
Thr

Tyr

Ser
110

Gly
15

Ser

Val

Ser

Val

Tyr

95
Phe

Gly
Phe
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

.1l

20/111 7

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

51
18

PRT
NTLF3

ZER I

(1) ..018)

2B7 CDR3
51

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>

52
125
PRT

NILF5

ZER I

5

(1) ..(125)

2B7 VHH
52
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
53
8

Val

Ala

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Lys

Ser

Thr

Gly

Ala

Gly

40

Arg

Lys

Pro

Gly

Gln
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

139

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Leu

Arg

Lys

Tyr

Ala

75

Thr

Ser

Val

Val

Thr

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Ser

Val

Ala

Ser
125

Ala

Ser

30

Glu

Ala

Ala

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser

Ala

Tyr
95
Trp

Gly
Tyr
Val
Val
Phe
80

Cys

Tyr



CN 115023442 A F 5 * 21/111

<212> PRT

213> ANLFH

<220>

221> gty

222> (1)..(8)

<223> 2B10 CDRI

<400> 53

Ser Arg Ile Phe Arg Arg Tyr Ala
1 5

<210> 54

211> 8

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(8)

<223> 2B10 CDR2

<400> 54

Ile Thr Trp Ser Gly Ala Ser Thr
1 5

<210> 55

Q11> 17

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(17

<223> 2B10 CDR3

<400> 55

Ala Ala Asp Pro Trp Gly Ser Val Ile Val Gly Thr Ala Glu Tyr Glu
1 5 10 15
Tyr

<210> 56

Q211> 124

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(124)

140



CN 115023442 A

.1l

22/111 I

223>
<400>
Gln Val
1

Ser Leu

Ala Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Tyr Trp

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

2B10
56
Lys

Arg

Gly
35
Ile

Arg

Met

Asp

Gly
115
57
8
PRT

VHH
Leu
Leu
20

Trp
Thr
Phe
Thr
Pro

100
Gln

NILF5)

ZER I

..
3F10 CDR1

o7

®)

Glu

Ser

Phe

Trp

Thr

Ser

85

Trp

Gly

Glu

Cys

Arg

Ser

Ile

70

Leu

Gly

Thr

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Leu

Gly
Ala
Ala

40
Ala

Pro

Val

Val
120

Glu His Thr Phe Ser Asn Phe Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

58
8
PRT

NILF5

ZER I

..
3F10 CDR2

58

®)

5

Ile Asp Ser Ser Gly Arg Leu Thr

Gly
Ser
25

Pro
Ser
Asp
Glu
Tle

105
Thr

141

Gly
10

Ser
Gly
Thr
Ser
Asp
90

Val

Val

Leu

Arg

Lys

Thr

Ala

75

Thr

Gly

Ser

Val

Ile

Glu

Tyr

60

Glu

Ala

Thr

Ser

Gln
Phe
Arg
45

Thr
Asn

Val

Ala

Thr

Thr

Tyr

Glu
110

Gly
15
Arg

Phe

Ser

Thr

Tyr

95
Tyr

Asp
Tyr
Val
Val
Tyr
80

Cys

Glu



CN 115023442 A

FF

.1l

2.3

23/111 7

1

<210> 59
211> 18
<212> PRT
<213>
<220>
221>
222>
223>
<400> 59

NILF5)

gh M
(1) ..018)
3F10 CDR3

Ala Ala Arg Thr Gly Gly Val Gly Tyr Tyr Ser Arg Ser Ser Phe Tyr

1

Asn Tyr
<210> 60
211> 125
<212> PRT
213>
220>
221>
222>
<223> 3F10
<400> 60
Gln Val Gln
1

Ser Leu Arg

Pro Met Gly
35
Ala Ala Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Ala Arg
Asn Tyr Trp

115
<210> 61

NILF5

gh Mg
(1) ..(125)

VHH
Leu
Leu
20

Trp
Asp
Phe
Asn
Thr

100
Gly

5

Val

Ser

Phe

Ser

Thr

Ser

85

Gly

Gln

Glu

Cys

Arg

Ser

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Lys

Val

Thr

Gly

Ser

Ala

40

Lys

Ser

Gly

Leu
120

Gly
Ser
25

Pro
Leu
Asp
Glu
Tyr

105
Val

142

10

Gly

10

Glu

Gly

Thr

Asn

90

Tyr

Thr

Leu

His

Lys

Ala
75
Thr

Ser

Val

Val

Thr

Glu

60

Lys

Ala

Ser

Gln

Phe

45

Ala

Ser

Ser

Ser
125

Ala
Ser
30

Asn
Asp
Thr

Tyr

Ser
110

15

Gly
15

Asn

Val

Ser

Val

Tyr

95
Phe

Gly
Phe
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A F 5 * 24/111 T

211> 8

<212> PRT

213> ANLFH

<220>

221> gty

222> (1)..(8)

<223> 3G6 CDR1

<400> 61

Gly Ser Ile Phe Gly Ile Ser Val
1 5

210> 62

Q1> 7

<212> PRT

213> ANLFH

<220>

221> gty

222> (1) ..

<223> 3G6 CDR2

<400> 62

Leu Thr Arg Ala Gly Leu Thr
1 5

<210> 63

211> 15

<212> PRT

213> NLF

<220>

221> gty

222> (1)..(15)

<223> 366 CDR3

<400> 63

His Ala Asn Ile Met Glu Ser Ala Ala Ser Thr Phe Gly Arg Tyr
1 5 10 15
<210> 64

211> 121

<212> PRT

213> ANLFH

<220>

221> gty

222> (1) ..(@121)

143



CN 115023442 A Fo5l & 25/111 7
223> 3G6 VHH
<400> 64
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Ala Gly Gly
1 5 10 15
Ser Leu Ser Leu Ser Cys Ala Ala Ser Gly Ser Ile Phe Gly Ile Ser
20 25 30
Val Met Gly Trp Tyr Arg Gln Ala Pro Gly Glu Gln Arg Asp Leu Val
35 40 45
Ala Thr Leu Thr Arg Ala Gly Leu Thr Thr Tyr Gly Asp Ser Val Lys
50 55 60
Gly Arg Phe Ser Ile Ser Arg Asp Ser Ala Lys Asn Thr Val Tyr Leu
65 70 75 80
Gln Met Asn Asn Leu Lys Pro Glu Asp Thr Ala Val Tyr Tyr Cys His
85 90 95
Ala Asn Ile Met Glu Ser Ala Ala Ser Thr Phe Gly Arg Tyr Trp Gly
100 105 110
Gln Gly Thr Gln Val Thr Val Ser Ser
115 120
<210> 65
211> 8
<212> PRT
213> NLF
<220>
221> S
222> (1) .. (8
<223> 3G7 CDR1
<400> 65

Gly Arg Thr Leu

1

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Ala Trp Pro Ser Pro Ser Thr

66
7
PRT

NILF5

SERL I
1 ..
3G7 CDR2
66

Ser Thr Tyr Thr

5

144



CN 115023442 A

FF

.1l

%=

26/111 7

1

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Ala Ala Asp Tyr Lys Ser Leu Thr Gln Ser Trp Leu Asn Ala Ala Leu

1
Asp

Tyr

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val Gln

1

Ser
Thr
Gly
Gly
65

Gln

Ala

Tyr

Leu
Met
Leu
50

Arg
Met

Asp

Trp

67
18
PRT

NILF5)

ZERL I

(1) ..018)

3G7 CDR3

67

68
124
PRT

NILF5

gh Mg
(1) .. (124
3G7 VHH

68

Arg
Gly
35

Ala
Phe
Asn

Tyr

Gly
115

<210> 69

Leu
Leu
20

Trp
Trp
Thr
Ser
Lys

100
Gln

5

Val

Ser

Phe

Pro

Ile

Leu

85

Ser

Gly

Glu

Cys

Arg

Ser

Ser

70

Lys

Leu

Thr

Ser

Glu

Pro
55

Arg
Pro

Thr

Gln

Gly

Ala

Ala

40

Ser

Asp

Glu

Gln

Val
120

Gly
Ser
25

Pro
Thr
Asn
Asp
Ser

105
Thr

145

10

Gly
10

Gly
Gly
Tyr

Ala

Thr
90
Trp

Val

Leu

Arg

Lys

Val

Lys

75

Ala

Leu

Ser

Val

Thr

Glu

Val

60

Asn

Ile

Asn

Ser

Gln
Leu
Arg
45

Asp
Thr

Tyr

Ala

Ala

Ser

30

Glu

Ser

Ile

Tyr

Ala
110

15

Gly
15

Thr
Phe
Val
Tyr
Cys

95
Leu

Asp
Tyr
Val
Lys
Leu
80

Ala

Asp



CN 115023442 A F 5 * 27/111 T

211> 8

<212> PRT

213> NLF

<220>

221> gty

222> (1)..(®

<223> 3H7 CDR1

<400> 69

Gly Ser Ile Leu Ser Ala Gly Val
1 5

<210> 70

211> 8

<212> PRT

213> NI

<220>

221> gty

222> (1)..(®

<223> 3H7 CDR2

<400> 70

Ile Ala Leu Asp Gly Ser Thr Gly
1 5

210> 71

211> 15

<212> PRT

213> N7

<220>

Q221> Skl

<222> (1) .. (15)

<223> 3H7 CDR3

400> 71

Asn Ala Asn Ile Arg Thr Asp Met Arg Ser Ala Pro Phe Asp His
1 5 10 15
210> 72

Q211> 122

<212> PRT

213> NLF

<220>

Q221> Skl

222> (1) ..(122)

146



CN 115023442 A

.1l

28/111 I

<223> 3H7 VHH

<400>

72

Gln Val Lys Leu Glu

1

Ser Leu

Val Met

Ala Ser
50

Lys Gly

65

Leu Asp

Asn Ala

Gly His

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg

Arg
35
Ile

Arg

Met

Asn

Gly
115
73
8
PRT

Leu
20
Trp

Ala

Phe

Arg

Ile

100
Thr

NILF5)

ZER I

..

®)

4C6 CDR1

73

Gly Arg Thr Phe

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

74
8
PRT

NILF5

ZER I

..

®)

4C6 CDR2

74

5

Ser
Tyr
Leu
Thr
Ser
85

Arg

Gln

Glu

Cys

Arg

Tle
70
Leu

Thr

Val

Ser

Ala

Gln

Gly

95

Ser

Glu

Asp

Thr

Gly
Ala
Ala

40

Ser

Pro

Met

Val
120

Ser Ser Tyr Pro

5

Ile Ser Ser Asp Gly Arg Phe Thr

Gly
Ser
25

Pro
Thr
Asp

Ala

Arg
105

Ser

147

Gly
10

Gly
Gly
Gly
Asn
Asp
90

Ser

Ser

Leu

Ser

Lys

Tyr

Ala

75

Thr

Ala

Val

Ile

Gln

Tyr

60

Lys

Ala

Pro

Gln
Leu
Arg
45

Tle
Asn

Val

Phe

Ala

Ser
30
Glu

Ile

Tyr

110

Gly
15
Ala

Leu

Ser

Val

Leu

95
His

Gly
Gly
Val
Val
Tyr
80

Cys

Trp



CN 115023442 A

FF

.1l

%=

29/111 7

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

75
16
PRT

NILF5)

ZERL I

(1) ..(16)

4C6 CDR3

75

Ala Val Asp Pro Thr Gly Trp Gly Thr Ile Glu Ala Asp Phe Arg Ser

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

76
123
PRT

NILF5

gh M
1) .. @123
4C6 VHH

76

Gln Val Gln Leu

1

Ser Leu
Pro Met
Ala Ala
50

Lys Gly
65

Leu Gln
Ala Val

Trp Gly

<210>
211>

Arg

Gly
35
Tle

Arg
Met
Asp
Gln
115

7
8

Leu
20

Trp
Ser
Phe

Asn

Pro
100
Gly

5

Val

Ala

Phe

Ser

Thr

Ser

85

Thr

Thr

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gln

Ser

Ala

Gln

Gly

95

Ser

Lys

Trp

Val

Gly

Ala

Gly

40

Arg

Lys

Pro

Gly

Thr
120

Gly
Ser
25

Pro
Phe
Asp

Glu

Thr
105
Val

148

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Ile

Ser

Leu

Arg

Lys

Tyr

Ala

75

Thr

Glu

Ser

Val

Thr

Glu

Tyr

60

Lys

Ala

Ala

Gln

Phe

45

Ala

Ser

Val

Asp

Ala

Ser

30

Glu

Ala

Ala

Tyr

Phe
110

15

Gly
15

Ser
Ser
Ser

Ala

Arg
95
Arg

Gly
Tyr
Val
Val
Phe
80

Cys

Ser



CN 115023442 A F 5 * 30/111 T

<212> PRT

213> ANLFH

<220>

221> gty

222> (1) ..(®)

<223> 1C12 CDRI

<400> 77

Ser Arg Ile Phe Ser Arg Tyr Gly
1 5

<210> 78

211> 8

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(®)

<223> 1C12 CDR2

<400> 78

Ile Ser Trp Asn Gly Ala Ser Thr
1 5

<210> 79

Q11> 17

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(17

<223> 1C12 CDR3

<400> 79

Ala Ala Asp Pro Trp Gly Ala Val Lys Leu Gly Thr Ala Glu Tyr Glu
1 5 10 15
Tyr

<210> 80

Q211> 124

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(124)

149



CN 115023442 A Fo5l & 31/111 7
<223> 1C12 VHH
<400> 80
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Thr Gly Asp
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Ser Arg Ile Phe Ser Arg Tyr
20 25 30
Gly Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Phe Val
35 40 45
Ala Ala Ile Ser Trp Asn Gly Ala Ser Thr Thr Tyr Thr Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Ser Ala Glu Asn Thr Thr Tyr
65 70 75 80
Leu Gln Ile Asn Ser Leu Arg Pro Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Asp Pro Trp Gly Ala Val Lys Leu Gly Thr Ala Glu Tyr Glu
100 105 110
Tyr Trp Gly Gln Gly Thr GIn Val Thr Val Ser Ser
115 120
<210> 81
211> 8
<212> PRT
213> NLF
220>
221> S
222> (1)..(®)
<223> 1G1 CDR1
<400> 81

Gly Pro Ser Phe

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

82
8
PRT

NILF5

ZER I

..

