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L. P 5 NAFBE K 5T 28 3 55244 (PVR) 456 1 4080 1) B0 v B s , B HuAd v B, Bk
Juig v B R DR E USRS A, Hodh ik o B I PR B AR BB

(i) A7 SEQ ID NO: 77/ H 4 (HC) Al 48 X ) = H.AM A 52 X (CDR) ML SEQ ID NO:
TR REE (LO) A A2 [X (1) =ANCDR, B H 5 Frdk AR B Bor F B A 222090 % J7 71 [F] — T 1
FAIIE AT s B

(i1) £ SEQ 1D NO: 69 HE & m] AZ X 1Y = CDRANE A SEQ 1D NO: 71488 m] AZ X 1)
= /NCDR, B H 5 Frid AR5 BT F1I 2 A 22 /090 % 3 51 [H) — PRI AU sk A7 A s B

(i11) B SEQ ID NO: 730 H &k n] AF X 1Y = /NCDRAIL 5 SEQ 1D NO: 75 R FE R A7 [X
(1) =ANCDR, B H 5 Frd SR B 21 2 222090 % J7 31 [|]— P AU BT A4

2. MRABRURNEL R LT IR [ 73 B8 1 B v B HAR B A4 b B, HoAs 2ride B DA R IR CDRAL

i.75/NCDRIKJCDRAL , Hirh :HC CDR13% A GYTFSNYWIE (SEQ ID NO:36) FISNYWIE (SEQ 1D
NO:84) ;HC CDR2YEIFPGSGRINFNEKFKG (SEQ ID NO:38) ;HC CDR3NTKIYGNSFDY (SEQ ID
NO:40) ;LC CDR13% FAKASQDVGTAVV (SEQ ID NO:44) FIKASQDVGTAV (SEQ ID NO:85) ;LC CDR2
% 1 : WASSRHN (SEQ ID NO:46) \WASSRHA (SEQ ID NO:56) \WASSRHR (SEQ ID NO:57) .
WASSRHD (SEQ ID NO:58) .WASSRHE (SEQ ID NO:59) .WASSRHP (SEQ ID NO:60) FIWASSRHT
(SEQ ID NO:61) ; 3 HLC CDR34QQYSRYPLT (SEQ ID NO:48) .

ii.75/NCDRIFICDREAL , Hirf :HC CDR13% [ GFDFSRYW (SEQ ID NO:4) FIRYWMT (SEQ ID NO:
80) ;HC CDR2i% [ ETHPDSSKINYTPSQ (SEQ ID NO:6) FIETHPDSSKINYTPSQKD (SEQID NO:81) ;
HC CDR3i% [ PDGNYNALDYW (SEQ ID NO:8) FIPDGNYNALDY (SEQ ID NO:82) ;LC CDRLA
KASQDVGTAVT (SEQ ID NO:12) ;LC CDR2AWASTRHT (SEQ ID NO:14) ;3f HLC CDR3H
QQYSRYPYT (SEQ ID NO:16) o

iii.75MCDRIFICDREL , Horft :HC CDR1#% [ GYTFTEYTMH (SEQ ID NO:20) FIEYTMH (SEQ ID
NO:83) ;HC CDR27YGIDPNNGGTNYNQNFKG (SEQ ID NO:22) ;HC CDR3NVIPLEY (SEQ ID NO:
24) ;LC CDR1YKASQNVYTNVA (SEQ ID NO:28) ;LC CDR2ZYSASYRYR (SEQ ID NO:30) ; 3f HLLC
CDR3AQQYNSYPLA (SEQ 1D NO:32) .

3. MRAR BRI LR L il (1) 43 ) B0 SR SoAR Bl A4 v By, Forp Bk HC CDR1AS 5 57 771
SNYWIE (SEQ ID NO:84) ;HC CDR245 & EIFPGSGRINENEKFKG (SEQ ID NO:38) ik [ 7 71 s
JF HHC CDR3fL 51 : TKIYGNSFDY (SEQ 1D NO:40) .

4 PR BOR)EE R 122 39 AT — T3 FT 3R 1 43 59 1) 50 v B A B Ak v B, Horp BirikLC
CDR10, & ¥ HIKASQDVGTAV (SEQ ID NO:85) ;LC CDR24U5 51 : WASSRHN (SEQ ID NO:46) ; If
HLC CDR33 & %1 : QQYSRYPLT (SEQ ID NO:48) o

5O PE BRI SR 1 2 A AT — TR IR 1Y 4 B9 1) B v B A BOPU A B, Hwb Firid HC
CDRI #5131 F GYTFSNYWIE (SEQ ID NO:36) FISNYWIE (SEQ ID NO:84) ;HC CDR2JF %1 H 5]
EIFPGSGRINFNEKFKG (SEQ 1D NO:38) 415k ;HC CDR3H F#FITKIYGNSFDY (SEQ 1D NO:40) 41
B LC CDR1JF713% FAKASQDVGTAVY (SEQ 1D NO:44) FIKASQDVGTAV (SEQ ID NO:85) ;LC CDR2
HH P BIIWASSREN (SEQ ID NO:46) ZH ik ; 35 HLC CDR3FH FFQQYSRYPLT (SEQ ID NO:48) ZH 1 .

6. R PR B R 1 25 Fp AT — BT IR 1 43 B9 1 55 v P frAR B 44 v B, HoAL 9k B SEQ
ID NO:34FISEQ ID NO:77(HEFER]AZ X , B Frdk 4 ] A2 (X 7 71| B A 422095 % J7 31 AH 10
PERI S .
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T REBCPE SR L 26 AT — BT AR 1Y) 4320 1) B8 e B Po AR B A v B, HoAR 751 H SEQ
ID NO:42HISEQ ID NO:79M R FER] A2 771, B 5 pr ik Bk n] A2 X Fr 31| 2 A %2 /95 % P31
(PR IE VLY

8. MR ZE R 2 7T AE— TPk (1) 73 2 (1) B 5 B2 fuAk B Ak B B, A S SRR AR
W, Hodh Bk 854057 SEQ ID NO: 34 H TR 28540, 27 SEQ 1D NO:42,

9. MRIEBCRNE R B THAE— TR 1) 7 & 1) B e B Bk B s 7 By, A S AR
B, i Bk S 854957 SEQ 1D NO: 77 H Frid 3 8540, 57SEQ 1D NO: 79,

10— PPRR PR AU 23R 8B HRAE — T0 BT iR 11 43 123 1) B0 v B oA Bebo A v B ) A8 4, B
ke e s E5E B A 2 /095% I [F— M

L1 R AR EE SR 1 B ik 1 43 5 1) B0 v B H AR B AR A B, Hoh BIPiAHC CDRLJF 1% H
GYTFSNYWIE (SEQ ID NO:36) FISNYWIE (SEQ ID NO:84) ;HC CDR2/%%1 FHEIFPGSGRINFNEKFKG
(SEQ ID NO:38) 4HJi ;HC CDR3FH /¥ %I TKIYGNSFDY (SEQ ID NO:40) 4 5% ;LC CDR1/F%1i%
KASQDVGTAVYV (SEQ ID NO:44) FIKASQDVGTAV (SEQ ID NO:85) ;LC CDR2JF 1)k [ WASSRHN
(SEQ ID NO:46) \WASSRHA (SEQ ID NO:56) .WASSRHR (SEQ ID NO:57) \WASSRHD (SEQ ID NO:
58) JWASSRHE (SEQ ID NO:59) \WASSRHP (SEQ ID NO:60) FIWASSRHT (SEQ ID NO:61) ;3 HLC
CDR3HH F#Z1QQYSRYPLT (SEQ ID NO:48) 4 k.

12 AR EE R 1Tk 1 73 85 1) B8 v [ AR B AR A B, Horb B ifHC CDRL P31 A0 25
% [ GFDFSRYW (SEQ ID NO:4) FIRYWMT (SEQ ID NO:80) [ /%71 ;HC CDR2MS % ¥ %)
ETHPDSSKINYTPSQ (SEQ ID NO:6) ; 3 HHC CDR344%; £ 51PDGNYNALDY (SEQ ID NO:82) .

13 FRAE BRI ZE R 1 2801 2R AT — T oA (1) 3 B9 1) B0 bl B o AA B 44 v B, e Ik LC
CDR140, % %1 : KASQDVGTAVT (SEQ 1D NO:12) ;LC CDR24W& %1 : WASTRHT (SEQ ID NO:14) ;
Jf HLC CDR34LE 7% : QQYSRYPYT (SEQ ID NO:16) o

14 AREBCRER L2 L2F0 1 3 A — TR BTk (1) 25 ) 5 o B oA B4 v B, o Bl
RHC CDR1 /% %1)3% [ GEDFSRYW (SEQ ID NO:4) FIRYWMT (SEQ ID NO:80) ;HC CDR2JT:F1i% [
ETHPDSSKINYTPSQ (SEQ ID NO:6) FIETHPDSSKINYTPSQKD (SEQ ID NO:81) ;HC CDR3JF¥:%1i% (4
PDGNYNALDYW (SEQ ID NO:8) FIPDGNYNALDY (SEQ ID NO:82) ;LC CDRIFH J¥FIKASQDVGTAVT
(SEQ ID NO:12) ZH A% :L.C CDR2H 5 FWASTRHT (SEQ 1D NO:14) 0% ; 3 HLC CDR3H /%))
QQYSRYPYT (SEQ ID NO:16) 4.

15 FRARACR R 1 201 22 14 AT — TR IR 1) 43 5 1) 53 v B oA sl v B, A 2
1% HSEQ 1D NO:2HISEQ ID NO:69f H k] AR [X , Bl 55 ik HaE n] A2 X 3 51| B A 427095 %
7 HABAL PR B A

16 MRHEROR K 1 2F 01 282 16 AF— TP 1) 73 89 1) PR S R BuAk sl dd Jy B, oA &
1 F SEQ ID NO:10BYSEQ ID NO: 71 FEE R AR [X , B 5 Frid B2 5 n] A2 X 7 71 A %2 /095 %
JFHABAL P B A

L7 AR ACRI R 1 211 22 16 AT — TR IR 1) 45 5 1) 53 v B oA Bk v B, A &
AR, Horp rik EEAEAL S SEQ 1D NO: 2 H TR B E4L 5 SEQ 1D NO: 10,

18 AR AR R 1 211 22 16 AT — TR IR 1) 3 1 1) 53 v B oA Bl Ak v B, A &
R AR, Horh Pk AR AU A7 SEQ 1D NO:69 HLFT iR 82 8549 27 SEQ 1D NO: 71,

19, — PhAR PR RPN LR 17301 8 AT — T Bl ik (1) 43 19 1) B2 S o oAk B 4k 1y B 1) A2 4

3
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HE5 R ik 2 5 s E e B A 2 /095 % I [F — 1.

20 AR 4B BRI EE R Lok (19 73 &5 () B e B AR s g v B, o iR HC CDR1ASL 55 17 31
EYTMH (SEQ ID NO:83) ;HC CDR2f4 F#51GIDPNNGGTNYNQNFKG (SEQ ID NO:22) ; Jf HHC
CDR340, % 731 : VIPLEY (SEQ 1D NO:24) ,

21 ARPERRNELR 1 28020 A — TR Pk 11 43 15 1) B2 S AR B AR J B, Ferp TidLe
CDR14L 2 /¥ HIKASQNVYTNVA (SEQ 1D NO:28) ;LC CDR2455J¥ %1 : SASYRYR (SEQ 1D NO:30) ;
3 HLC CDR3fU% %1 : QQYNSYPLA (SEQ ID NO:32) .

22 MR BRI EER 1.2, 20 F02 1 HPAT— T BT IR 1 73 5 1) 55 v B S AR B A4 v B, Herb B
RHC CDR1JFF1i% I GYTFTEYTMH (SEQ 1D NO:20) FIEYTMH (SEQ ID NO:83) ;HC CDR2JF %) HH
GIDPNNGGTNYNQNFKG (SEQ ID NO:22) #H % ;HC CDR3HH 5 #VIPLEY (SEQ ID NO:24) 4 f,;LC
CDR1H1 = Z/KASQNVYTNVA (SEQ 1D NO:28) 4 ;1.C CDR2HH FEFISASYRYR (SEQ ID NO:30) 41
s 3 HLC CDR3FH > FQQYNSYPLA (SEQ 1D NO:32) ZHi¥%..

23 MR PR BRI ZLSR 1 28020 33 220 AT — T ik (1) 73 5 1) PR S B PoAR B A i B, L%
% SEQ 1D NO:18F1SEQ 1D NO: 73 HEEE R AR X, B 5 prid B4k n] AR X /7 51| 2 A3 5 /095 %
7B AR R AU

24 R PR ELR 1 L 28020 53 23 HH AT — T ikt (1) 73 5 1) PR e B AR B A i B, L%
1% HSEQ ID NO:26FISEQ ID NO: 756/ 4En] A8 Fp %1, Bl S Bk B el A2 X 51| BA 2 /D
95% Fr B AL PR R A o

25 MR PR BRI ELR 1 L 28020 28 24 Hp AT — Tl (1) 43 5 1) PR e B oA B A i B, SL %
AR, Horh B SRS SEQ ID NO: 18 H TR R 8549 &7 SEQ 1D NO: 26,

26 MR PR BRI ELSR 1 28020 53 25 HP AT — Tk (1) 43 5 1) PR e B oA B A v B, SL %
AR, Horh B EEAEAU A SEQ ID NO: 73 HL TR R 8549 & SEQ 1D NO: 75,

27 . — PR A AR EE SR 258 26 HH AT — T AT IR 1) 43 15 1) B8 v B B AR B A4 v B i AR A4
H5 iR ik 2 5 e B B AT 2 /095 % I [F] — .

28 MRPEAUCHE R 1 2 27 FhAF— TR B R 1 43 B9 1) B8 e B A, HRR e I PVRE R T g
FITTIMZS A3 (TIGIT) I TAH ML S AR &5 A

29. — M ZIZEHRT ], HgmbD R PE BRI 2R 1-28 W AT — I BT iR 1) B8 v F S A B 4
F BHCE LT 31 1) 2 /b — AN X

30 . AR PR AR ELR 29 Tk (1) 2 A% B 7 5, He mbid B S B frodk EHBEmT AR (X, Hrp ik £
ZH B A 45 I SEQ ID NO:1.SEQ ID NO:68.SEQ ID NO:17.SEQ ID NO:72.SEQ ID
NO:33HISEQ 1D NO: 76/ /751, B 5 Frid J7 31 B A 42 /090 % [F]— M A8 44

31 AR E BRI EL R 29 Tk (1) 2 A% B 7 7, He b B S B oAk R BEmT AR X, Hrp ik £
ZHEFH)%E :SEQ ID N0:9.SEQ ID NO:70.SEQ ID NO:25.SEQ ID NO:74.SEQ ID NO:
ATFISEQ ID NO:78, B 5 Brid 7 71 BT 222090 % [F]— PR A8 44

32— FkE, HAL S M AR RO SR 20 2 31 HP T — TR FT IR () & /b — Fh 2 % 1 731

33. — P AT SR A, A MR AR B R 29 2 31 P AT — T TR 1) 2 i R T 51

34— Ph AT SR A, LR % A MR AR AR 22 53R 1 42 28 AT — TH ik 1) B w P A

35 MR B BRI LR 122 289 AT — T B ok 1) B v B i 4, L B 422 2 40 i 23 VR 350 49 O
sl e A AR [ 3 o
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36. — MG S, HoA S AR i TR R 3 (AR AR BRI 2L 3R 1 42 28 R 35 H AT — T T ik 1)
o s M N B N S W = DO 25 Sl e B £ 01 | N = I N =

3T IR E R 36 iR M 25 WA G4, Ho T8 FIRIPVR S TIGI TR &5 & K 1 7 oir
RIE RS

38 MRAE BRI EL R 36 ik I 2434 54 » He TR T e

39 MRAE BRI E R 36 ik I 23 A A4 , He AT T B 97 3203 o KR B 2t

40 FRIEBUREE R 36 iR I 2924064 , He F T30 97 U8 R AR AH 29 (1) 5 3 BURR EE

41 MR BRI ERA0 PR I 254854, Hob B 148 A2 A 9% () 5 TR B RE 306 Y < i
1  F P 200 L 36 A 1 AR PR S o 28 A 0

42— PR YT RERE R T2, AR 1A A 75 2 32 3 i AR 4 AU 223K 36 B ik i 25 ) 41
“W.