®)

1G1 CDR2

82

Ser Ser Tyr Pro

5

Ile Ser Ser Asp Gly Arg Phe Thr

150



CN 115023442 A

FF

.1l

2.3

32/111

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

83
18
PRT

NILF5)

ZERL I

(1) ..018)

1G1 CDR3

83

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

84
125
PRT

NILF5

gh Mg
(1) ..(125)
1G1 VHH

84

Gln Val Gln Leu

1

Ser Leu
Pro Met
Ala Ala
50

Lys Gly
65

Leu Gln
Ala Ala

Asp Tyr

<210>

Arg
Gly
35

Ile
Arg
Met
Arg
Trp

115
85

Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

5

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Val

Gln

Gly

95

Ser

Lys

Ser

Thr

Gly

Ala

Gly

40

Lys

Pro

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

151

10

Gly

10

Gly

Gly

Thr

Asn

90

Tyr

Thr

Leu

Pro

Lys

Tyr

Ala

75

Thr

Ser

Val

Val

Ser

Glu

60

Lys

Ala

Ser

Gln

Phe

45

Ala

Ser

Val

Ala

Ser
125

Ala

Ser

30

Glu

Ala

Ala

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser

Ala

Tyr
95
Trp

Asp
Tyr
Val
Val
Phe
80

Cys

Tyr



CN 115023442 A Fo5l & 33/111 71
211> 125
<212> PRT
213> NLF
220>
221> sk
222> (1) ..(125)
<223> 1G1-F-G-ERES VHH
<400> 85
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Ser Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Gly Pro Gly Lys Glu Arg Glu Ser Val
35 40 45
Ala Ala Ile Ser Ser Asp Gly Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 86
211> 125
<212> PRT
213> NLF
<220>
221> sk
222> (1) ..(125)
<223> 1G1-F-A-ERES VHH
<400> 86
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Ser Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45

152



CN 115023442 A

.1l

2.3

34/111

Ala Ala Ile
50

Lys Gly Arg

65

Leu GIn Met

Ala Ala Arg

Asp Tyr Trp
115
210> 87
211> 125
<212> PRT
213>
220>
221>
222>
223>
<400> 87

Ser

Phe

Asn

Asp

100
Gly

NILF5)

gh M
(1) ..(125)
1G1-F-A-EREW

Ser

Thr

Ser
85

Ser

Gln

Gln Val Gln Leu Val

1
Ser Leu Arg

Pro Met Gly
35
Ala Ala Ile
50
Lys Gly Arg
65
Leu GIn Met

Ala Ala Arg

Asp Tyr Trp
115
<210> 88
211> 125
<212> PRT
213>

Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

5

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Asp
Ile
70

Leu

Gly

Gly

VHH

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Gly
55

Ser
Arg

Ser

Thr

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Arg

Arg

Ala

Gly

Leu
120

Gly

Ala

Ala

40

Arg

Arg

Ala

Gly

Leu
120

Phe Thr Tyr

Asp
Glu
Tyr

105
Val

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

153

Asn
Asp
90

Tyr

Thr

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Ser
75
Thr

Ser

Val

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Tyr
60

Lys
Ala

Arg

Ser

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Ala

Asn

Val

Ala

Ser
125

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Asp

Thr

Tyr

Gln
110

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

Ser
Leu
Tyr

95
Trp

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Trp

Val
Tyr
80

Cys

Tyr

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

.1l

35/111

<220>
221> S
222> (1) ..(125)
<223> 1G1-F-A-GLEW
<400> 88
Gln Val GIn Leu Val
1 5
Ser Leu Arg Leu Ser
20
Pro Met Gly Trp Phe
35
Ala Ala Ile Ser Ser
50
Lys Gly Arg Phe Thr
65
Leu GIn Met Asn Ser
85
Ala Ala Arg Asp Ser
100
Asp Tyr Trp Gly Gln
115
<210> 89
211> 125
<212> PRT
213> NLF
<220>
221> HhEk
222> (1) ..(125)
<223> 1G1-F-A-GREL
<400> 89
Gln Val GIn Leu Val
1 5
Ser Leu Arg Leu Ser
20
Pro Met Gly Trp Phe
35
Ala Ala Ile Ser Ser
50
Lys Gly Arg Phe Thr

VHH

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

VHH

Glu

Cys

Arg

Asp

Ile

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Ser

Ala

Gln

Gly

95

Ser

Gly

Ala

Ala

40

Arg

Arg

Ala

Gly

Leu
120

Gly
Ala
Ala

40
Arg

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

Gly
Ser
25

Pro

Phe

Asp

154

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Gly
10

Gly
Gly

Thr

Asn

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Pro

Lys

Tyr

Ser

Val

Ser

Gly

Tyr

60

Lys

Ala

Arg

Ser

Val

Ser

Gly

Tyr

60
Lys

Gln

Phe

Leu

45

Ala

Asn

Val

Ala

Ser
125

Gln
Phe
Arg
45

Ala

Asn

Pro
Ser

30
Glu

Thr

Tyr

Gln
110

Pro
Ser
30

Glu

Asp

Thr

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Trp

Gly
15

Ser
Leu

Ser

Leu

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr

Arg

Tyr

Val

Val

Tyr



CN 115023442 A Fo5l & 36/111 T
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95
Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 90
211> 125
<212> PRT
213> NLF
220>
221>
222> (1) ..(125)
<223> 1G1-F-A-GRES VHH
<400> 90
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Ser Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Gly Arg Glu Ser Val
35 40 45
Ala Ala Ile Ser Ser Asp Gly Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 91
211> 124
<212> PRT
213> NIFFF
220>
221> S
222> (1)..(124)

155



CN 115023442 A

.1l

37/111

223>
<400>

1C12-EREF VHH

91

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Tyr Trp

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Asp Pro
100
Gly Gln
115
92
124
PRT

NILF5)

ZER I

5

Ser
Phe
Trp
Thr
Ser
85

Trp

Gly

(1) .. 124

1C12-EREW VHH

92

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Ala
50

Lys Gly

65

Leu Gln

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

5

Ser

Phe

Trp

Thr

Ser
85

Glu

Cys

Arg

Asn

Ile

70

Leu

Gly

Thr

Glu

Cys

Arg

Asn

Ile

70
Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

Ala

Gln

Ser

Ala

Gln

Gly

95

Ser

Gly

Ala

Ala

40

Ala

Arg

Ala

Val

Val
120

Gly
Ala
Ala
40

Ala

Arg

Ala

Gly
Ser
25

Pro
Ser
Asp
Glu
Lys

105
Thr

Gly
Ser
25

Pro
Ser

Asp

Glu

156

Gly
10

Ser
Gly
Thr
Asn
Asp
90

Leu

Val

Gly
10

Ser
Gly
Thr

Asn

Asp
90

Val

Arg

Lys

Thr

Ser

75

Thr

Gly

Ser

Val

Arg

Lys

Thr

Ser

75
Thr

Val

Ile

Glu

Tyr

60

Lys

Ala

Thr

Ser

Val
Ile
Glu
Tyr
60

Lys

Ala

Gln
Phe
Arg
45

Thr
Asn

Val

Ala

Gln

Phe

45

Thr

Asn

Val

Pro
Ser
30

Glu
Asp
Thr

Tyr

Glu
110

Pro
Ser
30

Glu

Asp

Thr

Gly
15

Arg
Phe
Ser
Leu
Tyr

95
Tyr

Gly
15
Arg

Ser

Leu

Tyr
95

Arg
Tyr
Val
Val
Tyr
80

Cys

Glu

Arg

Tyr

Val

Val

Tyr

80
Cys



N 115023442 A F % *

38/111 1

Ala Ala Asp Pro Trp Gly Ala Val Lys Leu Gly Thr Ala Glu Tyr Glu
100 105 110
Tyr Trp Gly Gln Gly Thr GIn Val Thr Val Ser Ser
115 120
<210> 93
211> 124
<212> PRT
213> NI
220>
221> 45K
222> (1)..(124)
<223> 1C12_GLEW VHH
<400> 93
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Ser Arg Ile Phe Ser Arg Tyr
20 25 30
Gly Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Ala Ile Ser Trp Asn Gly Ala Ser Thr Thr Tyr Thr Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Asp Pro Trp Gly Ala Val Lys Leu Gly Thr Ala Glu Tyr Glu
100 105 110
Tyr Trp Gly Gln Gly Thr GIn Val Thr Val Ser Ser
115 120
<210> 94
211> 8
<212> PRT
213> NIFFF
220>
221> S
222> (1) .. (8
223> 2A3 CDR1
<400> 94
Gly Gly Ser Phe Ser Ser Tyr Pro
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F 5 =

39/111

1 5

<210> 95

211> 8

<212> PRT

213> NLF

<220>

221> S

222> (1).. (8

<223> 2A3 CDR2

<400> 95

Ile Ser Ser Asp Met Arg Phe Thr

1 5

<210> 96

211> 18

<212> PRT

213> NI

220>

221>

222> (1)..(18)

<223> 2A3 CDR3

<400> 96

Ala Ala Arg Asp Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1 5 10 15

Asp Tyr

210> 97

211> 125

<212> PRT

213> NLF

<220>

221> sk

222> (1) ..(125)

<223> 2A3 VHH

<400> 97

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Gly Ser Phe Ser Ser Tyr

20 25 30

Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val

35 40 45

158



CN 115023442 A F 5 * 40/111 T

Ala Ala Ile Ser Ser Asp Met Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Arg Asp Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 98
211> 8
<212> PRT
213> NI
<220>
221> S
222> (1)..(®)
<223> 1A8 CDRI
<400> 98
Gly Pro Ser Phe Ser Ser Tyr Pro
1 5
<210> 99
211> 8
<212> PRT
213> NLF
<220>
221> HhEk
222> (1)..(®)
<223> 1A8 CDR2
<400> 99
Ile Ser Ser Arg Gly Arg Phe Thr
1 5
<210> 100
211> 18
<212> PRT
213> NIFFF
220>
221> S
222> (1)..(18)
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%=

41/111 |

223>
<400>

1A8 CDR3
100

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5

101
125
PRT

NILF5

&5 Kok

(1) .. (125)

1A8 VHH

101

Gln Leu Val Glu Ser Gly Gly

Arg Leu Ser Cys Ala Ala Ser
20 25
Gly Trp Phe Arg Gln Ala Pro
35 40
Ile Ser Ser Arg Gly Arg Phe
55
Arg Phe Thr Ile Ser Arg Asp
70
Met Asn Ser Leu Arg Ala Glu
85
Arg Asp Ser Gly Ser Gly Tyr
100 105
Trp Gly Gln Gly Thr Leu Val
115 120
102
8
PRT

NILF5

2R
1..6
1ID11 CDRI
102

160

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr
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Gly Pro Ser Phe Ser Ser Ser Pro

1 5

<210> 103

211> 8

<212> PRT

213> NI

<220>

221>  LEMII

222> (1).. (8

<223> 1D11 CDR2

<400> 103

Ile Ser Ser Met Gly Arg Phe Thr

1 5

<210> 104

211> 18

<212> PRT

213> NLF¥

220>

221> LEMII

222> (1)..(18)

<223> 1D11 CDR3

<400> 104

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1 5 10 15

Asp Tyr

<210> 105

211> 125

<212> PRT

213> NLF

220>

221>  LEMII

222> (1) ..(125)

<223> 1D11 VHH

<400> 105

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Ser Ser
20 25 30

Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
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5l %R

43/111 7

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gly Pro
1
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Ser
1
210>
211>
212>
213>
220>
221>

35
Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
106
8
PRT

NILF5)

G5 Kok
(1 ..®
5E8 CDR1
106

Ser Phe

107
8
PRT

NILF5

G5 Kok
(1 ..®
5E8 CDR2
107

Ser Asp

108

18

PRT
NTLF3

ZER I

Ser

Thr

Ser
85

Ser

Gln

Met Gly
55

Ile Ser

70

Leu Arg

Gly Ser

Gly Thr

Leu
120

Ser Ser Tyr Pro

5

Gly Arg Phe Thr

5

Phe Thr Tyr Tyr
60

Asp Asn Ser Lys

75
Glu Asp Thr Ala
90

Tyr Tyr Ser Arg

105

Val Thr Val Ser

162

45
Ala

Asn

Val

Ala

Ser
125

Asp

Thr

Tyr

Gln
110

Ser Val

Leu Tyr
80

Tyr Cys

95

Trp Tyr
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FF

.1l

2.3

44/111 |

222>

(1) ..018)

<223> bHE8 CDR3

<400>

108

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

109
125
PRT

NILF5

gh Mg
(1) ..(125)
5E8 VHH

109

Gln Val Gln Leu

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>

Arg

Gly
35
Gln

Arg
Met
Arg
Trp
115
110

8
PRT

Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

ZER I

..

®)

2A5 CDR1

5

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Arg

Arg

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

163

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr
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F 5 =
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<400> 110

Gly Pro Ser Phe Ser Ser Tyr Pro

1 5

<210> 111

211> 8

<212> PRT

213> NLF¥

<220>

221> sk

222> (1)..(®)

<223> 2A5 CDR2

<400> 111

Ile Ser Ser Val Gly Arg Phe Thr

1 5

<210> 112

211> 18

<212> PRT

213> NIFFF

<220>

221> S

222> (1)..(18)

<223> 2A5 CDR3

<400> 112

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Trp Gln Trp Tyr

1 5 10 15

Asp Tyr

<210> 113

211> 125

<212> PRT

213> NIFFF

220>

221> S

222> (1) ..(125)

<223> 2A5 VHH

<400> 113

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Ser Tyr
20 25 30
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Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Gly Trp
35
Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
114
8
PRT

NILF5

eI
1..6
5610 CDRI
114

Phe

Ser

Thr

Ser

85

Ser

Gln

Arg
Val
Tle
70

Leu

Gly

Gly

Gln
Gly
55

Ser
Arg

Ser

Thr

Ala

Ala

Gly

Leu
120

Gly Pro Arg Phe Ser Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

115
8
PRT

NILF5

eI
1..6
5610 CDR2
115

5

Ile Ser Ser Asp Gly Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>

116
18

PRT
NTLF3

5

Pro Gly Lys

Phe Thr Tyr

Asp Asn Ser
75
Glu Asp Thr
90
Tyr Tyr Ser
105
Val Thr Val

165

Glu
Tyr
60

Lys
Ala

Arg

Ser

Arg
45

Ala
Asn
Val

Trp

Ser
125

Glu

Asp

Thr

Tyr

Gln
110

Ser

Ser

Leu

Tyr

95
Trp

Val
Val
Tyr
80

Cys

Tyr
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FF
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221>
222>
223>
<400>

SE LI
(1) ..18)
5G10 CDR3
116

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Gly
<210>
211>
212>
213>
<220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Gly

<210>
211>
<212>
<213>
<220>
221>
222>

117
125
PRT

NILF5

SE LI
(1)..125
5G10 VHH
117

Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
118
8
PRT

NILF5

eI
.. 0

5

)

Val
Ser
Phe
Ser
Thr
Ser
85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Arg

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

166

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Arg

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr
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<223> 2A6 CDR1

<400> 118

Gly Pro Ser Phe Ser Leu Tyr Pro
1 5

<210> 119

211> 8

<212> PRT

213> NI

220>

221> sk

222> (1) ..(@®)

<223> 2A6 CDR2

<400> 119

Ile Ser Ser Asp Arg Arg Phe Thr
1 5

<210> 120

211> 18

<212> PRT

213> NLF

<220>

221> HhEk

222> (1)..(18)

<223> 2A6 CDR3

<400> 120

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

<210> 121

211> 125

<212> PRT

213> NLF

220>

221> sk

222> (1) ..(125)

<223> 2A6 VHH

<400> 121
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Leu Tyr
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20 25 30

Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45

Ala Ala Ile Ser Ser Asp Arg Arg Phe Thr Tyr Tyr Ala Asp Ser Val

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

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

85 90 95
Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110

Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 122

211> 8

<212> PRT

213> NLF¥

220>

221> sk

222> (1).. (8

<223> 1G1-1C12 CDR1

<400> 122

Gly Pro Ser Phe

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

123
8
PRT

NILF5

ZERA I

..