A3 RERCRE SR AT R 77, i — D AHE B FAR ALST 30T MR 7R 7 4b
RIFUImI T

44 RPN EL R A2 iR 0 77325, 3t — A4 1) ik 52 6038 Tt FH 3 A0 B S % W 1 77 L 42
TR PR AR 2 2 . Sl 4 1R AT R BSEART HAR T 7

45 HRAE BRI EE SR A4 IR 1 732, Ferp Bk 5 A0 B 4 9% V855 7R R B 6 S s i & mi o
HIFAR , BT IR G % fa 7 55 4> F % § PD-1.CTLA-4.PDL-1.CEACAM1 \NKG2AB7-H3.B7-H4.
VISTA.CD112R kI 2 8% JE A3 (LAG3) L CD137.0X40 (HFR ACD134) 4% 21 Mo 5 % 3R 15
RS2 AR (KIR) JTIGIT Rz HAFAT2H A o

46 MR PR BRI EL SR A2 Bk () 7775 , Ho v BT iR e ey SEAR SR E

AT ARPEBCREL R A2 Bk (¥ 7775, Ho v BT iR e oA MLV 57 B

48 MR B AR E SR A2 B iR 1) J712:, Horp Bri v 97 3 BUH s B /D 52 6l 38 o IR B B2 1R T
D ANE SN R

49. — P32 G S WA () 7 V%, Brid T b A 5 A0 AR P e ot 5 AR AR ASUR) B 5k 1 %228
WA — T BTk R AR B LA A B e fih

50. — Fp T 7252 303 oW e 10 0 6, HoB SRR BUR) EE Sk 1 2 28 AR — T T ik
(1) 2 > — P AR B AA A B
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ABBER R TREZT A PVR) 551k

& B

[0001] Ak & T8y Tk, F b LS A BEAK UM s 2 (R EE A 45 A I i S
Fr B b I e AR ) 22 % IR PP B R AR X B AR ) A AT AR . AR B B — 0 AT
TR GUAR) G A S YIRS ET LG, DL S AT AT 28 5 5 B SR RGNS WO ,
A AETEARE I T 1

BREAR

[0002] M) A8 E Yo 5 9 ¥ oRe 7o A AT IR S B0 Mo e % N2, 91, 308 e o e e 248 - 9 90
JE AT R S VR SR AT IR 7 B 0 i 2 8 A 55 PR A ) R 5 2R AT IR T BOE I It
TR T A L PR R S PR BB BEAT VR TR AR R i o £ B TP SR SR T IR 4 Y S 4 M
(B, T4 ) (I BE A9 T Bt B AT EOA N TEIATG A AR SR R A2 1) ¥ 77 B
[0003] T fifd o 14 S 3 I 250 0 LA R %2 1) e 3 225 K/ 6 BRI AL 4 A5 5 2 )
(K3 -4 BT i 5 1 22 AR B HII S 5, ROy St & i, 3 T4ERF B B i 52 17 DA SR
il 5 A IR PR T AL 2B 0 2 OQ F B o 2 K BB R AR I A A S AL B AR, X 4
B9 R RAARA, I HAX AR R 00 TH L ) 225 I J 8 28 3 e B 2

[0004] Yo yEter 25 s 11 (1 2R 3A ] 45 JPtoRg i 1 o ), i A M R il B 9 R PP PEAE TS - 1S
A (PD-L1) {9 _E 38 Fe VR E AT 1B IE 55 PD— L4515 R0 1] 75 J0) v i 0l 1 4 e 4 R 4 T2 M, A
17 2837 3 G ARG o R I, S A 2 m AR B B JoenE 1Y) T B PR i S 2 1) T B f G
U, o Y B A M ) ) PR R A B A R S PRI FE PR U A N A& RTAT I L ), OF H
EATIEAE N R T HEAT VRS (B0, gl B pU RR U B 50) o S Bede & 51 o3 — SE B2 R
A TN I T IM&S M) TEH M S 3% 3244 (TIGIT) o TIGIT R AE 75 Pl fe 48 4H M 045 T 40 Mo Al | S8 2%
5 A (NKZHAR) b s i L 43 o TIGIT DA i 38 A1 77 15 0 B 2K o 98 9 2352 44 (PVR) &5

I
= o

[0005] 58K 5T 2 IR 524K (PVR) , R NCD155, J& 5 541 5 5 40 A 52 5 43 1 4 e
B I 5 R B 1 o TR B K BT 200 B ST AR IV RIS FE MR AR J2 8 b O, PR Ik e A S
B A 1R N R B L, DA SR IT T I 78 7R SRR , iZ AP 4 A0 I 2 9 AL G 22 T8 1 BSOS o 41 e
P88 | A2 A A R RN 45 i EL A (SoleckiZ® A, J.Biol.Chem.2002,277:25697-700) BL K
fE S (Nishiwada®s A, Anticancer Res.2015,35 (4) :2287-97) o & O ANPVRIE I I 755 5
[*JRas—Raf-MEK-ERKAE ‘5 4% T 380 « 40 i B A S (A D2FIERY F i DA Jep27Kip LAY T i, fe &
%5 1 B A B GO /G 1 BARG I ) (Kakunaga 2004, J.Biological Chemistry,279,36419-
36425) , [A 16 BEL W [ 40 . E- %) PR H <% 3 ALK i /88 40 B i 3% 77 . PVRAE LA R ARt B A
FEEE A, F R A Hod ik R HIVEGFR2 5 8 & 85 a (v) B (3) (¥ AH FLAE A K 1A 5 VEGF 55 (14 1fiL
BRAE,FF AT VEGFR2A T HIRap L -Ak tf5 544 Fi&4% (Kinugasa®E A ,2012,Circ
Res.2012,110 (5) ,716-26) o 4k, PVRS IGFIRE & 3 H. 5 5Me t15 54% 5 3 FLRH B P& Ak 41
Wa3E S R R A 2 S (Lee®E N, Scientific Reports 2014,20,4,7139) .

[0006] i 3k s o 40 o v 5 1) /0N B RS 30 I DN 1) M 110 26 A% SRAIE A PVR 2 5 56 72 o 7E 9 41 e
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H YR PVRE 4 W7 5 /MR 1 H e 2 AR AT I A BLAE A, 3F Hax M XA ELAE
FH I8 7 5E 40 B 1A It 5 82 (Morimoto®5 A, Oncogene (2008) 27,264-273) .

[0007]  SE & H|H11E 5200700419854 HF | HPVREHARATATAEMIH) 2 /> — A A N 45
P IEE A B A IR R R A 1 o, oz sy + B T R IEPYREHARAT AT A M1
AR SZ AR T IR s % A/ BUR AT A

[0008] £ & H|HI1E 5200902151 76F2 M5 1 8 5 41 M 1) R B i B A AN/ BEL R 7
By 75 I PVRENRE B 73 (B, ML S S E IR S 2 IR IR Mg v B i+
Al TR A A28 7 R R e i 4

[0009]  PCTHIIEAFFZWO 2006/124667 A 1 it FHWI TIGI TS HECARPVRES & I B 5o
PUAEXTEE [ ZzBTRL (TIGIT) BT

[0010]  FE4e (it soph kb5 HoAth 225 77 2 & 1 3 0 R0 B A 2500 5 S PR 1S S 22 A ) f/ BORS 5E
(K125 57, LA #RIPVR S TIGI T 45 2 3 it S 95 2R 400 1) 4 i LA Bt P 800 2 SR A 1)
Y07 A7 AE AR 2 B 75 2K

b4 ISES

[0011] A& R T IR BIE B8 K R 28 I B8 5244 (PVR) By IL T iR B Bl K R 0w 552 1k 5
HATgMTTIMES 3 (TIGIT) [ THH ML Gy 52 A 25 A LA S 01 5o 9k E2 41 g 1 88 2% (NK)
ST J R T 200 L A T D A B 3L R B AR ST A R BUPVR TR BE 8 5 9 40 i A7 AR
PVRES & o 1% Se i A Sz Ho 7 BE R RFIEAE T 2o BRr 1 Bk X (CDR) 7314 X PVRIT /&1 55
R TR s S S IF BAE RSy 7 VR S AR AR A 7R S T v T By L R
G 3% 638 TR AR IE AT F TR T s is e o

[0012]  FAEAFF T A SCAFF I &5 35T PVRETARFE B TTG I T-PVRAH T A F -1 &2 T4
FINKZH B 3% P o BTk Hodds if APVRIE 7S Hh (e S 1 o 36 6 e Jo {3 49 AR B ) B0 o o e A
(mAb) A F T S S TR A AN B 13 40 » B8 LA R FH A AD B LA ) &= P
[0013]  FoR[Hh , M4 4% & B HTPVR mAb/EPD-L LA AN AL (A549) AT EE $tPD-1FICTLA-
AmAb B Ui T TAH B 35 o 7 tH T A BB R M A0 i (PMBC) ANZEAL 1) CDATHH g F1CDST 4 e
(1155 3 4E o 7341, PYR mAbRE W 78 IR K 22 B0 80 40 o h 75 ENK A I IB0S - jEAh , AR SCRTiA
(1) — LeHTPVRITRAE A A 5 iR 7 v B wTAE A 2 5025 7 Erbitux® B A H Y 1 BufEis M.
1M H., 245 5 AR 30 )% 4 PD- 1 FICTLA- 1HiAdk LA J2 36 Bz 48 K R 32 44 (EGFR) 40 &1,
AR ST ) — Le 3P VR LA S HH 3 R AE F o 55 46, R B -— L 40 PVRAFUAA 5 5 0 A2 44 i 1k &4
M B 40 ML EEPE (ADCC) o 3 — 20 A 1 4B A K B ) — LS4 PVR I 44 X DNAML ) L il 8 (5
T WA BEWE L R e AT AR S 5 5 E S A EE .

[0014] B, /R A FIME LG BPIPVRF 1 2 0] AT & 3 AR AU  (EAR & BH 1) B 5o
NPVRELA & 4 7 1

[0015]  BE— A T, TR A, — S0 A 2 BER iR A 5 v B oA 5 AR R
BB T R PO A L B R 9 5 4 B 1 345 A

[0016] A SCHTIA [ — L4 HTPVR mAbAE % 3 ok BEL W e 40 e L (¥ PVR AR N7 T G 988 1) 77 2
Be AL iR 40 BTG 0 o AN A5 BESZATAT /R AL G 29 3, 3y P4 3 B EH P VR 45 41 e J B 1% GO /
GLIARIRT ) B8 77 51 L
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[0017]  RAE—AT71H, A K At 7 545 88K B R B2 AR (PVR) 456 1) 73 150 (1) B2 v f
PR sl Hidk b B, Frid bidk i BL e DS R S 58, Hoh Bk 0 S I ek s ig A
BOkA -

i U5 SEQ ID NO: 77 8% (HC) A] A8 [X ) =ANCDRAIALSSEQ 1D NO: 7R %% 55 7] A5 [X.
(1) =ANCDR, B H 5 Frd SR B 31 2 224090 % J7 31 [|] — 1 1 AU B AT A4 +

ii.fSEQ ID NO: 69 5 4 1] A5 [X [ = H. 4k %2 X (CDR) 41,4 SEQ 1D NO: 71K
BREERAZ X[ =ACDR, B 5 Pk fudk 5 5 Bor 71 B A %2290 % 7 51 [A] — MR S B
PIEX /Y3

iii.f0%SEQ ID NO: 730K 5 4% 7] 48 X f{) =ANCDRFID & SEQ 1D NO: 75042 55 7] A8 [X ]
=/NCDR, Bl H 5 ik AR BOF FI H A 22090 % 3 71 A — PRI A E AT A
[0018] A H A& /E5SEQ 1D NO:2.10.18.26. 3485421 H B4 A48k 5] I 4 (K] CDRFE 51
() B Ads B ARG AE A R B I 6 Rl o AR A — L8 52 5 48, SEQ 1D NO:27] 5SEQ ID NO:69H.
i MR — e ST 28, SEQ ID NO: 107 5SEQ 1D NO: 71 H 4t 4R — e s 77 28, SEQ 1D
NO: 18R] 5SEQ ID NO:73H.#t . i #E—LL KT /7 %8, SEQ ID NO: 267 5SEQ ID NO:75H 4t
M4 — e SEfifi /7 %2 ,SEQ ID NO:34W[5SEQ ID NO: 77 H.f#t . Hi4H— LS )5 %2, SEQ 1D NO:
427] 5SEQ ID NO:79H.#:,
[0019]  f77E 2 P s 0 50 77 7% F T 1 08 25 58 AR 7 IR CDRFP 31, AEL AT B 1) B
BT 125 o TR A A AL, 8 K A ART U7 V5 08 B Ads B B AR B T AR X (R CDR A 271, ik 5 22,
FEAEA PR TR AKABAT . Chothia I IMGTK J772: o 8 5 ) CDRZL Al A0 K53 i 22 T — Fh 7 v )
() 75 51), B A6 t01, — LS CDRFE 51) ] 48 FKABAT A 52 17 — L£CDRJF 51 A 48 FH IMG TR 52
[0020] AR 4 — 2L sKi /7 52, Iirodk 70 B9 1) BR v B HTAAR B B R OR N PTPVR 4E5 (8%
hPVR.07) f) B8 TR 044 (K CDR 31, BISEQ 1D NO: 6911 3] 3 ) 7 4 ] A% X b 45,25 (1 =/MCDR
JEFFISEQ 1D NO: 71 IR 1) 454 n] A5 X rh AL 5 ) = ANCDRIF 31
[0021]  ARYE—LLSLE T 52, ik 73 15 1) B8 v B A B AR i B AT 8.2 /77 1) GFDE SRYW
(SEQ ID NO:4) [ B HECDRL o M4l —LESLHE 75 58, Firadk 79 B 1 FR s PR AR B AR i B & A A&
5 ¢ BIETHPDSSKINYTPSQ (SEQ 1D NO: 6) [ H #ECDR2 o AR H5 — L8 52 75 58, Firid 70 25 11 5 o
W SR BRI Fr Be S A A5 FE 71PDGNYNALDYW (SEQ 1D NO: 8) fit) B #£CDR3,
[0022]  HRHE-—LLSLjE Ty 52, Frid 43 B8 1) PR v B AR BB v B S A B T IRY W A
CDR1 o AR5 —BESLHta 75 52 , Pk 43 B8 1) B S o HuAd B A4 v B A 60 2 7 ZURYWMT (SEQ 1D
NO:80) [ FEHECDRL o AR5 — LLSKHt 77 22, Pk 3 B9 1) B ve B A B A v B & A . 5 )7 3
PDGNYNALDY (SEQ ID NO:82) f¥] H4%CDR3 .
[0023] 3 45 JE 28 Sl Uy 52, Pk 4 I PR v BE AR B B AR B BB s (1) B A
GFDFSRYW (SEQ ID NO:4) fJHC CDR1; (ii) A% %% : ETHPDSSKINYTPSQ (SEQ 1D NO:6) fJHC
CDR2; B &% (ii1i) 405 /5% : PDGNYNALDYW (SEQ ID NO:8) [¥JHC CDR3.
[0024]  MRHEHELL S Ty 5, ik 43 B8 1) B v B SR BUPUAA R BCELE (1) B R FIRYW)
HC CDR1; (ii) B2 %)) : EIHPDSSKINYTPSQ (SEQ ID NO:6) fJHC CDR2; LA Jz (iii) f8 FF31 .
PDGNYNALDY (SEQ 1D NO:82) f{JHC CDR3.
[0025] AR4E —SLSLE T R, TR 4 B E B R B A RS A A TS
KASQDVGTAVT (SEQ 1D NO:12) 2 8ECDRL MR 4R — LS 7 58, Frid 43 18 1) B0 v FE HiAR Bl
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A BCE A 8 FEFIWASTRHT (SEQ 1D NO: 14) FURBECDR AR P — Se S 7 &6, Frid 0 B 1)
B R BB B A A S R FIQQYSRYPYT (SEQ 1D NO: 16) [ 42 %ECDR3 o R4 Bt sz
7T %, Bk 4 B ) SR e FE Bk EChU AR A Be BB s (1) B 5 P FIKASQDVGTAVT (SEQ 1D NO:
12) JLC CDRI1; (i) f4 % :WASTRHT (SEQ 1D NO:14) fJLC CDR2; LA K (iii) & 751 .
QQYSRYPYT (SEQ ID NO:16) fAJLC CDR3.
[0026]  AR¥E— L8 HARSLHE 7 52, Fridk 73 B 1 5 v B fUAR B B3 A 65 7 31 : GFDF SRYW
(SEQ 1D NO:4) fJ EEBECDR1F 41 AL 7 51 : ETHPDSSKINYTPSQ (SEQ ID NO:6) F # #£CDR2
A3, 751 : PDGNYNALDYW (SEQ ID NO:8) [ E#ECDR3 377 F# %1 : KASQDVGTAVT (SEQ 1D NO:
12) 142 %5 CDR1 4027 & 51 : WASTRHT (SEQ 1D NO:14) [ 4% %% CDR2FIL 2 JF 51 : QQYSRYPY T
(SEQ ID NO:16) [{J 42 8ECDR3, B HAE F AR X (HVR) J7 51 A0 5 AR I 5 %6 1 2 L IR B 4 L 5k
/BRI AU o
[0027]  AR¥E— L HAKRSERE 7 22, FIrid 73 &5 1) 5 v B HUAR B BL B S 7S AN CORIP B AL,
H EL T A A