®)

1G1-1C12

123

Ile Ser Ser Asp

1

<210>
211>
<212>
<213>

124
18
PRT

NILF5

Ser Ser Tyr Pro

5

CDR2

Leu Arg Phe Thr

5
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<220>
221>
222>
223>
<400>

gh Mg
(1) ..@18)

1G1-1C12 CDR3

124

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Lys Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>

125
125
PRT

NILF5)

ZERL I

5

(1) ..(125)

1G1-1C12
125
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
126
8
PRT

NILF5

ZER I

VHH

Val
5

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Leu

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

169

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Lys

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr
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51/111 7

222>
223>
<400>

@®..6
5B5 CDRI
126

Gly Pro Ser Phe Ser Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
127
8
PRT

NILF5

2R
1..6
5B5 CDR2
127

Ile Ser Ser Asp Thr Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
128

18

PRT
NTLF3

SE LI
(1) ..18)
5B5 CDR3
128

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Arg

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5 10 15

129
125
PRT

NILF5

SE LI

(1) .. (125)
5B5 VHH
129

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

1

5 10 15

170
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Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Arg

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
130
8
PRT

NILF5)

2R
1..6
6F12 CDRI
130

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Cys
Arg
Asp
Ile
70

Leu

Gly

Gly

Ala

Gln

Thr

95

Ser

Ser

Thr

Ala

Ala

40

Arg

Ala

Gly

Leu
120

Gly Pro Ser Phe Thr Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

131
8
PRT

NILF5

2R
1..6
6F12 CDR2
131

5

Ile Ser Ser Asp Gly Arg Phe Lys

1

<210>
211>
<212>

132
18
PRT

5

Ser Gly
25
Pro Gly

Phe Thr

Asp Asn

Glu Asp
90

Tyr Tyr

105

Val Thr

171

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Ser

Glu

60

Lys

Ala

Ser

Phe

45

Ala

Asn

Val

Ala

Ser
125

Ser Ser
30
Glu Ser

Asp Ser

Thr Leu

Tyr Tyr
95

Gln Trp
110

Tyr
Val
Val
Tyr
80

Cys

Tyr
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FF

.1l
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53/111

<213>
<220>
221>
222>
223>
<400>

NILF5)

SERL I
(1) ..18)
6F12 CDR3
132

Ala Ala Glu Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>

133
125
PRT

NILF5

SE LI
(1)..125
6F12 VHH
133

Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Glu Asp
100
Trp Gly
115
134
8
PRT

NILF5

5

)

Val
Ser
Phe
Ser
Thr
Ser
85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly
Ala
Ala

40
Arg

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

172

10

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro

Thr
30
Glu

Asp

Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



N 115023442 A F % *
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221> sk

222> (1) ..(@®)

<223> 1C7 CDR1

<400> 134

Gly Pro Ser Phe Ser Ser Tyr Pro
1 5

<210> 135

211> 8

<212> PRT

213> NLF

220>

221> sk

222> (1)..(@®)

<223> 1C7 CDR2

<400> 135

Ile Ser Ser Arg Gly Arg Phe Thr
1 5

<210> 136

211> 18

<212> PRT

213> NLF¥

<220>

221>

222> (1)..(18)

<223> 1C7 CDR3

<400> 136

Ala Ala Arg Gly Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

<210> 137

211> 125

<212> PRT

213> NLF

220>

221> HhEk

222> (1) ..(125)

<223> 1C7 VHH

<400> 137

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
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.1l
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1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gly Pro
1
210>
211>
212>
213>
220>
221>
222>
223>
<400>

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Gly
100
Trp Gly
115
138
8
PRT

NILF5

&5 Kok
(1 ..®
6E9 CDR1
138

Ser Arg

139
8
PRT

NILF5)

eI
.. 0
6E9 CDR2
139

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Cys
Arg
Arg
Tle
70

Leu

Gly

Gly

Ala
Gln
Gly
55

Ser
Arg

Ser

Thr

Ala

Ala

Ala

Gly

Leu
120

Ser Ser Tyr Pro

5

Ile Ser Ser Asp Gly Lys Phe Thr

1
<210>
211>

140
18

5

Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

174

10
Gly Pro

Gly Lys

Thr Tyr

Asn Ser
75

Asp Thr

90

Tyr Ser

Thr Val

Ser
Glu
Tyr
60

Lys

Ala

Ser

Phe
Arg
45

Ala
Asn
Val

Ala

Ser
125

Ser
30
Glu

Thr

Tyr

Gln
110

15
Ser Tyr

Ser Val

Ser Val

Leu Tyr
80

Tyr Cys

95

Trp Tyr



CN 115023442 A

FF

.1l

2.3

56/111 7T

<212>
<213>
<220>
221>
222>
223>
<400>

PRT
NIFH

SE LI
(1) ..18)
6E9 CDR3
140

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Asn Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>

141
125
PRT

NILF5)

ZER I

5

(1) ..(125)

oE9 VHH
141
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
142
8
PRT

NILF5

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Asp

Tle
70
Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Lys

Arg

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

175

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Arg

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Asn
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



N 115023442 A F % *

57/111 1

<220>

Q221> Skl

222> (1)..(®

<223> 1A10 CDRI

<400> 142

Gly Asn Ser Phe Ser Ser Tyr Pro
1 5

<210> 143

211> 8

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(®

<223> 1A10 CDR2

<400> 143

Ile Ser Ser Asp Gly Arg Phe Ser
1 5

210> 144

211> 18

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(18)

<223> 1A10 CDR3

<400> 144

Ala Cys Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

<210> 145

211> 125

<212> PRT

213> NLF

<220>

221> gty

<222> (1) ..(125)

<223> 1A10 VHH

<400> 145

176



CN 115023442 A

.1l

2.3

58/111 1T

Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Cys

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Gln

Arg

Gly
35
Ile

Arg
Met
Arg
Trp
115
146

8
PRT

Leu
Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

ZERA I

..
6B11 CDRI

146

®)

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly
Ala
Ala

40
Arg

Ala

Gly

Leu
120

Gly Pro Ser Phe Pro Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

147
8
PRT

NILF5

ZER I

..
6B11 CDR2

147

®)

5

Ile Ser Ser Arg Gly Arg Phe Thr

1
<210>

148

5

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

177

Gly Val
10
Gly Asn

Gly Lys
Ser Tyr
Asn Ser

75
Asp Thr
90

Tyr Ser

Thr Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

.1l

59/111

211>
<212>
<213>
<220>
221>
222>
223>
<400>

18
PRT

NILF5

ZERA I

(1) ..018)
6B11 CDR3

148

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Leu Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>

211>
<212>

149
125
PRT

NILF5)

ZER I

5

(1) ..(125)

©6B11 VHH
149
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
150
8
PRT

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Arg

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

178

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln
Phe
Arg
45

Ala
Asn
Val

Leu

Ser
125

Pro
Pro
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A F 5 * 60/111 T

213> NI

<220>

221> gty

222> (1)..(®

<223> 6D8 CDRI1

<400> 150

Gly Pro Ser Phe Ser Ser Lys Pro
1 5

<210> 151

211> 8

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1) ..(®

<223> 6D8 CDR2

<400> 151

Arg Ser Ser Asp Gly Arg Phe Thr
1 5

210> 152

211> 18

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(18)

<223> 6D8 CDR3

<400> 152

Ala Ala Arg Asp Ser Gly Ser Gly Arg Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

<210> 153

211> 125

<212> PRT

213> NLF

<220>

221> gty

<222> (1) ..(125)

<223> 6D8 VHH

179



CN 115023442 A

.1l

61/111 7

<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

153
Gln

Arg

Gly
35
Arg

Arg
Met
Arg
Trp
115
154

8
PRT

Leu
Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

ZER I

..
6D12 CDRI

154

®)

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Arg

Ala

Gly

Leu
120

Gly Pro Ser Phe Ser Thr Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

155
8
PRT

NILF5

ZER I

..
6D12 CDR2

155

®)

5

Ile Ser Ser Asp Gly Val Phe Thr

1

5

Gly
Ser
25

Pro
Phe
Asp
Glu
Arg

105
Val

180

Gly Val
10
Gly Pro

Gly Lys
Thr Tyr
Asn Ser

75
Asp Thr
90

Tyr Ser

Thr Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Lys
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

.1l

62/111 7

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

156

18

PRT
NTLF3

ZER I

(1) ..018)
6D12 CDR3

156

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Glu Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>

157
125
PRT

NILF5

ZER I

5

(1) ..(125)

oD12 VHH
157
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100
Trp Gly
115
158
8

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly
Ala
Ala

40
Val

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

181

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Glu

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Thr
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A F 5 * 63/111 7

<212> PRT

213> ANLFH

<220>

221> gty

222> (1)..(8)

<223> 205 CDR1

<400> 158

Gly Pro Ser Phe Ser Thr Tyr Pro
1 5

<210> 159

211> 8

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(8)

<223> 2C5 CDR2

<400> 159

Ile Ser Ser Gln Gly Arg Phe Thr
1 5

<210> 160

211> 18

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(18)

<223> 2C5 CDR3

<400> 160

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

<210> 161

211> 125

<212> PRT

213> NLF

<220>

221> gty

<222> (1) ..(125)

182



CN 115023442 A Fo5l & 64/111 T
223> 2C5 VHH
<400> 161
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Pro Ser Phe Ser Thr Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45
Ala Ala Ile Ser Ser Gln Gly Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 162
211> 8
<212> PRT
213> NLF
220>
221> HhEk
222> (1)..(®)
223> T7F6 CDR1
<400> 162

Gly Pro Met Phe

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

163
8
PRT

NILF5

ZER I

..

®)

7F6 CDR2

163

Ser Ser Tyr Pro

5

Ile Ser Ser Asp Pro Arg Phe Thr

183



CN 115023442 A

FF

.1l

2.3

65/111 7

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

164

18

PRT
NTLF3

SE LI
(1) ..18)
7F6 CDR3
164

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu
Pro Met
Ala Ala
50

Lys Gly
65

Leu Gln
Ala Ala

Asp Tyr

<210>

165
125
PRT

NILF5

ZERA I

5

(1) ..(125)

7F6 VHH
165
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp
100

Trp Gly

115

166

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Pro

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Arg

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

184

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Met

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A F 5 * 66/111 T

211> 8

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1)..(®

<223> 2D5 CDR1

<400> 166

Gly Pro Ser Phe Ser Ser Ser Pro
1 5

<210> 167

211> 8

<212> PRT

213> NI

<220>

221> gty

222> (1)..(®

<223> 2D5 CDR2

<400> 167

Ile Ser Trp Asp Gly Arg Phe Thr
1 5

<210> 168

211> 18

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(18)

<223> 2D5 CDR3

<400> 168

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Val Tyr

<210> 169

211> 125

<212> PRT

213> NLF

<220>

221> gty

185



CN 115023442 A

.1l

67/111 7

222>

<400>

(1) .. (125)
<223> 2D5 VHH

169

Gln Val Gln Leu

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Val Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg

Gly
35
Ile

Arg
Met
Arg
Trp
115
170

8
PRT

Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

ZERA I

..
7B11 CDR1

170

®)

Val

Ser

Phe

Trp

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly
Ala
Ala

40
Arg

Ala

Gly

Leu
120

Gly Pro Ser Phe Leu Ile Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

171
8
PRT

NILF5

ZER I

..
7B11 CDR2

171

®)

5

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

186

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Ser
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

FF

.1l

68/111 7

Ile Ser Ser Asp Gly Arg Phe Trp

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

172
18
PRT

NILF5

ZERA I

(1) ..@18)
7B11 CDR3

172

5

Ala Ala Arg Asp Ser Gly Ser Gly Tyr Tyr Ser Arg Val Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

173
125
PRT

NILF5)

gh M
(1) ..(125)

7B11
173

VHH

Gln Val Gln Leu

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

Arg
Gly
35

Ile
Arg
Met

Arg

Trp
115

Leu

20

Trp

Ser

Phe

Asn

100
Gly

5

Val

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

Ala

Gly

Leu
120

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

187

10

Gly
10

Gly
Gly
Trp
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val
Ser
Glu
Tyr
60

Lys

Ala

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Val

Ser
125

Pro
Leu

30
Glu

Thr

Tyr

Gln
110

15

Gly
15

Tle
Ser
Ser
Leu
Tyr

95
Trp

Val

Val

80

Cys

Tyr



CN 115023442 A F 5 * 69/111

210> 174

211> 8

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(®

<223> 7D12 CDRI

<400> 174

Gly Pro Ser Phe Leu Ser Tyr Pro
1 5

<210> 175

211> 8

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1)..(®

<223> 7D12 CDR2

<400> 175

Ile Ser Ser Asp Gly Arg Phe Ser
1 5

<210> 176

211> 18

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(18)

<223> 7D12 CDR3

<400> 176

Ala Ala Arg Asp Trp Gly Ser Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr

210> 177

211> 125

<212> PRT

213> NLFH

<220>

188



CN 115023442 A

.1l

70/111 7

221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

gh M
(1) ..(125)

D12
177
Gln

Arg

Gly
35
Ile

Arg
Met
Arg
Trp
115
178

8
PRT

VHH
Leu
Leu
20

Trp
Ser
Phe
Asn
Asp

100
Gly

NILF5

ZERA I

..

®)

Val

Ser

Phe

Ser

Thr

Ser

85

Trp

Gln

2A3 ML CDRI1

178

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ser

Thr

Gly

Ala

Ala

40

Arg

Ala

Gly

Leu
120

Gly Gly Ser Phe Ser Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>

179
8
PRT

NILF5

ZER I

..

®)

5

2A3 ML CDR2

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr

105
Val

189

Gly
10

Gly
Gly
Ser
Asn
Asp
90

Tyr

Thr

Val

Pro

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser
125

Pro
Leu
30

Glu
Asp
Thr

Tyr

Gln
110

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A

FF

.1l

71/111

<400>

179

Ile Ser Ser Asp Leu Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

180

18

PRT
NTLF3

ZER I

(1) ..@18)

5

2A3 ML CDR3

180

Ala Ala Arg Asp Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>

181
125
PRT

NILF5

ZER I

5

(1) .. (125)
2A3 ML VHH

181

Gln Val Gln Leu Val

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Asp

100
Trp Gly

5

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser

Ala

Gln

Leu

95

Ser

Arg

Val

Thr

Gly

Ala

Ala

40

Arg

Arg

Ala

Gly

Leu

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr
105

Val

190

10

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

Val

Gly

Lys

Tyr

Ser

75

Thr

Ser

Val

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Arg
Tyr
Val
Val
Tyr
80

Cys

Tyr



CN 115023442 A F 5 * 72/111 T

115 120 125
<210> 182
211> 8
<212> PRT
213> NI
<220>
221>
222> (1) ..(@®)
<223> 2A3 MI CDR1
<400> 182
Gly Gly Ser Phe Ser Ser Tyr Pro
1 5
<210> 183
211> 8
<212> PRT
213> NI
220>
221>
222> (1)..(@®)
<223> 2A3 MI CDR2
<400> 183
Ile Ser Ser Asp Ile Arg Phe Thr
1 5
<210> 184
211> 18
<212> PRT
213> NLF¥
220>
221> sk
222> (1)..(18)
<223> 2A3 MI CDR3
<400> 184
Ala Ala Arg Asp Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
1 5 10 15
Asp Tyr
<210> 185
211> 125
<212> PRT
213> NLF

191



CN 115023442 A Fo5l & 73/111 T

<220>

221> S

222> (1) ..(125)

<223> 2A3 MI VHH

<400> 185

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Gly Ser Phe Ser Ser Tyr

20 25 30

Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45

Ala Ala Ile Ser Ser Asp Ile Arg Phe Thr Tyr Tyr Ala Asp Ser Val

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

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

85 90 95
Ala Ala Arg Asp Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110

Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 186

211> 8

<212> PRT

213> NLF

<220>

221> HhEk

222> (1)..(®)

<223> 2A3 ML DT CDR1

<400> 186

Gly Gly Ser Phe Ser Ser Tyr Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>

187
8
PRT

NILF5

ZERL I

..