i, EAECDRL, H B A% FASEQ ID NO:4F1SEQ ID NO: 80/ JF31,

ii. EBECDR2, HL B AL SEQ 1D NO:6FISEQ ID NO: 81/ FF51,

iii. EHECDR3, L EA L FISEQ ID NO:8HISEQ ID NO:82f1 /%51,

iv. 52 BECDRL, He A SEQ 1D NO: 129 iR i1 7+ 51,

v. REECDR2, HLBLATSEQ 1D NO: L4 R I 51, A M

vi. B BECDRS, A SEQ 1D NO: 167 [EIR 1 771
[0028]  AR¥E—LL HAKSETf )7 52, FIrid 70 &5 1) 5 v B HAR B BU B S5 7S AN CORIF B AL,
LA R R4 : SEQ 1D NO:4.SEQ ID NO:6.SEQ ID NO:8.SEQ ID NO:12.SEQ ID NO:14
MISEQ ID NO:16,
[0029]  AR¥E— e HAth SETl V7 22, ik 73 5 1) 5 v B HAR B BU B S5 7S AN CDRIP B AL,
HH AR FEF2H A% : SEQ 1D NO:80.SEQ ID NO:81.SEQ ID NO:82.SEQ ID NO:12.SEQ ID NO:
14HISEQ 1D NO:16,
[0030]  AR¥E—LESKT T 22, ik 7 S ) B ve B HUAR EOH: iy BeBl B SEQ 1D NO: 69 1 B3R 1
HAEE AT AR X, B 5 ik SR AT AR X P 51 B 2 090 % 3 B[R] — P SR BT A
[0031] M4l —Ubszifi /7 2, FASEQ 1D NO: 2[5 N EATSEQ 1D NO: 69 [ IR [ ¢
G EFERTARX
[0032]  HRHE—LLsSLiE Ty 5, ik 2 B I PR v R HUAR B B BOAL B SEQ ID NO: 71 [ IR (1)
REERTAR X, BUH S B R mT AR X P 51 B A 224090 % 3 A (Rl — 1 ) SR
[0033]  #R¥E oS 7 %, FARSEQ 1D NO: 10K N B SEQ 1D NO: 71 [ K [ ¢
G ERBERT AR X o
[0034] R4 EAKSLIE Ty 5, Frid 3 WS 1) B v B A B A Bl BA7SEQ 1D NO: 284SEQ
ID NO: 699 [ AR /721 1) HE 4 r] A8 X A e B ATSEQ 1D NO:10EKSEQ ID NO: 71+ AR/ 7
PR R R AR X, B 5 FrR BR BEAN/BCE 7 B B A 22090 % J7 51 [H] — 1 1) AU o
[0035] AR WHIEALHE RENE LA B A 1 5 ANPVRER 9 N I AL 45 5 1O Do Ak B oAk A BG L BT
AL BT SUE (mAb) 45456 o
[0036]  ARYEILAh LI TT 22, ik 43 25 1) B v B HUAR AL & 3R 7R 9 7D4 (BRhPVR. 01) [ BR 5
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FUARICOR/F I, BISEQ 1D NO: 734 3k 1 2% ] A% X HH A 25 1 = ANCDRJF ZIFISEQ 1D NO:
THIE AR ) 3R E AT AR X H AL B I = ANCDRIF A

[0037]  AR¥E—LESLTE T 22, ik 40 & ) B v B B B A v BUE A A8 P FIGY TR TEY TMH
(SEQ ID NO:20) FJHEFECDRL MRYE — L8 STt 77 58, Prid 43 B9 B i fE fu iR Bibiid v B &
13,5 - 3GIDPNNGGTNYNQNFKG (SEQ 1D NO:22) f) SEHECDR2 . MR Hi5— Lo SR /7 26, Frid 2 B 1)
By RESUABGUE i BCE A A5 P IVIPLEY (SEQ ID NO:24) {) L EECDR3 . MR HE L S 77
X, IR S 1 R v R SRR A BB s (D) B E P FIGYTFTEYTMH (SEQ 1D NO: 20) [JHC
CDR1; (ii) f9.% 5 %1 : GIDPNNGGTNYNQNFKG (SEQ 1D NO:22) [JHC CDR2; LA K (Gii) 48 75 -
VIPLEY (SEQ ID NO:24) f{/HC CDR3.

[0038] ARG —LLSL i T7 52, BT I 43 B8 1K) 6 va B PR BUBUAR i B S A B P FIEY TMH (SEQ
ID NO:83) ¥ HHECDRL .

[0039] AR 4E — L sLE U7 B, ik o B ol BE AR BB R R B A B S B
KASQNVYTNVA (SEQ 1D NO:28) [ 52 8ECDR1 o M4 — LS 77 %8, Frid 43 5 1) B v FE Bk i
1 A BUE A B8 P FISASYRYR (SEQ D NO: 30) HUREHECDR2 o AR I —LE 52 77 52, FTid 43 B 1)
B R BB B A A L S IQQYNSYPLA (SEQ 1D NO: 32) (142 %ECDR3 o R4 Bt sk
T T7 48, Fivads 43 B 1 B v B B B PR BOAL B (1) 5% P BIKASQNVYTNVA (SEQ 1D NO:
28) FJLC CDR1; (ii) A4 %)) : SASYRYR (SEQ ID NO:30) FLC CDR2; LA (iii) &%)
QQYNSYPLA (SEQ ID NO:32) fJLC CDR3.