®)

5

192



CN 115023442 A

74/111

<223> 2A3 ML DT CDR2

<400>

187

Ile Ser Ser Asp Leu Arg Phe Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

188

18

PRT
N3

ZER I

(1) ..018)

5

2A3 ML DT CDR3

188

Ala Ala Arg Thr Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1

Asp Tyr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

189
125
PRT

NILF5

ZERA I

5

(1) ..(125)

2A3 ML DT VHH

189
Gln Leu

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Thr
100

Val
5

Ser

Phe

Ser

Thr

Ser

85

Ser

Glu
Cys
Arg
Asp
Ile
70

Leu

Gly

Ser

Ala

Gln

Leu

95

Ser

Val

Gly

Ala

Ala

40

Arg

Ala

Gly

Gly
Ser
25

Pro
Phe
Asp

Glu

Tyr
105

193

10

Gly

10

Gly

Gly

Thr

Asn

90
Tyr

Val
Gly
Lys
Tyr
Ser
75

Thr

Ser

Val

Ser

Glu

60

Lys

Ala

Gln

Phe

45

Ala

Asn

Val

Ala

Pro
Ser
30

Glu
Asp
Thr

Tyr

Gln
110

15

Gly
15

Ser
Ser
Ser
Leu
Tyr

95
Trp

Tyr

Val

Val

Tyr

80
Cys



N 115023442 A F % *

75/111 7

Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 190

211> 8

<212> PRT

213> NI

<220>

221> S

222> (1).. (8

<223> 2A3 ML DE CDR1

<400> 190

Gly Gly Ser Phe Ser Ser Tyr Pro

1 5

<210> 191

211> 8

<212> PRT

213> NLF¥

220>

221> sk

222> (1).. (8

<223> 2A3 ML DE CDR2

<400> 191

Ile Ser Ser Asp Leu Arg Phe Thr

1 5

<210> 192

211> 18

<212> PRT

213> NLF

<220>

221> sk

222> (1)..(18)

<223> 2A3 ML DE CDR3

<400> 192

Ala Ala Arg Glu Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr

1 5 10 15

Asp Tyr

<210> 193

211> 125

<212> PRT

194



CN 115023442 A Fo5l & 76/111
213> NI
220>
221> sk
222> (1) ..(125)
<223> 2A3 ML DE VHH
<400> 193
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Gly Ser Phe Ser Ser Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45
Ala Ala Ile Ser Ser Asp Leu Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Ala Arg Glu Ser Gly Val Gly Tyr Tyr Ser Arg Ala Gln Trp Tyr
100 105 110
Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125
<210> 194
211> 357
<212> PRT
213> NLF¥
220>
221> S
222> (1) .. (357)
223> 2A3 LTFc
<400> 194
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Gly Ser Phe Ser Ser Tyr
20 25 30
Pro Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Ser Val
35 40 45
Ala Ala Ile Ser Ser Asp Leu Arg Phe Thr Tyr Tyr Ala Asp Ser Val
50 55 60

195



CN 115023442 A

.1l

%=

77/111

Lys
65

Leu
Ala
Asp
Ser
Leu
145
Leu
Ser
Glu
Thr
Asn
225
Pro
Gln
Val
Val
Pro
305
Thr

Val

Leu

Gly
Gln
Ala
Tyr
Cys
130
Gly
Met
His
Val
Tyr
210
Gly
Ile
Val
Ser
Glu
290
Pro
Val

Met

Ser

<210>

Arg
Met
Arg
Trp
115
Asp
Gly
Ile
Glu
His
195
Arg
Lys
Glu
Tyr
Leu
275
Trp
Val
Asp
His

Pro
355

195

Phe
Asn
Thr
100
Gly
Lys
Pro
Ser
Asp
180
Asn
Val
Glu
Lys
Thr
260
Thr
Glu
Leu
Lys
Glu

340
Gly

Thr
Ser
85

Ser
Gln
Thr
Ser
Arg
165
Pro
Ala
Val
Tyr
Thr
245
Leu
Cys
Ser
Asp
Ser
325

Ala

Lys

Tle
70

Leu
Gly
Gly
His
Val
150
Thr
Glu
Lys
Ser
Lys
230
Tle
Pro
Leu
Asn
Ser
310

Arg

Leu

Ser
Arg
Val
Thr
Thr
135
Phe
Pro
Val
Thr
Val
215
Cys
Ser
Pro
Val
Gly
295
Asp

Trp

His

Arg
Ala
Gly
Leu
120
Cys
Leu
Glu
Lys
Lys
200
Leu
Lys
Lys
Ser
Lys
280
Gln
Gly

Gln

Asn

Asp
Glu
Tyr
105
Val
Pro
Phe
Val
Phe
185
Pro
Thr
Val
Ala
Arg
265
Gly
Pro
Ser

Gln

His
345

196

Asn
Asp
90

Tyr
Thr
Pro
Pro
Thr
170
Asn
Arg
Val
Ser
Lys
250
Glu
Phe
Glu
Phe
Gly

330
Tyr

Ser
75

Thr
Ser
Val
Cys
Pro
155
Cys
Trp
Glu
Leu
Asn
235
Gly
Glu
Tyr
Asn
Phe
315

Asn

Thr

Lys
Ala
Arg
Ser
Pro
140
Lys
Val
Tyr
Glu
His
220
Lys
Gln
Met
Pro
Asn
300
Leu

Val

Gln

Asn

Val

Ala

Ser

125

Ala

Pro

Val

Val

Gln

205

Gln

Ala

Pro

Thr

Ser

285

Tyr

Tyr

Phe

Lys

Thr
Tyr
Gln
110
Glu
Pro
Lys
Val
Asp
190
Tyr
Asp
Leu
Arg
Lys
270
Asp
Lys
Ser

Ser

Ser
350

Leu
Tyr
95

Trp
Pro
Glu
Asp
Asp
175
Gly
Asn
Trp
Pro
Glu
255
Asn
Ile
Thr
Lys
Cys

335
Leu

Tyr
80

Cys
Tyr
Lys
Leu
Thr
160
Val
Val
Ser
Leu
Ala
240
Pro
Gln
Ala
Thr
Leu
320

Ser

Ser



CN 115023442 A F 5 * 78/111 T

Q211> 12
<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(12)

223> IS 195

<400> 195

Gly Ser Gly Gly Ser Gly Gly Ser Gly Gly Ser Gly
1 5 10

<210> 196

211> 15

<212> PRT

213> NI

<220>

221> gty

<222> (1) .. (15)

<223> Aok 196

<400> 196

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15
210> 197

211> 5

<212> PRT

213> N7

<220>

Q221> Skl

222> (1) ..(5)

223> ISk 197

<400> 197

Gly Gly Gly Ser Gly

1 5

<210> 198

211> 10

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(10)

197



CN 115023442 A F 5 * 79/111 T

<223> Aok 198

<400> 198

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10
<210> 199

211> 8

<212> PRT

213> NI

<220>

221> gty

222> (1)..(®

223> AP SL 199

<400> 199

Gly Gly Ser Gly Gly Gly Ser Gly

1 5

<210> 200

Q211> 12

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(12)

<223> R4 SL200

<400> 200

Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Ser Gly
1 5 10
<210> 201

211> 6

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1) ..(6)

<223> ISk 201

<400> 201

Gly Ser Gly Gly Ser Gly
1 5

<210> 202

211> 9

198



CN 115023442 A F 5 * 80/111

<212> PRT

213> NI

<220>

Q221> Skl

222> (1)..(©9

223> ISk 202

<400> 202

Gly Ser Gly Gly Ser Gly Gly Ser Gly
1 5

<210> 203

Q1> 7

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(D

<223> IR HESL203

<400> 203

Gly Ser Gly Ser Gly Ser Gly
1 5

210> 204

211> 18

<212> PRT

213> NLF¥

<220>

Q221> Skl

222> (1) ..(18)

223> A4Sk 204

<400> 204

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15
Gly Gly

<210> 205

211> 5

<212> PRT

213> NLF

<220>

Q221> Skl

222> (1) ..(5)

199



CN 115023442 A

FF

.1l

%=

81/111 I

223>
<400>

B $25k205
205

Pro Ala Pro Ala Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Pro Ala Pro Ala Pro Pro Ala Pro Ala Pro Pro Ala Pro Ala Pro

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Ile Lys Arg Thr Val Ala Ala

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Val Ser Ser Ala Ser Thr Lys

1
<210>
211>

5
206

15

PRT
N3

SERL I

(1) ..(U15)
NI PERE <206
206

5
207
7
PRT

NILF5

SE LI

1 ..
PR R L 207
207

5
208
7
PRT

NILF5)

SERL I

1 ..

NI PERE <208
208

5
209
7

200

10

15



N 115023442 A F % *

82/111 I

<212> PRT

213> NI

<220>

221> gty

222> (1) ..(D

223> A4 SL209

<400> 209

Ala Glu Ala Ala Ala Lys Ala

1 5

<210> 210

Q211> 12

<212> PRT

213> NLF¥

<220>

221> ¥yl

222> (1) ..(12)

223> TR SL210

<400> 210

Ala Glu Ala Ala Ala Lys Glu Ala Ala Ala Lys Ala
1 5 10
210> 211

211> 10

<212> PRT

213> NLF¥

<220>

221> ¥yl

222> (1) ..(10)

223> IRflPEHEESk211

<400> 211

Gly Arg Pro Gly Ser Gly Arg Pro Gly Ser
1 5 10
210> 212

211> 20

<212> PRT

213> NLF

<220>

221> gty

222> (1) .. (20)

223> IRtk 212

201



CN 115023442 A

FF

.1l

2.3

83/111 I

<400>

Gly Arg Pro Gly Ser Gly Arg Pro Gly Ser Gly Arg Pro Gly Ser Gly

1

212

5

Arg Pro Gly Ser

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

20
213

10

PRT
NTLF3

SE LI

(1) .. @10)
k213
213

10

Gly Arg Gly Gly Ser Gly Arg Gly Gly Ser

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Gly Arg Gly Gly Ser Gly Arg Gly Gly Ser Gly Arg Gly Gly Ser Gly

1

5
214
20
PRT
NTLF3

SE LI

(1) .. (20)
4 Sk 214
214

5

Arg Gly Gly Ser

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

20
215

10

PRT
NTLF3

SERL I

(1) .. @10)
k215
215

10

10

Gly Lys Pro Gly Ser Gly Lys Pro Gly Ser

202

15

15



CN 115023442 A F 5 * 84/111 T

1 5 10
210> 216
211> 20
<212> PRT
213> NLF
<220>
221> gty
222> (1) .. (20)
223> Mol Sk216
<400> 216
Gly Lys Pro Gly Ser Gly Lys Pro Gly Ser Gly Lys Pro Gly Ser Gly
1 5 10 15
Lys Pro Gly Ser
20
210> 217
211> 10
<212> PRT
213> NLF
<220>
221> gty
222> (1) ..(10)
223> IRk 217
400> 217
Gly Glu Pro Gly Ser Gly Glu Pro Gly Ser
1 5 10
210> 218
211> 20
<212> PRT
213> NLF
<220>
221> gty
222> (1) .. (20)
223> Mol SL218

<400> 218
Gly Glu Gly Gly Ser Gly Glu Gly Gly Ser Gly Glu Gly Gly Ser Gly
1 5 10 15
Glu Gly Gly Ser
20
<210> 219

203



CN 115023442 A F 5 * 85/111 T

211> 10
<212> PRT
213> NLF
<220>
Q221> Skl
222> (1) ..(10)
223> oSk 219
<400> 219
Gly Asp Pro Gly Ser Gly Asp Pro Gly Ser
1 5 10
<210> 220
211> 20
<212> PRT
213> NI
<220>
221> gty
222> (1) .. (20)
<223> AT SL220
<400> 220
Gly Asp Pro Gly Ser Gly Asp Pro Gly Ser Gly Asp Pro Gly Ser Gly
1 5 10 15
Asp Pro Gly Ser
20
210> 221
211> 9
<212> PRT
213> NLF¥
<220>
Q221> Skl
222> (1)..(©9
<223> H1G4 CDR-H1
<400> 221
Phe Thr Phe Ser Asn Tyr Gly Met Ser
1 5
210> 222
211> 10
<212> PRT
213> NLFH
<220>

204



CN 115023442 A F 5 * 86/111

221> gty

222> (1) .. (10)

<223> H1G4 CDR-H2

400> 222

Thr Ile Ser Gly Gly Gly Ser Asn Ile Tyr
1 5 10
210> 223

211> 9

<212> PRT

213> NLF

<220>

221> gty

222> (1)..(9

<223> H1G4 CDR-H3

<400> 223

Val Ser Tyr Tyr Tyr Gly Ile Asp Phe

1 5

210> 224

Q21> 11

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1 ..Q1D

<223> H1G4 CDR-L1

400> 224

Lys Ala Ser Gln Asp Val Thr Thr Ala Val Ala
1 5 10
210> 225

Q1> 7

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(D

<223> H1G4 CDR-L2

<400> 225
Trp Ala Ser Thr Arg His Thr
1 5

205



CN 115023442 A

.1l

87/111 I

210> 226
211> 9

<212> PRT

213> NLF
<220>

221> gty
222> (1)..(9)
<223> H1G4 CDR-L3
<400> 226

Gln GlIn His Tyr Thr Ile Pro Trp Thr

1 5
210> 227
211> 116
<212> PRT
213> NI
<220>
221> HhEk
222> (1) ..(116)
<223> H1G4 VH
<400> 227
Gln Val GIn Leu Val
1 5
Ser Leu Arg Leu Ser
20
Gly Met Ser Trp Ile
35
Ser Thr Ile Ser Gly
50
Lys Gly Arg Phe Thr
65
Leu GIn Met Asn Ser
85
Val Ser Tyr Tyr Tyr
100
Thr Val Ser Ser
115
<210> 228
<211> 108
<212> PRT

Glu
Cys
Arg
Gly
Ile
70

Leu

Gly

Ser
Ala
Gln
Gly
55

Ser

Arg

Ile

Gly
Ala
Ala

40

Ser

Gly
Ser
25

Pro
Asn
Asp

Glu

Phe
105

206

Gly
10

Gly
Gly
Ile
Asn
Asp

90
Trp

Leu
Phe
Lys
Tyr
Ala
75

Thr

Gly

Val
Thr
Gly
Tyr
60

Lys

Ala

Gln

Lys
Phe
Leu
45

Ala
Asn

Val

Gly

Pro
Ser
30

Glu
Asp
Ser

Tyr

Thr
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95

Ser

Gly
Tyr
Val
Val
Tyr
80

Cys

Val



CN 115023442 A

FF

.1l

%=

88/111 T

213>
220>
221>
222>
223> HIG4
<400> 228
Asp Ile Gln
1

Asp Arg Val

Val Ala Trp
35
Tyr Trp Ala
50
Ser Gly Ser
65
Glu Asp Phe

Thr Phe Gly

<210> 229
211> 9

<212> PRT
<213>
<220>
221>

223>
<400> 229

NILF5)

eI
1 .. (108

VL

Met

Thr

20

Tyr

Ser

Gly

Ala

Gly
100

NILF5

gh Mg
222> (1)..

9)

Thr

Ile

Gln

Thr

Thr

Thr

85
Gly

33B CDR-H1

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
His
55

Phe

Tyr

Lys

Pro

Lys

Pro

40

Thr

Thr

Cys

Leu

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Phe Arg Phe Ser Asn Tyr Gly Met Ser

1
<210> 230
211> 10
<212> PRT
<213>
<220>
221>

NILF5

ZER I

5

222>
223>

(1) .. @10
33B CDR-H2

207

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Leu

Gln

Ala

Pro

Ile

75

His

Lys

Ser
Asp
Pro
Ser
60

Ser

Tyr

Arg

Ala
Val
Lys
45

Arg

Ser

Thr

Ser

Thr
30
Leu

Phe

Leu

Ile

Val

15

Thr

Leu

Ser

Gln

Pro
95

Gly

Ala

Ile

Gly

Pro

80
Trp



CN 115023442 A F 5 * 89/111 T

<400> 230

Thr Ile Ser Gly Gly Gly Ser Asn Ala Tyr
1 5 10
210> 231

211> 9

<212> PRT

213> NLF¥

<220>

221> gty

222> (1)..(©9

<223> 33B CDR-H3

<400> 231

Thr Ser Tyr Tyr Tyr Gly Ile Asp Phe

1 5

210> 232

Q21> 11

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1 ..Q1D

<223> 33B CDR-L1

<400> 232

Lys Ala Ser Thr Asp Val Thr Thr Ala Val Ala
1 5 10
<210> 233

Q1> 7

<212> PRT

213> NLF

<220>

221> gty

222> (1) ..(D

<223> 33B CDR-L2

<400> 233

Trp Ala Ser Leu Arg His Thr

1 5

210> 234

211> 9

<212> PRT

208



CN 115023442 A

FF

.1l

2.3

90/111 7

<213>
<220>
221>
222>
223>
<400>

NILF5)

ZER I

..