[0040] ARG —L8 HARSLHE 7 22, FIrad 43 25 1) B val B Ak & 8% F 31 : GY TETEY TMH (SEQ
ID NO:20) i B 4%CDR1 45,2 7 51 : GIDPNNGGTNYNQNFKG (SEQ ID NO: 22) ff) B 4% CDR2 . 0. 75 ¢
H:VIPLEY (SEQ 1D NO:24) i HEHECDR3 L5 /7 51 : KASQNVYTNVA (SEQ 1D NO:28) {524k
CDRL. L5 751 : SASYRYR (SEQ ID NO:30) H %2 #ECDR2HIML & 7 71] : QQYNSYPLA (SEQ ID NO:
32) IR HECDRS , B L AEHVR 3 71 oA 5 AR I 5 %6 1) R FE IR B e L e A/ Bl e N 1 28400400
[0041] ARG — L8 HAKSET )7 52, FIrid 70 &5 1) 5 v B HAR B BL B S5 7S AN CDRIF B AL,
AR P B4R : EEECDRL, JL A 1% H SEQ 1D NO:20F1SEQ 1D NO: 83[) ¢ %1 ; FAECDR2,
HEASEQ 1D NO: 22 [ AR ) F 71 ; EBECDR3, HL A SEQ 1D NO: 24 [ iR 1 FE 71 5 5
CDRL, H: HASEQ ID NO: 28+ IR [ 77 51 s $2 HECDR2, HLHAGSEQ ID NO: 301 [ A [ 7 51 5
PR B2 BECDRS, FLELAGSEQ 1D NO: 32+ IR 1) FE 51

[0042]  HEHE—LL BARSLE T 42, Pk 43 B 1) 5 vu B oA B BEAL & S ANCORIF B A, 1
LR 54 : SEQ 1D NO:20.SEQ ID NO:22.SEQ ID NO:24.SEQ ID NO:28.SEQ ID NO:
30F1SEQ 1D NO:32.

[0043] 345 HAth B AR St 7 42, Bk 43 B8 1) 5 ve B AR B BE L& S ANCORIF B A, 1
LR 54 R% : SEQ 1D NO:83.SEQ ID NO:22.SEQ ID NO:24.SEQ ID NO:28.SEQ ID NO:
30F1SEQ 1D NO:32.

[0044]  HEHE—BLSLHE Ty 52, Bk 23 B I B v HUAR B B BOAL B SEQ ID NO: 7370 [ AR (1)
HEERI AR X, BH 5 ik $RE AT AR X P 51 B oA 22 090 % 7 B[R] — P A BT A
[0045]  HRHE—LLSZiE 7 %, AR SEQ 1D NO: 1835 A B SEQ 1D NO: 73 ik 1)
FI EFERTARX

[0046]  ARYE—LLSLIE T SR, ik 40 & 1) B v B HUAR B i Be 27 SEQ 1D NO: 75 91 [ A 1Y
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RN AR, BUH 5 P R 5Em] A2 X 7 31 HA 22 /90 % F7 31 [A] — 14 1 A4 o

[0047]  HRHE—LLSZiE 7 %, BTRSEQ 1D NO: 26( 2504 A B A SEQ 1D NO: 75 [k [
TR R n] AR X

[0048] AR5 HLARSKIE J7 5, Fridk 73 55 1) B v B P AR B BB & ARG SEQ 1D NO: 188K
SEQ ID NO:73H AR [ 7 FI EEE ] AZ X DL KL EASEQ 1D NO: 265 SEQ ID NO:75H [#ik
(PP R m AR X, B 5 i 8 A/ B 8 7 51 A 22 /090 % [ 51 [R] — MR )
[0049] AR HICAFEEEW LS B 115 APVRE A N R AL & 1 PuiR s didk A B, BT
R EAT HmAb TDAZE S .

[0050] ARG HAth LTt /7 52, Frak 73 &5 1) 50 v [ HUAR A & 32 7R Jy5B9 (BRhPVR. 09) [ B S
FUARICOR/F I, BISEQ 1D NO: 77 H 3 ik 1 2 ] A% [X R A 25 1 = ANCDRJF ZIFISEQ 1D NO:
TR () 32 B AT AR X H AL B 1 = ANCDRIF A

[0051]  AR¥E—LEsKTE T 52, ik 70 S 1) 0 v B HUAR AU 27 SEQ 1D NO: 34+ [ 3R [¥) F HEm] A2
X oA B i BLANE X (CDR) J7 A A2 88 7] A2 (X 7 51 R A9 5 (1 = ANCDRJF 31, BT ik =~CDR
JEFE [ SEQ ID NO:42.SEQ ID N0:49.SEQ ID NO:50.SEQ ID NO:51.SEQ ID NO:52.SEQ
ID NO:53HISEQ ID NO:54 . B MA] 5 PRARK A K BH I S SL e 77 6

[0052]  AR¥E—LESKTE T 22, ik 70 & 1) 5 v B B BUUAA v BUE A B8 P FIGYTFSNYWIE
(SEQ ID NO:36) [ HEHECDRL o M4l —LL St )7 28, Pirad 43 B 1 58 v R puAAR B Ad v B 2
A5 J¥ ZIETFPGSGRINFNEKFKG (SEQ 1D NO: 38) ) B FECDR2 . R4 — ML ST 77 58, BTk 70 S 1)
TR AR B HUR B B S A8 FE I TKIYGNSFEDY (SEQ ID NO:40) [ B 45 CDR3 . AR #— e sk
T 7 58 5 VIR 43 B IR B v B AR B LA B A A FP BISNYWIE (SEQ ID NO:84) 1) H 4
CDR1.

[0053]  AR¥EIELCSLTE T 52, FIrad 703 () B ve B B B A v BUEL S (1) 8 P ZISNYWIE
(SEQ ID NO:84) [JHC CDRI1; (ii) B %1 :EIFPGSGRINFNEKFKG (SEQ 1D NO:38) HIHC
CDR2; A F2 (iii) f95 FE 31 : TKIYGNSFDY (SEQ ID NO:40) fJHC CDR3.

[0054] AR 45 — LLSLE U7 B, A 4 B v BE AR BB AR O BB A B S R B
KASQDVGTAVV (SEQ ID NO:44) B F28ECDRL o R AR — 2L 5Lt 77 52, Frik 4 S ) B v B Bk Bt
W BCS A 5 R BIWASSREN (SEQ 1D NO: 46) F R BECDR AR PG — B8 S 77 48, FTid o B 1)
By R BUARE U A B A LA P IQQYSRYPLT (SEQ 1D NO: 48) [\ #£4#ECDR3

[0055]  HR4E—HLsSLi Ty 58, ik 43 s I PR S B BUAR BB B A 5 P BIIKASQDVGTAV
(SEQ ID NO:85) K42 #ECDR1

[0056] #3415 Jt 46 S it Uy 2, Pk 4 I PR v BE AR B B AR B BB s (1) B A
KASQDVGTAV (SEQ ID NO:85) FLC CDR1; (ii) 7 ¢ %1 :WASSRHN (SEQ ID NO:46) [LC
CDR2; BA & (1) A5 531 : QQYSRYPLT (SEQ ID NO:48) fJLC CDR3.

[0057] W4 B AMKSE 7% ,1.C CDR2MD, 5 SEQ 1D NO:46.56.57.58.59.6086 1 11 34 [
JE 5 o B M) B PEACERE AR R B R FR St 7 42

[0058] #R¥E e ARSI E, TR SN B E BB S AR
GYTFSNYWIE (SEQ ID NO:36) ) HEECDR1 /751 . 87 ¥ %1 : EIFPGSGRINFNEKFKG (SEQ 1D NO:
38) M EBECDR2. L & 7 %1 : TKIYGNSFDY (SEQ ID NO:40) 1 S CDR3 . 1 & 7 71 -
KASQDVGTAVV (SEQ 1D NO:44) 12 #ECDRL 7 71 : WASSRHN (SEQ 1D NO:46) [ 42 #ECDR2
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AL & 731 : QQYSRYPLT (SEQ 1D NO:48) fIFEHECDRS, B HAEHVRFP B o AL 3 AN RIS % I &
SR B P BR AN/ BRI S .