9)

33B CDR-L3

234

Gln Gln His Tyr Gly Ile Pro Trp Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

235
116
PRT

NILF5)

gh M
(1)..116)
33B VH

235

Gln Val Gln Leu

1

Ser Leu

Gly Met

Ser Thr
50

Lys Gly

65

Leu Gln

Thr Ser

Thr Val

<210>
211>
<212>
<213>
<220>
221>

Arg

Ser
35
Tle

Arg
Met
Tyr
Ser
115
236

108
PRT

Leu
20

Trp
Ser
Phe
Asn
Tyr

100

Ser

NILF5

ZER I

5

Val

Ser

Ile

Gly

Thr

Ser

85
Tyr

Glu
Cys
Arg
Gly
Ile
70

Leu

Gly

Ser
Ala
Gln
Gly
55

Ser

Arg

Ile

Gly
Ala
Ala

40

Ser

Gly
Ser
25

Pro
Asn
Asp

Glu

Phe
105

209

Gly
10

Gly
Gly
Ala
Asn
Asp

90
Trp

Leu
Phe
Lys
Tyr
Ala
75

Thr

Gly

Val
Arg
Gly
Tyr
60

Lys

Ala

Gln

Lys
Phe
Leu
45

Ala
Asn

Val

Gly

Pro
Ser
30

Glu
Asp
Ser

Tyr

Thr
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95

Ser

Gly
Tyr
Val
Val
Tyr
80

Cys

Val



CN 115023442 A

FF

.1l

%=

91/111 I

222>
223>
<400>
Asp Tle
1

Asp Arg

Val Ala

Tyr Trp
50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

(1) ..(108)

33B VL

236

Gln Met Thr

5

Val Thr Ile
20

Trp Tyr Gln

35

Ala Ser Leu

Ser Gly Thr

Phe Ala Thr
85
Gly Gly Gly
100
237
9
PRT

NILF5

eI
..
66E CDR-H1
237

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
His
55

Phe

Tyr

Lys

Pro

Lys

Pro

40

Thr

Thr

Cys

Leu

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Phe Thr Phe Ser Asn Tyr Gly Met Ser

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

5
238

10

PRT
NTLF3

SE LI

(1) .. @10)
66E CDR-H2
238

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Thr Ile Ser Gly Gly Gly Ser Asn Ile Tyr

1

5

210

10

Leu

Thr

Ala

Pro

Ile

75

His

Lys

Ser
Asp
Pro
Ser
60

Ser

Tyr

Arg

Ala
Val
Lys
45

Arg

Ser

Gly

Ser

Thr
30
Leu

Phe

Leu

Ile

Val Gly
15
Thr Ala

Leu Ile
Ser Gly
Gln Pro

80

Pro Trp
95



CN 115023442 A F 5 * 92/111 T

<210> 239

211> 9

<212> PRT

213> NLF

<220>

221> gty

222> (1)..(9

<223> 66E CDR-H3

<400> 239

Val Ser Tyr Tyr Tyr Gly Ile Asp Leu
1 5

<210> 240

Q21> 11

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1 ..Q1D

<223> 66E CDR-L1

<400> 240

Lys Ala Lys Gln Asp Val Thr Thr Ala Val Ala
1 5 10
210> 241

Q1> 7

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(D

<223> 66E CDR-L2

400> 241

Trp Ala Ser Thr Arg His Thr
1 5

210> 242

211> 9

<212> PRT

213> NLF

<220>

221> gty

211



CN 115023442 A

.1l

93/111 7

222>

..

9)

<223> 66E CDR-L3

<400>

242

Gln GIn His Tyr Trp Ile Pro Trp Thr

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

243
116
PRT

NILF5

gh M
(1)..116)
66E VH

243

Gln Val Gln Leu

1

Ser Leu

Gly Met

Ser Thr
50

Lys Gly

65

Leu Gln

Val Ser

Thr Val

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Arg

Ser
35
Tle

Arg
Met
Tyr
Ser
115
244

108
PRT

Leu
20

Trp
Ser
Phe
Asn
Tyr

100

Ser

NILF5

2R
(1) .. (108)
66F VL

244

5

Val

Ser

Ile

Gly

Thr

Ser

85
Tyr

Glu
Cys
Arg
Gly
Ile
70

Leu

Gly

Ser
Ala
Gln
Gly
55

Ser

Arg

Ile

Gly
Ala
Ala

40

Ser

Gly
Ser
25

Pro
Asn
Asp

Glu

Leu
105

212

Gly
10

Gly
Gly
Ile
Asn
Asp

90
Trp

Leu
Phe
Lys
Tyr
Ala
75

Thr

Gly

Val
Thr
Gly
Tyr
60

Lys

Ala

Gln

Lys
Phe
Leu
45

Ala
Asn

Val

Gly

Pro
Ser
30

Glu
Asp
Ser

Tyr

Thr
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95

Ser

Gly
Tyr
Val
Val
Tyr
80

Cys

Val



CN 115023442 A

FF

.1l

%=

94/111 I

Asp Tle
1
Asp Arg

Val Ala

Tyr Trp
50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Gln
Val
Trp
35
Ala
Ser
Phe
Gly
245

9
PRT

Met
Thr
20

Tyr
Ser
Gly

Ala

Gly
100

NILF5)

ZER I

..

9)

Thr

Ile

Gln

Thr

Thr

Thr

85
Gly

711D CDR-HI

245

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
His
55

Phe

Tyr

Lys

Pro

Lys

Pro

40

Thr

Thr

Cys

Leu

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Phe Thr Phe Ser Asn Tyr Gly Met Ser

1

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

246
10
PRT

NILF5

ZER I

(1) .. @10

5

711D CDR-H2

246

Ser Leu
10
Lys Gln

Lys Ala

Val Pro

Thr Ile
75

Gln His

90

Ile Lys

Thr Ile Ser Gly Gly Gly Ser Asn Ile Tyr

1

<210>
211>
<212>

247
9
PRT

5

213

10

Ser
Asp
Pro
Ser
60

Ser

Tyr

Arg

Ala
Val
Lys
45

Arg

Ser

Trp

Ser

Thr
30
Leu

Phe

Leu

Ile

Val

15

Thr

Leu

Ser

Gln

Pro
95

Gly

Ala

Ile

Gly

Pro

80
Trp



CN 115023442 A F 5 * 95/111

213> NI

<220>

221> gty

222> (1)..(9

<223> 711D CDR-H3

400> 247

Ser Ser Tyr Tyr Tyr Gly Ile Asp Leu
1 5

<210> 248

Q21> 11

<212> PRT

213> ANLFH

<220>

Q221> Skl

222> (1 ..Q1D

<223> 711D CDR-L1

<400> 248

Lys Ala Ser Gln Asp Val Thr Asn Ala Val Ala
1 5 10
<210> 249

Q1> 7

<212> PRT

213> NLF¥

<220>

221> gty

222> (1) ..(D

<223> 711D CDR-L2

<400> 249

Trp Ala Ser Thr Arg His Thr
1 5

<210> 250

211> 9

<212> PRT

213> NLF

<220>

221> gty

222> (1)..(9

<223> 711D CDR-L3

<400> 250

214



CN 115023442 A

FF

.1l

96/111 7

Gln GIn His Tyr Thr Ile Pro Trp Thr

1
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val
1

Ser Leu

Gly Met

Ser Thr
50

Lys Gly

65

Leu Gln

Ser Ser

Thr Val

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

251
116
PRT

NILF5

gh M
(1) ..116)

711D
251
Gln

Arg
Ser
35
Tle
Arg
Met
Tyr
Ser
115
252

108
PRT

VH

Leu
Leu
20

Trp
Ser
Phe
Asn
Tyr

100

Ser

NILF5

eI
1 .. (108

711D
252

VL

5

Val

Ser

Ile

Gly

Thr

Ser

85
Tyr

Glu
Cys
Arg
Gly
Ile
70

Leu

Gly

Ser
Ala
Gln
Gly
55

Ser

Arg

Ile

Gly
Ala
Ala

40

Ser

Gly
Ser
25

Pro
Asn
Asp

Glu

Leu
105

Gly
10

Gly
Gly
Ile
Asn
Asp

90
Trp

Leu
Phe
Lys
Tyr
Ala
75

Thr

Gly

Val
Thr
Gly
Tyr
60

Lys

Ala

Gln

Lys
Phe
Leu
45

Ala
Asn

Val

Gly

Pro
Ser
30

Glu
Asp
Ser

Tyr

Thr
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95

Ser

Gly
Tyr
Val
Val
Tyr
80

Cys

Val

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

1

5

10

15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Val Thr Asn Ala

215



CN 115023442 A

FF

.1l

2.3

97/111 I

Val Ala Trp

35

Tyr Trp Ala

50

Ser Gly Ser

65

Glu Asp Phe

Thr Phe Gly

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val GIn Leu

1

Ser

Gly

Ser

Lys

65

Leu

Val

Thr

Pro

Val

Leu
Met
Thr
50

Gly
Gln
Ser
Val
Cys

130
Lys

253
580
PRT

20
Tyr

Ser

Gly

Ala

Gly
100

NILF5)

CHAIN

Gln

Thr

Thr

Thr

85
Gly

(1) .. (580)
PiPD1 HC -#23%- 2A3 (HCCEEBE)

253

Arg
Ser
35

Tle
Arg
Met
Tyr
Ser
115

Ser

Asp

Leu
20

Trp
Ser
Phe
Asn
Tyr
100
Ser

Arg

Tyr

Val
5
Ser
Tle
Gly
Thr
Ser
85
Tyr
Ala

Ser

Phe

Gln
Arg
Asp
70

Tyr

Thr

Glu

Cys

Arg

Gly

Ile

70

Leu

Gly

Ser

Thr

Pro

Lys
His
55

Phe

Tyr

Lys

Pro
40

Thr
Thr

Cys

Leu

25

Gly Lys Ala

Gly

Leu

Gln

Glu
105

Val

Thr

Gln

90
Ile

Ser Gly Gly Gly

Ala
Gln
Gly
55

Ser
Arg
Ile
Thr
Ser

135
Glu

Ala
Ala

40

Ser

Ala
Asp
Lys
120

Glu

Pro

Ser
25

Pro
Asn
Asp
Glu
Phe
105
Gly
Ser

Val

216

10
Gly

Gly

Ile

Asn

Asp

90

Trp

Pro

Thr

Thr

Pro
Tle
75

His

Lys

Leu

Phe

Lys

Tyr

Ala

75

Thr

Gly

Ser

Ala

Val

Pro
Ser
60

Ser

Tyr

Arg

Val
Thr
Gly
Tyr
60

Lys
Ala
Gln
Val
Ala

140

Ser

Lys
45
Arg

Ser

Thr

Lys
Phe
Leu
45

Ala
Asn
Val
Gly
Phe
125

Leu

Trp

30
Leu

Phe

Leu

Ile

Pro
Ser

30
Glu

Ser
Tyr
Thr
110
Pro

Gly

Asn

Leu

Ser

Gln

Pro
95

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Ser
Leu

Cys

Ser

Tle
Gly
Pro

80
Trp

Gly

Tyr

Val

Val

80

Cys

Val

Ala

Leu

Gly



CN 115023442 A

.1l

98/111 I

145

Ala Leu Thr

Gly
Gly
Lys
Cys
225
Pro
Cys
Trp
Glu
Leu
305
Asn
Gly
Glu
Tyr
Asn
385
Phe
Asn

Thr

Gly

Leu
Thr
Val
210
Pro
Lys
Val
Tyr
Glu
290
His
Lys
Gln
Met
Pro
370
Asn
Leu
Val

Gln

Gly
450

Tyr
Lys
195
Asp
Ala
Pro
Val
Val
275
Gln
Gln
Gly
Pro
Thr
355
Ser
Tyr
Tyr
Phe
Lys

435

Ser

Ser
Ser
180
Thr
Lys
Pro
Lys
Val
260
Asp
Phe
Asp
Leu
Arg
340
Lys
Asp
Lys
Ser
Ser
420

Ser

Gly

Gly
165
Leu
Tyr
Arg
Glu
Asp
245
Asp
Gly
Asn
Trp
Pro
325
Glu
Asn
Ile
Thr
Arg
405
Cys

Leu

Gly

150
Val

Ser

Thr

Val

Phe

230

Thr

Val

Val

Ser

Leu

310

Ser

Pro

Gln

Ala

Thr

390

Leu

Ser

Ser

Ser

His
Ser
Cys
Glu
215
Leu
Leu
Ser
Glu
Thr
295
Asn
Ser
Gln
Val
Val
375
Pro
Thr
Val

Leu

Gly
455

Thr
Val
Asn
200
Ser
Gly
Met
Gln
Val
280
Tyr
Gly
Tle
Val
Ser
360
Glu
Pro
Val
Met
Ser

440
Gln

Phe
Val
185
Val
Lys
Gly
Ile
Glu
265
His
Arg
Lys
Glu
Tyr
345
Leu
Trp
Val
Asp
His
425

Leu

Val

217

Pro
170
Thr
Asp
Tyr
Pro
Ser
250
Asp
Asn
Val
Glu
Lys
330
Thr
Thr
Glu
Leu
Lys
410
Glu

Gly

Gln

155
Ala

Val

His

Gly

Ser

235

Arg

Pro

Ala

Val

315

Thr

Leu

Cys

Ser

395

Ser

Ala

Lys

Leu

Val
Pro
Lys
Pro
220
Val
Thr
Glu
Lys
Ser
300
Lys
Tle
Pro
Leu
Asn
380
Ser
Arg
Leu

Gly

Val
460

Leu
Ser
Pro
205
Pro
Phe
Pro
Val
Thr
285
Val
Cys
Ser
Pro
Val
365
Gly
Asp
Trp
His
Ser

445
Glu

Gln
Ser
190
Ser
Cys
Leu
Glu
Gln
270
Lys
Leu
Lys
Lys
Ser
350
Lys
Gln
Gly
Gln
Asn
430

Gly

Ser

Ser
175
Ser
Asn
Pro
Phe
Val
255
Phe
Pro
Thr
Val
Ala
335
Gln
Gly
Pro
Ser
Glu
415
His
Gly

Gly

160

Ser
Leu
Thr
Pro
Pro
240
Thr
Asn
Arg
Val
Ser
320
Lys
Glu
Phe
Glu
Phe
400
Gly
Tyr

Ser

Gly



CN 115023442 A

.1l

2.3

99/111 I

Gly Val
465
Gly Gly

Gly Lys

Thr Tyr

Asn Ser
530

Asp Thr

545

Tyr Ser

Thr Val

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Asp Tle
1

Asp Arg

Val Ala

Tyr Trp
50

Ser Gly

65

Glu Asp

Thr Phe

Val
Ser
Glu
Tyr
515
Lys
Ala
Arg
Ser
254

214
PRT

Gln

Phe

500

Ala

Asn

Val

Ala

Ser
580

NILF5

CHAIN

Pro
Ser
485
Glu
Asp
Thr

Tyr

Gln
565

(1) .. (214
HIPD1 LC1 (HCCHR%E)

254
Gln

Val
Trp
35

Ala
Ser

Phe

Gly

Met
Thr
20

Tyr
Ser
Gly

Ala

Gly
100

Thr
5

Tle
Gln
Thr
Thr
Thr

85
Gly

Gly
470
Ser
Ser
Ser
Leu
Tyr

550
Trp

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Arg
Tyr
Val
Val
Tyr
535

Cys

Tyr

Ser
Cys
Lys
His
55

Phe

Tyr

Lys

Ser
Pro
Ala
Lys
520
Leu

Ala

Asp

Pro
Lys
Pro
40

Thr
Thr

Cys

Leu

Leu Arg Leu

Met
Ala
505
Gly
Gln

Ala

Tyr

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

218

Gly
490
Ile
Arg
Met

Arg

Trp
570

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

475
Trp

Ser

Phe

Asn

Thr

555
Gly

Leu
Gln
Ala
Pro
Tle
75

His

Lys

Ser
Phe
Ser
Thr
Ser
540

Ser

Gln

Ser
Asp
Pro
Ser
60

Ser

Tyr

Arg

Cys
Arg
Asp
Ile
525
Leu

Gly

Gly

Ala
Val
Lys
45

Arg
Ser

Thr

Thr

Ala

Gln

Leu

510

Ser

Val

Thr

Ser

Thr
30
Leu

Phe

Leu

Ile

Val
110

Ala

Ala

495

Arg

Ala

Gly

Leu
575

Val
15
Thr

Leu

Ser

Gln

Pro

95
Ala

Ser
480
Pro
Phe
Asp
Glu
Tyr

560
Val

Gly
Ala
Ile
Gly
Pro
80

Trp

Ala



CN 115023442 A

.1l

2.3

100/111 7

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Gln Val GIn Leu Val

1

Ser
Gly
Ser
Lys
65

Leu

Val

Thr

Leu
Met
Thr
50

Gly
Gln

Ser

Val

Val
115

Ser

Gln

Val

Leu

Glu
195
Arg

255
443
PRT

Phe
Val
Trp
Thr
Thr
180

Val

Gly

NILF5)