[0059]  #R#E— L8 A&k SLhti )y 22, ik 7 B9 1 55 v B HUAR B BOHH AR PP P 4E R - TR R
CDR1, H: A1 I SEQ 1D NO:36MISEQ 1D NO:84[ 7% ; T HECDR2, H HAGSEQ 1D NO:38
V3 ) %) s B ECDR3, H LA SEQ 1D NO: 40 (3K 1) 5 %1 ; 52 BECDR1 , H B A % H SEQ 1D
NO:44FISEQ 1D NO: 85175 F8ECDR2, H HATSEQ 1D NO: 46+ R 3751 s LA S 42 5k
CDR3, H: HATSEQ 1D NO: 48t [k (11571 .

[0060]  #R¥E— Lo HAKSETf 7 52, FIrad 73 &5 1) 5 v B HuAR B30 B DA 4 : SEEECDRL,
HASEQ ID NO:36BLSEQ ID NO:84H 34 1) /7 %1 s EHECDR2, HLHASEQ ID NO:38H [Hik
(K731 s HEECDR3, H H AT SEQ ID NO: 401 IR 731 s #2HECDRL , Hi H A SEQ ID NO:448%
SEQ 1D NO: 854 AR [ 2 51 s 52 #ECDR2,, H: H A% A SEQ 1D NO:46.SEQ ID NO:56.SEQ 1D
NO:57.SEQ ID NO:58.SEQ ID NO:59.SEQ ID NO:60FISEQ ID NO:61[ 751 LA MK % 5
CDR3, H ELASEQ ID NO: 48+ [ IR 2 51) o A Fh ] B MEARZR A A BH 1) B S it 77 52

[0061]  AR¥E—LESLTE T 22, ik 70 & 1) v B HUAR By BeBn 37 SEQ 1D NO= 77 1 [ AR 1
HEER] AR X, B 5 ik B85 R AR X7 31 HAA 22 /090 % 7 81 Rl — P AU AT A
[0062]  HIHE—LLSZiE 7 %, BTRSEQ 1D NO: 34354 A B A SEQ 1D NO: 77 ik i)
G EFERARX

[0063]  ARHE—LESLTE T 22, FIrid 70 & 1) 0 ve B HUAR BOH: i BeBl B SEQ 1D NO: 79 1 [ 3R 1
RN AR X, B 5 P 2 5 m] A2 X7 31 HA 222090 % Fr 81 [A] — 11 1) A4 o

[0064]  HIHE—LLSZiE 7 %, FTRSEQ 1D NO:42(% 354 A B A SEQ 1D NO: 79+ ik (1) ¢
TR Ak n] AR X

[0065] ARG HAKSEIE T 22, Frak 7 & 1) 0 v B HAR B i Bt & BAT % I SEQ 1D NO: 34
HMISEQ ID NO:77HFFAI R HAEER AR X DA S H A e H SEQ ID NO:42HISEQ ID NO: 79[ 7%
[PERBE R AR X, B 5 BT iR SR BE AN/ B 7 51 B 222090 % )7 81 [R] — PR AU

[0066]  AR¥E—LESKTH T 52, Frid 70 &5 1) B v [ HAR ECH: i Bl 2 B4 SEQ 1D NO: 34+
R PR ERE AT AR X DA S B AT SEQ 1D NO:42.SEQ ID NO:49.SEQ ID NO:50.SEQ ID NO:
51.SEQ ID NO:52.SEQ ID NO:53EKSEQ ID NO:54 [ ik i) - F ) #2845 n] AF X, B H 5 prid
B BERN /B B P H A 2090 % P A R — PRI A o B R m] B AR R AS R BH 1Y) SRk sE
T )7 % o

[0067] A BHISADHERE WS LA ok A 11 5 ANPVRER A W I 3R 45 A B Bk s Ak i B, B
LA SmAb 5BIZE A .

[0068] R4 —LesLifi )5 &, Frd 4 B A HUAR B A BEUL 2 /b 107 MK S5 R F7 L5 APVR
P H A Sz 7 %2, BB AR A BE LA 107ML 5x 107 M. 107 M. 5x 107 "M, 1071°M . 5x 107 MK B8 /&
[FI2E AN 775 NPVRES & o B A m] Be MEAR AR R B 1 BR AR S 7 6 o

[0069]  Firid 43 B8 FImAb HUAK K AU FIAT A UL K sk Btk A BEARAE A R B (RS FE A
FE—HeSEHE 7 b, A0 1 I SEQ 1D NO: 2. 101826 3414261 ¢ 51| b 3k i) 28 /b — A w]
A3 X 4 2 AU ER 4 B8 B mAD B HL A B AE AR B IS R A o A5 SEQ 1D NO: 69,
TL 7375 TTRITOR 751 A AR ) 22 2 — N AT AR X ) 43 B8 I mAb BYCH: Fr B AR 78 4% % BH 1
FEl Y o
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[0070]  HR4E-— LT s &, rid ik sibiig i Bk 52 e 7 s 2 X B A 2
190 % K A [Al—

[0071]  FRAEFELCSLET7 2, ik 43 B I e BH i BE SR BT A 5 I id S E difk
R AT AR X B A % /091%.92% .93% .94% .95% .96 % .97 % 98 % B%.99 % [¥] 7 51 [7] —
PE o BEPIA] B AR AR R BH () SR SR i 7 %6

[0072]  #R¥E—LL Lt 7 22, R AR A K W I PR B AR 7 Befl & SEQ 1D NO:2B(SEQ 1D
NO: 69+ i8] A 1) 51 W] A7 [X 855 vk 72 51 LA 22 2095 96 F7 1 AHALL PR () AL o R4 H Al 55
Jit 75 % MRIEA K B PR B4 A B8 SEQ ID NO: 18BKSEQ 1D NO: 73 5] 3 ) 2 8 7]
X5 B A 7 B 22095 % R A AR R AU o MR 4 oA STt 7 22, AR PR AR EH I
FARB AR Fr BOE 5 SEQ 1D NO:34BESEQ 1D NO: 77t [ iR [t =5 55 ] A% [X BY 5 Frik 7 371 B
A 2 /095% 7 AU AU o

[0073]  ARHE—LLSKHt )7 2, A FUAA B AR v Be B 5 SEQ 1D NO:10BCSEQ ID NO: 711
I [ B R AR X B T e A B AT A 2095 % 7 B ARALL IR (K A o AR B He At S &, B
BAAR AR B BAL A SEQ 1D NO: 26EESEQ 1D NO: 75 [ 34 (1) 5 5 vl A% [X B 5 fr ik 7 3
BA %2 /095% P ZIAHUAME ) AL o MR AR Ho Al St 77 8, Pk oAk s g dds v B 2 SEQ 1D
NO:428%SEQ ID NO: 79+ [E3AR [ 5255 ] A8 X 55 Bk JP 21 B 22 2095 % 3 B FHABLPE Y 240
Mo