CHAIN
(1) .. (443)
$iPD1 HC1 (LCCE4E)

255

Arg
Ser
35

Tle
Arg
Met

Tyr

Ser
115

Leu
20

Trp
Ser
Phe
Asn
Tyr

100

Ser

Tle
Val
Lys
Glu
165
Leu

Thr

Glu

5

Ser
Ile
Gly
Thr
Ser
85

Tyr

Ala

Phe
Cys
Val
150
Gln
Ser
His

Cys

Glu

Cys

Arg

Gly

Ile

70

Leu

Gly

Ser

Pro
Leu
135
Asp
Asp

Lys

Gln

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Thr

Pro
120
Leu
Asn
Ser

Ala

Gly
200

Gly

Ala

Ala

40

Ser

Arg

Ala

Asp

Lys
120

Ser Asp Glu

Asn

Ala

Lys

Asp

185
Leu

Gly
Ser
25

Pro
Asn
Asp
Glu
Phe

105
Gly

219

Asn
Leu
Asp
170

Tyr

Ser

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Trp

Pro

Phe
Gln
155
Ser

Glu

Ser

Leu

Phe

Lys

Tyr

Ala

75

Thr

Gly

Ser

Gln
Tyr
140
Ser
Thr

Lys

Pro

Val

Thr

Gly

Tyr

60

Lys

Ala

Gln

Val

Leu
125
Pro
Gly
Tyr
His

Val
205

Lys

Phe

Leu

45

Ala

Asn

Val

Gly

Phe
125

Lys

Arg

Asn

Ser

Lys

190
Thr

Pro
Ser
30

Glu
Asp
Ser
Tyr
Thr

110

Pro

Ser
Glu
Ser
Leu
175

Val

Lys

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Ser

Leu

Gly
Ala
Gln
160
Ser

Tyr

Ser

Gly

Tyr

Val

Val

Tyr

80

Cys

Val

Ala
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.1l

%=

101/111 %

Pro
Val
145
Ala
Gly
Gly
Lys
Cys
225
Pro
Cys
Trp
Glu
Leu
305
Asn
Gly
Glu
Tyr
Asn
385
Phe

Asn

Thr

Cys
130
Lys
Leu
Leu
Thr
Val
210
Pro
Lys
Val
Tyr
Glu
290
His
Lys
Gln
Met
Pro
370
Asn
Leu

Val

Gln

Ser

Asp

Thr

Tyr

Lys

195

Asp

Ala

Pro

Val

Val

275

Gln

Gln

Gly

Pro

Thr

355

Ser

Tyr

Tyr

Phe

Lys

Arg
Tyr
Ser
Ser
180
Thr
Lys
Pro
Lys
Val
260
Asp
Phe
Asp
Leu
Arg
340
Lys
Asp
Lys
Ser
Ser

420

Ser

Ser
Phe
Gly
165
Leu
Tyr
Arg
Glu
Asp
245
Asp
Gly
Asn
Trp
Pro
325
Glu
Asn
Ile
Thr
Arg
405

Cys

Leu

Thr

Pro

150

Val

Ser

Thr

Val

Phe

230

Thr

Val

Val

Ser

Leu

310

Ser

Pro

Gln

Ala

Thr

390

Leu

Ser

Ser

Ser
135
Glu
His
Ser
Cys
Glu
215
Leu
Leu
Ser
Glu
Thr
295
Asn
Ser
Gln
Val
Val
375
Pro
Thr

Val

Leu

Glu

Pro

Thr

Val

Asn

200

Ser

Gly

Met

Gln

Val

280

Tyr

Gly

Ile

Val

Ser

360

Glu

Pro

Val

Met

Ser

Ser Thr Ala

Val
Phe
Val
185
Val
Lys
Gly
Ile
Glu
265
His
Arg
Lys
Glu
Tyr
345
Leu
Trp
Val
Asp
His
425

Leu

220

Thr
Pro
170
Thr
Asp
Tyr
Pro
Ser
250
Asp
Asn
Val
Glu
Lys
330
Thr
Thr
Glu
Leu
Lys
410

Glu

Gly

Val
155
Ala
Val
His
Gly
Ser
235
Arg
Pro
Ala
Val
Tyr
315
Thr
Leu
Cys
Ser
Asp
395
Ser

Ala

Lys

Ala
140
Ser
Val
Pro
Lys
Pro
220
Val
Thr
Glu
Lys
Ser
300
Lys
Tle
Pro
Leu
Asn
380
Ser

Arg

Leu

Leu
Trp
Leu
Ser
Pro
205
Pro
Phe
Pro
Val
Thr
285
Val
Cys
Ser
Pro
Val
365
Gly
Asp

Trp

His

Gly
Asn
Gln
Ser
190
Ser
Cys
Leu
Glu
Gln
270
Lys
Leu
Lys
Lys
Ser
350
Lys
Gln
Gly

Gln

Asn
430

Cys
Ser
Ser
175
Ser
Asn
Pro
Phe
Val
255
Phe
Pro
Thr
Val
Ala
335
Gln
Gly
Pro
Ser
Glu

415
His

Leu
Gly
160
Ser
Leu
Thr
Pro
Pro
240
Thr
Asn
Arg
Val
Ser
320
Lys
Glu
Phe
Glu
Phe
400

Gly

Tyr
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102/111 1

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Asp Ile Gln Met Thr Gln

1
Asp

Val

Tyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Ser

Arg
Ala
Trp

50
Gly

Phe
Ser
Ala
130
Val
Ser
Thr
Cys
Asn

210
Gly

435
256
351
PRT

NILF5)

CHAIN
(1) .. @351)
PiPD1 LC-$23k-2A3 (LCCHR%E)

256

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Ser
Gln
Val
Leu
Glu
195

Arg

Gln

Thr
20

Tyr
Ser
Gly
Ala
Gly
100
Phe
Val
Trp
Thr
Thr
180
Val

Gly

Val

5
Ile

Gln

Thr

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

Gln

Thr

Gln

Arg

Asp

70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Leu

Ser
Cys
Lys
His
55

Phe
Tyr
Lys
Pro
Leu
135
Asp
Asp
Lys
Gln
Gly

215
Val

Pro
Lys
Pro
40

Thr
Thr
Cys
Leu
Pro
120
Leu
Asn
Ser
Ala
Gly
200

Ser

Glu

Ser
Ala
25

Gly
Gly
Leu
Gln
Glu
105
Ser
Asn
Ala
Lys
Asp
185
Leu
Gly

Ser

221

Ser
10

Ser
Lys
Val
Thr
Gln
90

Tle
Asp
Asn
Leu
Asp
170
Tyr
Ser

Gly

Gly

Leu

Gln

Ala

Pro

Ile

75

His

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser

Gly

Ser
Asp
Pro
Ser
60

Ser
Tyr
Arg
Gln
Tyr
140
Ser
Thr
Lys
Pro
Gly

220
Gly

Ala
Val
Lys
45

Arg
Ser
Thr
Thr
Leu
125
Pro
Gly
Tyr
His
Val
205

Gly

Val

Ser
Thr
30

Leu
Phe
Leu
Tle
Val
110
Lys
Arg
Asn
Ser
Lys
190
Thr

Ser

Val

Val
15

Thr
Leu
Ser
Gln
Pro
95

Ala
Ser
Glu
Ser
Leu
175
Val
Lys

Gly

Gln

Gly

Ala

Ile

Gly

Pro

80

Trp

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

Gly

Pro
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225
Gly Arg

Ser Tyr

Ser Val

Ser Val
290

Leu Tyr

305

Tyr Cys

Trp Tyr

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

Ser Leu

Pro Met
260

Ala Ala

275

Lys Gly

Leu Gln

Ala Ala

Asp Tyr
340

257

580

PRT

NILF5

CHAIN

Arg
245
Gly
Ile
Arg
Met
Arg

325
Trp

(1) .. (580)
2A3-33L-HiPD1 HC (HCNEE%%)

257

Gln Val Gln Leu Val

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

Arg Leu
20

Gly Trp

35

Ile Ser

Arg Phe

Met Asn

Arg Thr

100
Trp Gly

5

Ser

Phe

Ser

Thr

Ser

85

Ser

Gln

230
Leu

Trp
Ser
Phe
Asn
310

Thr

Gly

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Gly

Ser
Phe
Ser
Thr
295
Ser

Ser

Gln

Ser

Ala

Gln

Leu

95

Ser

Arg

Val

Thr

Cys

Arg

280

Ile

Leu

Gly

Gly

Gly

Ala

Ala

40

Arg

Arg

Ala

Gly

Leu

Ala
Gln
265
Leu
Ser
Arg

Val

Thr
345

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr
105

Val

222

Ala
250
Ala
Arg
Arg
Ala
Gly

330
Leu

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr

Thr

235

Ser
Pro
Phe
Asp
Glu
315

Tyr

Val

Val

Gly

Lys

Tyr

Ser

75

Thr

Ser

Val

Gly
Gly
Thr
Asn
300
Asp

Tyr

Thr

Val

Ser

Glu

Tyr

60

Lys

Ala

Arg

Ser

Gly
Lys
Tyr
285
Ser
Thr

Ser

Val

Gln

Phe

Arg

45

Ala

Asn

Val

Ala

Ser

Ser
Glu
270
Tyr
Lys
Ala

Arg

Ser
350

Pro

Ser
30
Glu

Asp

Thr

Tyr

Gln

110
Gly

Phe
255
Arg
Ala
Asn
Val
Ala

335

Ser

Gly
15

Ser
Ser
Ser
Leu
Tyr
95

Trp

Ser

240

Ser

Glu

Asp

Thr

Tyr

320
Gln

Arg

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly



CN 115023442 A

.1l

104/111 7

Gly
Gly
145
Ala
Ala
Ser
Arg
Ala
225
Asp
Lys
Glu
Pro
Thr
305
Val
Asn
Ser
Gly
Met
385

Gln

Val

Ser
130
Gly
Ser
Pro
Asn
Asp
210
Glu
Phe
Gly
Ser
Val
290
Phe
Val
Val
Lys
Gly
370
Tle

Glu

His

115
Gly

Gly
Gly
Gly
Ile
195
Asn
Asp
Trp
Pro
Thr
275
Thr
Pro
Thr
Asp
Tyr
355

Pro

Ser

Asn

Gly
Leu
Phe
Lys
180
Tyr
Ala
Thr
Gly
Ser
260
Ala
Val
Ala
Val
His
340
Gly
Ser
Arg

Pro

Ala
420

Ser
Val
Thr
165
Gly
Tyr
Lys
Ala
Gln
245
Val
Ala
Ser
Val
Pro
325
Lys
Pro
Val
Thr
Glu

405
Lys

Gly
Lys
150
Phe
Leu
Ala
Asn
Val
230
Gly
Phe
Leu
Trp
Leu
310
Ser
Pro
Pro
Phe
Pro
390

Val

Thr

Gly
135
Pro
Ser
Glu
Asp
Ser
215
Tyr
Thr
Pro
Gly
Asn
295
Gln
Ser
Ser
Cys
Leu
375
Glu

Gln

Lys

120

Ser

Gly

Asn

Ser
200
Leu

Ser
Leu
Cys
280
Ser
Ser
Ser
Asn
Pro
360
Phe
Val

Phe

Pro

Gly
Gly
Tyr
Val
185
Val
Tyr
Cys
Val
Ala
265
Leu
Gly
Ser
Leu
Thr
345
Pro
Pro
Thr

Asn

Arg
425

223

Gln
Ser
Gly
170
Ser
Lys
Leu
Val
Thr
250
Pro
Val
Ala
Gly
Gly
330
Lys
Cys
Pro
Cys
Trp

410
Glu

Val
Leu
155
Met
Thr
Gly
Gln
Ser
235
Val
Cys
Lys
Leu
Leu
315
Thr
Val
Pro
Lys
Val
395

Tyr

Glu

Gln
140
Arg
Ser
Ile
Arg
Met
220
Tyr
Ser
Ser
Asp
Thr
300
Tyr
Lys
Asp
Ala
Pro
380
Val

Val

Gln

125
Leu

Leu
Trp
Ser
Phe
205
Asn
Tyr
Ser
Arg
Tyr
285
Ser
Ser
Thr
Lys
Pro
365
Lys
Val

Asp

Phe

Val
Ser
Tle
Gly
190
Thr
Ser
Tyr
Ala
Ser
270
Phe
Gly
Leu
Tyr
Arg
350
Glu
Asp
Asp

Gly

Asn
430

Glu
Cys
Arg
175
Gly
Tle
Leu
Gly
Ser
255
Thr
Pro
Val
Ser
Thr
335
Val
Phe
Thr
Val
Val

415

Ser

Ser
Ala
160
Gln

Gly

Ser

Tle
240
Thr
Ser
Glu
His
Ser
320
Cys
Glu
Leu
Leu
Ser
400

Glu

Thr
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Tyr
Gly
Tle
465
Val
Ser
Glu
Pro
Val
545

Met

Ser

Arg
Lys
450
Glu
Tyr
Leu
Trp
Val
530
Asp
His

Leu

210>
211>
212>
213>
220>
221>
222>
223>
<400>
Asp Ile GIn Met Thr Gln Ser

1

Val
435
Glu
Lys
Thr
Thr
Glu
515
Leu
Lys
Glu
Gly
258

214
PRT

Val

Tyr

Thr

Leu

Cys

500

Ser

Asp

Ser

Ala

Lys
580

NILF5

CHAIN

Ser

Lys

Ile

Pro

485

Leu

Asn

Ser

Arg

Leu
565

(1) .. (214
HIPD1 LC2 (HCONRR4E)

258

5

Asp Arg Val Thr Ile

20

Val Ala Trp Tyr Gln

35

Tyr Trp Ala Ser Thr

50

Ser Gly Ser Gly Thr

65

Val Leu

Cys Lys

455
Ser Lys
470

Pro Ser

Val Lys

Gly Gln

Asp Gly

535
Trp Gln
550

His Asn

Thr Cys

Gln Lys

Arg His

55
Asp Phe
70

Thr
440
Val
Ala
Gln
Gly
Pro
520
Ser

Glu

His

Pro
Lys
Pro
40

Thr

Thr

Val

Ser

Lys

Glu

Phe

505

Glu

Phe

Gly

Tyr

Ser
Ala
25

Gly

Gly

Leu

224

Leu

Asn

Gly

Glu

490

Tyr

Asn

Phe

Asn

Thr
570

Ser
10

Ser
Lys

Val

Thr

His

Lys

Gln

475

Met

Pro

Asn

Leu

Val

555
Gln

Leu

Gln

Ala

Pro

Ile
75

Gln
Gly
460
Pro
Thr
Ser
Tyr
Tyr
540

Phe

Lys

Ser

Asp

Pro

Ser

60

Ser

Asp
445
Leu
Arg
Lys
Asp
Lys
525
Ser

Ser

Ser

Ala
Val
Lys
45

Arg

Ser

Trp

Pro

Glu

Asn

Ile

510

Thr

Arg

Cys

Leu

Ser

Thr
30
Leu

Phe

Leu

Leu

Ser

Pro

Gln

495

Ala

Thr

Leu

Ser

Ser
575

Val

15

Thr

Leu

Ser

Gln

Asn
Ser
Gln
480
Val
Val
Pro
Thr
Val

560
Leu

Gly

Ala

Ile

Gly

Pro
80
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Glu Asp

Thr Phe

Pro Ser

Thr Ala
130

Lys Val

145

Glu Ser

Ser Thr

Ala Cys

Phe Asn
210
210>
211>
212>
213>
220>
221>
222>
223>
<400>

Phe

Gly

Val
115

Ser

Gln

Val

Leu

Glu
195
Arg

259
443
PRT

Ala
Gly
100
Phe
Val
Trp
Thr
Thr
180

Val

Gly

NILF5)

CHAIN
(1) .. (443)
HiPD1 HC2 (LCNE4%)

259

Thr
85

Gly
Tle
Val
Lys
Glu
165
Leu

Thr

Glu

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ser Thr
50

Lys Gly

65

Leu Gln

5

Arg Leu Ser

20

Ser Trp Ile

35

Ile Ser Gly

Arg Phe Thr

Met Asn Ser

85

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Glu

Cys

Arg

Gly

Ile

70
Leu

Tyr

Lys

Pro

Leu

135

Asp

Lys

Gln

Ser
Ala
Gln
Gly
55

Ser

Arg

Cys

Leu

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Gly
Ala
Ala
40

Ser

Arg

Ala

Gln GIn His

Glu
105
Ser
Asn
Ala
Lys
Asp

185
Leu

Gly
Ser
25

Pro
Asn

Asp

Glu

225

90
Ile

Asp
Asn
Leu
Asp
170

Tyr

Ser

Gly
10

Gly
Gly
Ile

Asn

Asp
90

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Leu

Phe

Lys

Tyr

Ala

75
Thr

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

Val
Thr
Gly
Tyr
60

Lys

Ala

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Lys
Phe
Leu
45

Ala

Asn

Val

Tle
Val
110
Lys
Arg
Asn
Ser
Lys

190
Thr

Pro
Ser
30

Glu
Asp

Ser

Tyr

Pro
95

Ala
Ser
Glu
Ser
Leu
175

Val

Lys

Gly
15

Asn
Trp
Ser

Leu

Tyr
95

Trp

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

Gly

Tyr

Val

Val

Tyr

80
Cys
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Val
Thr
Pro
Val
145
Ala
Gly
Gly
Lys
Cys
225
Pro
Cys
Trp
Glu
Leu
305
Asn
Gly
Glu
Tyr
Asn

385
Phe

Ser
Val
Cys
130
Lys
Leu
Leu
Thr
Val
210
Pro
Lys
Val
Tyr
Glu
290
His
Lys
Gln
Met
Pro
370

Asn

Leu

Tyr
Ser
115
Ser
Asp
Thr
Tyr
Lys
195
Asp
Ala
Pro
Val
Val
275
Gln
Gln
Gly
Pro
Thr
355
Ser

Tyr

Tyr

Tyr
100
Ser
Arg
Tyr
Ser
Ser
180
Thr
Lys
Pro
Lys
Val
260
Asp
Phe
Asp
Leu
Arg
340
Lys
Asp

Lys

Ser

Tyr

Ala

Ser

Phe

Gly

165

Leu

Tyr

Arg

Glu

Asp

245

Asp

Gly

Asn

Trp

Pro

325

Glu

Asn

Ile

Thr

Arg

Gly
Ser
Thr
Pro
150
Val
Ser
Thr
Val
Phe
230
Thr
Val
Val
Ser
Leu
310
Ser
Pro
Gln
Ala
Thr

390
Leu

Tle
Thr
Ser
135
Glu
His
Ser
Cys
Glu
215
Leu
Leu
Ser
Glu
Thr
295
Asn
Ser
Gln
Val
Val
375

Pro

Thr

Asp
Lys
120
Glu
Pro
Thr
Val
Asn
200
Ser
Gly
Met
Gln
Val
280
Tyr
Gly
Tle
Val
Ser
360
Glu

Pro

Val

Phe
105
Gly
Ser
Val
Phe
Val
185
Val
Lys
Gly
Tle
Glu
265
His
Arg
Lys
Glu
Tyr
345
Leu
Trp
Val

Asp

226

Trp

Pro

Thr

Thr

Pro

170

Thr

Asp

Tyr

Pro

Ser

250

Asp

Asn

Val

Glu

Lys

330

Thr

Thr

Glu

Leu

Lys

Gly
Ser
Ala
Val
155
Ala
Val
His
Gly
Ser
235
Arg
Pro
Ala
Val
Tyr
315
Thr
Leu
Cys
Ser
Asp

395

Ser

Gln
Val
Ala
140
Ser
Val
Pro
Lys
Pro
220
Val
Thr
Glu
Lys
Ser
300
Lys
Tle
Pro
Leu
Asn
380

Ser

Arg

Gly
Phe
125
Leu
Trp
Leu
Ser
Pro
205
Pro
Phe
Pro
Val
Thr
285
Val
Cys
Ser
Pro
Val
365
Gly

Asp

Trp

Thr
110
Pro
Gly
Asn
Gln
Ser
190
Ser
Cys
Leu
Glu
Gln
270
Lys
Leu
Lys
Lys
Ser
350
Lys
Gln

Gly

Gln

Ser

Leu

Cys

Ser

Ser

175

Ser

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Val

Ala

335

Gln

Gly

Pro

Ser

Glu

Val
Ala
Leu
Gly
160
Ser
Leu
Thr
Pro
Pro
240
Thr
Asn
Arg
Val
Ser
320
Lys
Glu
Phe
Glu
Phe

400
Gly
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405

410

415

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr

420

425

Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

435
260
351
PRT

NILF5

CHAIN
(1) .. @351)
2A3-353L-HiPD1 LC (LCN#2%%)

260

Gln Val Gln Leu

1

Ser Leu

Pro Met

Ala Ala
50

Lys Gly

65

Leu Gln

Ala Ala

Asp Tyr

Gly Ser
130

Pro Ser

145

Lys Ala

Pro Gly

Thr Gly

Arg
Gly

35
Ile

Met

Arg

Trp

115

Gly

Ser

Ser

Lys

Val

Leu
20

Trp
Ser
Phe

Asn

Thr
100
Gly

Gly

Leu

Gln

Ala

180

Pro

Val
5
Ser
Phe
Ser
Thr
Ser
85
Ser
Gln
Ser
Ser
Asp
165

Pro

Ser

Glu
Cys
Arg
Asp
Ile
70

Leu
Gly
Gly
Gly
Ala
150
Val

Lys

Arg

Ser
Ala
Gln
Leu
55

Ser
Arg
Val
Thr
Gly
135
Ser
Thr

Leu

Phe

440

Gly
Ala
Ala
40

Arg
Arg
Ala
Gly
Leu
120
Ser
Val
Thr

Leu

Ser

Gly
Ser
25

Pro
Phe
Asp
Glu
Tyr
105
Val
Gly
Gly
Ala
Ile
185

Gly

227

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr
Thr
Asp
Asp
Val
170

Tyr

Ser

Val

Gly

Lys

Tyr

Ser

75

Thr

Ser

Val

Ile

155

Ala

Trp

Gly

Val
Ser
Glu
Tyr
60

Lys
Ala
Arg
Ser
Gln
140
Val
Trp

Ala

Ser

Gln
Phe
Arg
45

Ala
Asn
Val
Ala
Ser
125

Met

Thr

Ser

Gly

430

Pro
Ser

30
Glu

Thr
Tyr
Gln
110
Gly
Thr
Ile
Gln
Thr

190
Thr

Gly
15

Ser
Ser
Ser
Leu
Tyr
95

Trp
Ser
Gln
Thr
Gln
175

Arg

Asp

Val

Val

80

Cys

Tyr

Gly

Ser

Cys

160

Lys

His

Phe
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Thr Leu
210

Cys Gln

225

Leu Glu

Pro Ser

Leu Asn

Asn Ala
290

Ser Lys

305

Ala Asp

Gly Leu

<210>
211>
<212>
<213>
<220>
221>
222>
223>
<400>

195
Thr

Gln

Ile

Asp

Asn

275

Leu

Asp

Tyr

Ser

261

244
PRT

Ile Ser

His Tyr

Lys Arg
245

Glu Gln

260

Phe Tyr

Gln Ser
Ser Thr
Glu Lys

325

Ser Pro
340

NILF5

I

..

(244)

ATIGITZ ik

261

Met Arg Trp Cys Leu

1

5

Pro Leu Ala Ser Gly

Ile Ser

Ser Thr
50

Ala
35
Thr

20
Glu Lys

Ala Gln

Leu Leu Ala Ile Cys

65
Phe Lys

Asp

Arg Val

Ser
Thr
230
Thr
Leu
Pro
Gly
Tyr
310
His

Val

Leu

Met

Gly

Val

Asn

70
Ala

Leu
215
Tle
Val
Lys
Arg
Asn
295
Ser

Lys

Thr

Leu
Met
Gly
Thr
55

Ala

Pro

200
Gln

Pro

Ala

Ser

Glu

280

Ser

Leu

Val

Lys

Tle
Thr
Ser
40

Gln

Asp

Gly

Pro

Trp

Ala

Gly

265

Ala

Gln

Ser

Tyr

Ser
345

Trp
Gly
25

Tle
Val
Leu

Pro

228

Glu Asp

Thr Phe
235

Pro Ser

250

Thr Ala

Lys Val

Glu Ser

Ser Thr
315

Ala Cys

330

Phe Asn

Ala Gln
10
Thr Tle

Ile Leu

Asn Trp

Gly Trp

75
Gly Leu

Phe
220
Gly
Val
Ser
Gln
Val
300
Leu

Glu

Arg

Gly
Glu
Gln
Glu
60

His

Gly

205
Ala

Gly

Phe

Val

Trp

285

Thr

Thr

Val

Gly

Leu
Thr
Cys
45

Gln

Ile

Leu

Thr

Gly

Ile

Val

270

Lys

Glu

Leu

Thr

Glu
350

Arg
Thr
30

His
Gln

Ser

Thr

Tyr
Thr
Phe
255
Cys
Val
Gln
Ser
His

335
Cys

Gln
15

Gly
Leu
Asp

Pro

Leu

Tyr
Lys
240
Pro
Leu
Asp
Asp
Lys

320
Gln

Ala

Asn

Ser

Gln

Ser

80
Gln
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Ser Leu Thr

Tyr

Ser

Ala

145

Val

Gly

Ala

Gly

Tyr
225

Pro
Ser
130
Met
Ala
Asp
Pro
Leu

210
Phe

Asp
115
Val
Ala
Leu
Leu
Ser
195

Cys

Asn

Thr Glu Thr
210>
211>
212>
213>
220>
221>
222>
223>
<400>
Met Arg Trp Cys Leu Leu

1

262
138
PRT

Val
100
Gly
Ala
Ala
Thr
Arg
180
Pro
Gly

Val

Gly

NILF5

gh Mg
(1) ..(138)
ATIGITZ KHIECD

262

85

Asn

Thr

Glu

Thr

Arg

165

Arg

Pro

Glu

Leu

5

Asp

Tyr

His

Leu

150

Lys

Lys

Gly

Gln

Ser
230

Pro Leu Ala Ser Gly Met

20

Ile Ser Ala Glu Lys Gly

35

Ser Thr Thr Ala Gln Val

50

Leu Leu Ala Ile Cys Asn

65

70

Thr
Thr
Gly
135
Val
Lys
Ser
Ser
Arg

215
Tyr

Leu

Met

Gly

Thr

55
Ala

Gly
Gly
120
Ala
Val
Lys
Ala
Cys
200

Gly

Arg

Tle
Thr
Ser
40

Gln

Asp

Glu
105
Arg
Arg
Tle
Ala
Gly
185
Val

Glu

Ser

Trp
Gly
25

Ile

Val

Leu

229

90
Tyr Phe

Ile Phe
Phe Gln
Cys Thr
155
Leu Arg
170
Gln Glu
Gln Ala

Asp Cys

Leu Gly
235

Ala Gln
10

Thr Tle
Ile Leu

Asn Trp

Gly Trp

Cys
Leu
Ile
140
Ala
Ile
Glu
Glu
Ala

220

Asn

Gly

Glu

Gln

Glu

60
His

Tle
Glu
125
Pro

Val

His

Ala
205
Glu

Cys

Leu
Thr
Cys
45

Gln

Ile

Tyr
110
Val
Leu
Tle
Ser
Ser
190
Ala

Leu

Ser

Thr
30

His
Gln

Ser

95
His

Leu

Leu

Val

Val

175

Pro

Pro

His

Phe

Gln
15

Gly
Leu

Asp

Pro

Thr

Glu

Gly

Val

160

Glu

Ser

Ala

Asp

Phe
240

Ala

Asn

Ser

Gln

Ser
80
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Phe Lys Asp Arg Val Ala Pro Gly Pro Gly Leu Gly Leu Thr Leu Gln
85 90 95
Ser Leu Thr Val Asn Asp Thr Gly Glu Tyr Phe Cys Ile Tyr His Thr
100 105 110
Tyr Pro Asp Gly Thr Tyr Thr Gly Arg Ile Phe Leu Glu Val Leu Glu
115 120 125
Ser Ser Val Ala Glu His Gly Ala Arg Phe
130 135

230



CN 115023442 A i’% HH :I:; Bﬁ 1/21 10

'g - £# Ab1
j - 2B7
s |
o - 161
'-,".-, -+ 1C12
>
= - 3066
§ o 2B10
LEL o 3G7
-4 3F10
K1A
15000 -
-}
(- =]
< 12000+
[
3
T 9000+
4+}
5 s000 - 1G1
< * 1C12
"E" 3000- = 13H11
-+ 15A5
0

VHH

K1c

231



CN 115023442 A W OB BB 2/21 T

5l
o
- 3
o
3
1
—
<
(&
Z
0 L | ]
dix Q-Q’\ Q& LN O '@Q
FARKE, oM
K2A
30000 -
ol 25000 - - A% Abl
&  20000-
~
i‘;; 15000 -
¥ 10000-
—_
<
= 5000-
0 T 1
N N, N N Q Q
O Q-Q Q N N

FARKE, nM

<28

232



CN 115023442 A

" PR BB

3/21 T

% 12000
.
I5 n
3 9000-
o
T 6000
o
< 3000
™
E O T T T T Ll 1
NN N NS @
FARKE, nM
- 1C12-4: 4
-~ 1C12 (F-EREF)
-+ 1C12 (F-EREW)
-+ 1C12 (F-GLEW)
K3A
—~ 12000
g .
S 9000+
o
'S 6000-
>
o
< 3000
™
e 0 . .
Q-Qd\ Q‘d\ o H‘ N -\Q’Q
HARKE, nM
1G1 #£ &

1G1 (F-G-ERES)
1G1 (F-A-ERES)
1G1 (F-A-EREW)
1G1 (F-A-GLEW)

Pttt d e

438

233



CN 115023442 A W OB BB 4/21 T

15000+
el
"o 12000+
ﬁ/‘\ -- 1C12- #4&
*:3 D 9000+ -+ 1C12-1 (F-EREF)
’;Eﬂg -+ 1C12-2 (F-EREW)
~ 6000 = 1C12-3 (F-GLEW)
= - £%AbI
7. 3000{ .
N (N N Q Q
S o NS
FARKRE, sM
F4A
15000
ki ¥ 1C12- #4
:_; 12000+ - W
~ 1-(F-G-
%5 9000 - 1G1-(F-G-ERES)
) é -4 1G1-(F-A-ERES)
ﬂl_ﬂv 6000- O 1G1-(F-A-EREW)
é & 1G1-(F-A-GLEW)
7. 3000-
N
S o N '@Q
FARKRE, sM
4B

234



CN 115023442 A i’% HH :I:; Bﬁ 5/21 71

4 ta i 4% 4 Ao FLBFELISA#) 48 X

ot
(2]
1

e 7B11

5B CﬂAﬂ]

e 2A5®
1041 > 069 e6Dse 2C5
C1

595010 e 6811

D12

0.14

%LHf ELISA (IC50)
o

®2A

0.0 ] T ] I 1
0.00 001 0.02 0.03 0.04 0.05

2ampptt4 (EC50)

K5
- A8
<o 4- - 1C7
4 - 1D11
A ~ 34 - 2A3
B E - AL
— & 24 -o- 5E8
I v - BB11
E 8 -4 6E9
o 11 -2 6F12
Alp -~ 7B11
ﬂ T T T T T T T 1 - D12
25 45 50 55 60 65 70 75 g 7Fe

=R, °C
& 6A

235



i B PO &

CN 115023442 A 6/21 71
-+ 1A8
° 100+ - 1C7
% oo
o] >
9 L0l ~ 6B11
Z‘ -+ 6E9
5 =
0 T T T T T T - D12
25 45 50 55 60 65 70 g 7F6
=E, °C
6B
2.5+ 1
| 2A3-Fc
2.0- i
2A3-Fc l
1.5+
E
104 | o
_____ _
0.5- g
0.0 — T j T |
0 300 600 900 1200 1500
B (F5)
& 7A

236



CN 115023442 A

" PR BB

7/21 T

nm

nm

3.0
2.9
2.0
1.5
1.0
0.5-

£ Ab2

0.0
0

2.5
2.0
1.5
1.0
0.5+

I 1 1 | |
300 600 900 1200
R (A7)

K78

£# Ab 1

2A3-Fc l

———— e ¥

1
1500

0.0
0

| 1 | 1
300 600 900 1200
Bt iE ()

£ 7C

237

1
1500



CN 115023442 A

" PR BB

8/21 T

2071 o miFe
164 -5 #FAb2
E 'Y
E 12{ - #PDLI
w
-t
o 0.8-
o
0.4-
0.0
N N . N N LY )
S o . N
Q@ Q'Q@ Q@ Q° N
o
FARRE, pg/ml
| 8A
159 & ke
1.24 & £#Ab2 fﬂ:&]
= y,
= - 5
E 0.9 #-PDLI1
w
-+
a 0.6
o
0.3
0.0+—8= - = —

S M o
& & & o

OD 450nm

PR E, pg/ml
%] 8B
307 o seoLi
251 o 2n3Fc }’Q—U
2.04 9 F. & TIGIT ref
1.5
1.0
0.5
g_o-_lzlﬁ_/,—_a;nfé
N, M, M, N, LY LY ,\Q
Q@@ QPQQ “'@ e
FAARIKRE, pg/ml
K8C

238



CN 115023442 A

" PR BB

9/21 T

MFI (AlexaFlour 488)

60000
-© 2A3-Fc
450004 - 2A3-LT-Fc
30000
15000
0 T T T T 1
N N N N QS QS
RARKE, nM
5 100009 o oA3-Fc
g 80004 =+ 2A3-LT-Fc
M 6000-
e
% 4000~
|6
Z 2000
0 | 1 | 1 1
Q-@\ 09\ o> N o xQQ
FARKE, nM
K9
40000 -
o - 2A3LT-Fe
(==} oo
T 300004 B £FAb2 i‘jﬂ"‘
3 /
I* 20000
3
< 10000+ y/
[T .—y/
: D‘_.—ia::ﬁ‘&’//l T T 1
. Sﬁ\ Q‘Qd\ Qp\ b_‘\ LY I\Q \QQ
FARKE, nM
K 10A

239



CN 115023442 A iﬁ' HH :I:; Bﬁ 10/21 11

1)

120000 +

. -o 2A3-Fc
= & £% Ab2 e
é 90000
# 60000~
2 30000
& 3
2z
0 T T T T 1
BQQN QQ.‘ “l\ LS e 'sﬁ
ARKE, nM
K108
sl 2A3LT-F
1600- - Y s
= 1400- ¥ 55 A2
..E’ 1200 - -+ 3. PD1
Q  1000- ~-  #t HER2
o 800-
[ ]
- 600-
400-
200 . : :

0.0001 0.001 0.01 01 1 10 100

240



CN 115023442 A

i

BH B M

11/21 71

h-FcyRIITA

4+

-0

A

(=]

2A3LT-Fc
0.5'_‘
041 .
021/
v
0.0 T —T T 1
0 100 200 300 400 500

BHE ()

h-FcyRIIB £ 4

0257

E 0.154 |

0.104
0.05 :'. ™

0.00+—————
0 100 200 300
wHiE (£)

m- FcyRIV £ 4

2A3-LT-Fc

e
400 500

1.2- =
081 /

E . | N,

c |'. Y T
044 N
W

0

1
100 2

00 300

i) (#)

1.2
0.8

)

0.0+—

0

0.0+

400 500

B (#))

2A3-LT-Fc_DLE

_ _— e —
\
P ——— et
popr———
i

1. 1 1 1
100 200 300 400 500

ira ()

2A3LTFc_DLE
154 -

0.5

0.0

| SRR |
100 200 300 400 500

wE (#))

K12

241

2A34T-Fc_DLE 2A3-LT-Fc_VLPLL
pr—— U r—r—
/ . : \
/ . 084 / \
s ~ 067 -
/ " S - :‘_MH__ E e i / \\\\
' ) 021/ ~ R
Tl o W i v e ——— .
T T T T 1 0-0 ] "I“. = 'E _.“'—l-‘- “
100 200 300 400 500 0 100 200 300 400 500

mrmE (F)

2A3- T-Fe_VLPLL

042 - e
VP...M."""W :
v
0.084 | 1
£ by
, i o
' AP ‘W\Mv, " "”IA,IK*V\/‘“
o el “""j'"

B (A5)

2A3-LT-Fc_VLPLL

157 ~— 1

104/ I Ny

054 / —_—
i/
VT —

0.0

T T T T i
100 200 300 400 500

mrE (F)



CN 115023442 A

" PR BB

12/21 71

.....10000_ ]
- -~ 2A3 LT-Fc
-
E 75004 -~ 2A3-LT-Fc-DLE
el
o 5000
-
E 25004
=
0 T T T T 1
N N N N Q QO
Q-QQ Q(.) o N O
Rk E, nM
K 13A
2x107— —® 2A3_LT-Fc
3 =&~ 2A3-LT-Fc-DLE
- 7
E— 1.5%10
2
= 1x107
s
-
5x106-
i
=2
0
N N N N N N O O
S o °
kg, nM
K138

242



W BR B 13/21 T
i 98 A K

CN 115023442 A

1800~

= APt R

15004 - 2A3-Fc-wt, 6 mg/kg bl

gy 2 2A3-Fc-DLE, 6 mg/kg

E 1200' 26%
£ o A # Ab 2,11 mglkg

S— 38%
5l 900+

:E 50%
A 28R K

2 600- ip, BIWx 5

rt——
0 5 10 15

BT e R

K 14A

243



CN 115023442 A i B B M 14/21 7
A4 3 B8 sso0o  2A3-LT-Fc wt, 6 mglkg
£ 2000-
E’ 1500
&
:g_- 1000
R 500
=
: 0 T T 1
20 0 5 10 15 20
L7 B R M T RH
. DLE, 6 mg/kg A # Ab 2,11 mglkg
I ] 1
0 5 1 20 0 5 10 15 20
BITIE R BT B RE
K] 14B

244




CN 115023442 A W OB BB 15/21 71

wE
30-
5 20 ——A———h——t——t— 81
L2
:&10-
0 +—r—r—r—T——r—T—r—T—T—r—T—r—T—T—
-2 3 8 13
BT e KA
i T gl

-o- 2A3-LT-Fc, 6 mg/kg

-5~ 2A3-LT-Fc-DLE, 6mglkg

0~ 2AILT-Fo-VLPLL, 6mgikg
O %% Ab 2, 11mglkg

Kl 14C

£ 15

245



16/21 71

B M

HA

.I

CN 115023442 A

:H: Tad
WEYWER (TDEFY) BXEEHE
1ade

1dd

Lo1L

WYl (FOEFH) BB EPE
201 TddexliioiLe

d

e — o SRS e M R
: H&# v,
fllll\a i 1911 1ad
11911 1ad - |
Wig Bl (FOERY) HHFWETE WLl (FHERY) HF UL
23-1I911€ 4 NJ1 TAdexiioiLe i
— | - =
11911 1ad Lo1L 1ad
W g Yl by b (ETVERH) H¥WLETE W 4 Bl G5 3¢ b (BOEFH) BXHETE
1d TN NOH Tddexlioile q JOH Tddexi|o|le v

%16

246



CN 115023442 A W OB BB 17/21 71

g 300004
< aTIGIT-Fc
g 20000 allGlTxaPD1-HCN
[ allGlTxaPD1-HCC
(]
g aliGiTxaPpD1-LCC
= 10000
< aTIGITxaPD1-LCN
™
= 0
Q\
o®
aTIGITxaPD1-
ECS0,aM  aTIGIT-Fe - aTIGITxaPD1_HCCaTIGITxaPD1_LCC aTIGITxaPD1_LCN
FHH@=3) 029 0.55 4.20 155.10 0.61
SD 0.17 0.37 1.61 71.12 035
K17
250000 -
> -+ aTIGIT-Fc
200000 -
é - aTIGITxaPD1-HCN
p—
o 150000 = aTIGITxaPD1-HCC
v 100000+ -4 aTIGITxaPD1-LCC
. S - aTIGITXaPD1-LCN
% D ] L T 1 1
0.001 0.01 0.1 1 10 100
FARKE, nM
EC50 nM aTIGIT-Fc aTIGITxaPD1_HCN aTIGITxaPD1_HCC aTIGITxaPD1_LCC aTIGITxaPD1_LCN
4 4 (N=3) 2.36 2.7 25.9 8.7 10.3
sD 1.66 14 143 5.8 9.0
K18

247



CN 115023442 A

" PR BB

18/21 71

50000 4

MFI (AlexaFlour488)

EC50, nsM aPD1

40000 +

30000 4

200004

aPD1

aTIGITxaPD1_HCN
aTIGITxaPD1_HCC
aTIGITxaPD1 LCC
aTIGITxaPD1_LCN

aTIGITxaPD1 HCNaTIGITxaPD1 HCC aTIGITxaPD1 LCNaTIGITxaPD1 LCC

FHHm=d) 036 1.56 1.40 135 0.78
SD 0.18 0.97 126 0.63 0.41
K19
_ 500000+
-
= 400000 o aPD1
;’ 300000- = allGITxaPD1.HCN
= * -l g
L — aTIGITxaPD1-HCC
f—e = allGllxaPD1.LCC
E 100000+ - aTIGITxaPD1.LCN
0 L] | L 1
0.01 0.1 1 10 100
HARIKE, nM
EC50 (nM) aPD1 aTIGITxaPD1 HCN aTIGITxaPD1 HCC aTIGITxaPD1 LCN aTIGITxaPD1 1L.CC
¥ ¥ $ (n=2-3) 0.73 1.52 3.29 4.64 1.35
SD 0.56 0.49 1.54 1.69 0.26
%20

248



ON 115023442 A w BB P M

19/21 71

NFAT#H (RLU)

ECS0 (nM)

100000 - v
v

80000 3
60000 -
40000 -

20000 +

0

1 ] |
0.001 001 01 1 10 100
HARKE, oM

HLX10+2A3
ng

£ 3 H(N=3) 9.10 1.10 3.36

SD

3.06 0.07 1.30

Fd ot st

1.18

0.19

{0.3+1.0mg'kg)

K21
B EK
3000+
- Bt RR
-»- aTIGIT-Fc (1.0 mg/kg)
25004
-~ aPD1 (0.3 mg/kg)
e’f'é‘ 20004 = @NGITFevapD1 8
= & allGITxaPD1 BsADb (0.36 mg‘kg)
, 1500+
_ﬁ 7R/
1000 ip, BIWx 6
E P
500 =

aTIGIT-Fc

aPD1

aTIGIT-Fc+aPD1 204~
aTIGITxaPD1_HCC
aTIGITxaPD1_HCN
aTIGITxaPD1_LCC

aTlGITxaPD1_LCN

HLX10x2A3 HCN HLX10x2A3 HCC HLX10x2A3 LCN HLX10x2A3 LCC

0.49

0.02

BIT B XA

&[22A

249



N 115023442 A W OB B M

20/21 11

PR BET
P<0.05
4 A
< 3- ® a
o %‘7'
B ool e § .
r & TS
§ i li —:—:_ ?9?;
a Y L2
0

3 o
& 06 ; «° Q&
N &
» O &
&9
x
P
&

K228

TCR w—
WAL e 'i=— ®
m o — d . — ”“f
ﬂ TIGIT ~ \ PVR
_— @ «
PVR P .
" Yoos -
# A PDL14PVR {2 & IAPVRHY
& I 7% 4m B, i 7% #m e

K23A

250



CN 115023442 A " B B M 21/21 1L

Kl23B

251



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003
	CLA00004
	CLA00005
	CLA00006
	CLA00007
	CLA00008
	CLA00009
	CLA00010
	CLA00011
	CLA00012
	CLA00013
	CLA00014
	CLA00015
	CLA00016
	CLA00017

	DES
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036
	DES00037
	DES00038
	DES00039
	DES00040
	DES00041
	DES00042
	DES00043
	DES00044
	DES00045
	DES00046
	DES00047
	DES00048
	DES00049
	DES00050
	DES00051
	DES00052
	DES00053
	DES00054
	DES00055
	DES00056
	DES00057
	DES00058
	DES00059
	DES00060
	DES00061
	DES00062
	DES00063
	DES00064
	DES00065
	DES00066
	DES00067
	DES00068
	DES00069
	DES00070
	DES00071
	DES00072
	DES00073
	DES00074
	DES00075
	DES00076
	DES00077
	DES00078
	DES00079
	DES00080
	DES00081
	DES00082
	DES00083
	DES00084
	DES00085
	DES00086
	DES00087
	DES00088
	DES00089
	DES00090
	DES00091
	DES00092
	DES00093
	DES00094
	DES00095
	DES00096
	DES00097
	DES00098
	DES00099
	DES00100
	DES00101
	DES00102
	DES00103
	DES00104
	DES00105
	DES00106
	DES00107
	DES00108
	DES00109
	DES00110
	DES00111
	DES00112
	DES00113
	DES00114
	DES00115
	DES00116
	DES00117
	DES00118
	DES00119

	BIS
	BIS00120
	BIS00121
	BIS00122
	BIS00123
	BIS00124
	BIS00125
	BIS00126
	BIS00127
	BIS00128
	BIS00129
	BIS00130
	BIS00131
	BIS00132
	BIS00133
	BIS00134
	BIS00135
	BIS00136
	BIS00137
	BIS00138
	BIS00139
	BIS00140
	BIS00141
	BIS00142
	BIS00143
	BIS00144
	BIS00145
	BIS00146
	BIS00147
	BIS00148
	BIS00149
	BIS00150
	BIS00151
	BIS00152
	BIS00153
	BIS00154
	BIS00155
	BIS00156
	BIS00157
	BIS00158
	BIS00159
	BIS00160
	BIS00161
	BIS00162
	BIS00163
	BIS00164
	BIS00165
	BIS00166
	BIS00167
	BIS00168
	BIS00169
	BIS00170
	BIS00171
	BIS00172
	BIS00173
	BIS00174
	BIS00175
	BIS00176
	BIS00177
	BIS00178
	BIS00179
	BIS00180
	BIS00181
	BIS00182
	BIS00183
	BIS00184
	BIS00185
	BIS00186
	BIS00187
	BIS00188
	BIS00189
	BIS00190
	BIS00191
	BIS00192
	BIS00193
	BIS00194
	BIS00195
	BIS00196
	BIS00197
	BIS00198
	BIS00199
	BIS00200
	BIS00201
	BIS00202
	BIS00203
	BIS00204
	BIS00205
	BIS00206
	BIS00207
	BIS00208
	BIS00209
	BIS00210
	BIS00211
	BIS00212
	BIS00213
	BIS00214
	BIS00215
	BIS00216
	BIS00217
	BIS00218
	BIS00219
	BIS00220
	BIS00221
	BIS00222
	BIS00223
	BIS00224
	BIS00225
	BIS00226
	BIS00227
	BIS00228
	BIS00229
	BIS00230

	DRA
	DRA00231
	DRA00232
	DRA00233
	DRA00234
	DRA00235
	DRA00236
	DRA00237
	DRA00238
	DRA00239
	DRA00240
	DRA00241
	DRA00242
	DRA00243
	DRA00244
	DRA00245
	DRA00246
	DRA00247
	DRA00248
	DRA00249
	DRA00250
	DRA00251