[0074] ARG — L2 Jr 2, Frid AR B iAA Fr Bo A & EERE AR B, Horh s () i RS
#SEQ ID NO:23f H AR EE4 4 SEQ ID NO:10; (ii) ik H 454 & SEQ ID NO: 183 H T
RFRHEEAFSEQ TD NO:265 8¢ (1i1) Frid HAE 7 SEQ 1D NO: 349f HFrid 2840 % SEQ 1D
NO: 42 AU 4E 5 BT ik B BE e Rk B 2 /095 % 2 51 AU i BTk SR BT B 28440
[0075]  AR¥E Al SLiE 77 22, Pk AR BiAg fr Be A & e AR B, Horp s () ik RS
#SEQ ID NO:693F H k#2485 & SEQ ID NO:71; (ii) iR EHEASSEQ 1D NO:733F HLFT
RERHEEAESEQ ID NO:7558¢ (1) Frid HAEA 7 SEQ 1D NO: 773 HFrid 2840 % SEQ 1D
NO: 79 AU HE 5 BT ik B BE B Rk B 2 /095 % 7 B AU i BTk SR B B 28040
[0076] ¥ —LLsLiii /7 &, iR K UmE iR ik R A X sl E i n] B X B G 2 /b
96 % .97 % 98 % 599 % ] J7 B1] [F] — M M4 — LL SKHt 77 58, ik AU 5 B ik i A2 [X (1)
—ANEZACORIFF A I — AN R R B e BB IN, BT IR CDRF FIEISEQ 1D NO: 4,
6.8.12.14.16.20.22.24.28.30.32.36.38.40.44.46.48.80.81.82.83 .84 F185 " [ iA []
—ANCDRJF H1] o B Fh ] B8 AR AR B ) SR SISt 7 58 o iR — SR S 7 8, Prid s AL R
B R T B

[0077]  ARYE—LLSLE T &, Frid PUAR B IR Fr Be & AT DA e SU) AR B X R EE B [X 1Y
AR X (HVR) , Hor B e B /BRI 1L 2.3 ABS AN S L8 o B3 P R PRAC AR i B ) 2
MSEHE T4

[0078]  MRHE—HLsSLiE Ty 22, FriR AR ELAR Fr Bo & B A e SO e DCOR H 8 X (1)
HVR, Horp — AN S R o B 4 iR R B St )7 28, Bk Uik s Ak 7 Befo & b XY
CDR, Herpr— AN B PR B 4 AR — S8 BAR ST 77 28, Pridk Bk sl huds iy Befu & g X
(P2 HECDR2 , Horp — AN L PR A B o

[0079]  AR¥E— L HARSLE 7 &2, Friddiig sidnis i Bt & B SEQ 1D NO:55 (WASSRHX)
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o [ AR 1) 7 B IR AR BECDR2 , He P XG% F AR DB PANT o f Bl mT B8 PEAR F AR & W 1) S K2 it 7

Fo
[0080] R —LLSLHTT &, ik FUA B HUIA Fr Be & HATIE F SEQ 1D NO:56-61 )75
[ BECDR2.

[0081]  ARAE—LLSLE Ty 52, Frik 43 B8 1K) 5 o B HUAR B B4R B 53 B DA [ CDRA -

i. 7N/ NCDRA{CDRZ , Hir :HC CDR1#%& I GYTFSNYWIE (SEQ ID NO:36) FISNYWIE (SEQ ID
NO:84) ;HC CDR2AEIFPGSGRINFNEKFKG (SEQ 1D NO:38) ;HC CDR3JYTKIYGNSEDY (SEQ 1D
NO:40) ;LC CDR1i% [IKASQDVGTAVV (SEQ 1D NO:44) FIKASQDVGTAV (SEQ ID NO:85) ;LC CDR2
% [ : WASSRHN (SEQ ID NO:46) WASSRHA (SEQ ID NO:56) .WASSRHR (SEQ ID NO:57) .
WASSRHD (SEQ ID NO:58) \WASSRHE (SEQ ID NO:59) .WASSRHP (SEQ ID NO:60) FIWASSRHT
(SEQ ID No:61) ;3f H.

LC CDR34QQYSRYPLT (SEQ ID NO:48) ;

ii.7SMCDREJCDREH , Hidr . HC CDR1J/% %1% [ GFDFSRYW (SEQ ID NO:4) FIRYWMT (SEQ 1D
NO:80) sHC CDR2%% [ EIHPDSSKINYTPSQ (SEQ ID NO:6) FIEIHPDSSKINYTPSQKD (SEQ ID NO:
81) ;HC CDR33% [ PDGNYNALDYW (SEQ ID NO:8) AIPDGNYNALDY (SEQ ID NO:82) ;LC CDRIJ
KASQDVGTAVT (SEQ ID NO:12) ;LC CDR2AWASTRHT (SEQ ID NO:14) ;Jf HLC CDR3A
QQYSRYPYT (SEQ ID NO:16) ;

iii.7N/NCDRAYCDRAL, Hodr:HC CDR1EF1i% H GYTFTEYTMH (SEQ ID NO:20) FIEYTMH
(SEQ ID NO:83) ;HC CDR2JYGIDPNNGGTNYNQNFKG (SEQ ID NO:22) ;HC CDR3JYVIPLEY (SEQ
ID NO:24) ;LC CDR1AKASQNVYTNVA (SEQ ID NO:28) ;LC CDR2JYSASYRYR (SEQ ID NO:30) ;
JF HLLC CDR3AQQYNSYPLA (SEQ ID NO:32) .

[0082]  [Alit, AR IHRAL 1 5 N EPVREF MRS A 1 5 e B AR B &5 5 v B, Ho i
A BT B SR SR B B /S AN CORFE AN A, Herp i % H

i.SEQ ID NO:4.6.8.12.1441116;

ii.SEQ ID NO:20.22.24.28.30F132;

iii.SEQ ID NO:36.38.40.44.46F148;

iv.SEQ ID NO:36.38.40.44.55F148;

v.SEQ ID NO:80.81.82.12.14F116;

vi.SEQ ID N0O:83.22.24.28.30f132;

vii.SEQ ID NO:84.38.40.85.464148; VL }%

viii.SEQ ID NO:84.38.40.85.5541148,

[0083] AR BRI [ EEE AR BE R B O R Sk LS A R B b iR &
AR X 7 H AR R AR X P A A, PR

i.SEQ ID NO:2F110;

ii.SEQ ID NO:69FI71,

iii.SEQ ID NO: 187126,

iv.SEQ ID NO:73F175;

v.SEQ ID NO:34#142; A f

vi.SEQ ID NO:774179,
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[0084]  #R¥E—LLSLTE T 5, FriA PUAR B IR Fr By Be A i APVRS TAH I BINK 4t R I8
MTIGITRIZ & o

[0085]  AR¥EHAKSEIE T 5, FridmAbI A « k& PUiE M 2 /D0 & SR K PR 455 85 0 1 Bt
s R B AR AR S 7 58, il uAg 9 ik A F A4 o R A S8 e 77 28, i ik & iR A &
NTESE X o MR8 HAt SE Tt 7 58, Prad ik & B e B HuAR 65 AN TeGLE E X o MR8 H AR SL it 77
F Pk Bk B ik B :Fab.Fab’ \F (ab’) 2 Fd.Fd’ .Fv.dAb. %> B (I CDRIX . 5451 44
(scab) « “KUPUAE” T Lo MEPUALR” o B AP AT BE MEACE AR R W I SR S it 7 58 o

[0086]  AR¥E—LLSLi Jy 2, Frid AR IR F Be &k B LR BIHEZE 7 1)« /N BR TgG2a
/IR TgG2b /NBR TgG3 A TgG 1 ATgG2. ANTgG3MI A TgG4 . & Mral B PEAR A & i) gl s
[0087] AR —LLsiE Ty %, SRAE T A A W B AT PUABL BRI AR B

[0088]  HRAE 2Ly 5, AR A E

[0089]  ARFEA K A b —J7 1 , $RAIL T G At PVREL A w5 S A 7 A S PRI o v B A
(1) Z %R 73 LA S 35 1K 8 2 R 17 1R 17 F I AR A 7 =40

[0090]  AR¥E—ULsLE Ty &, $2 0L T gnhd L IAHCH] A5 X AR LCH] AR [X (1 2L 1R 7 HI K 2 1%
HIRFTF .

[0091] ARG —LLSLHfT7 &2, ik 2 B IR 7 s Re % 5 ANPVREE A W IR AL 45 & (1 BL
R F B B sE , Frid R A1 45 40 (1) B SEQ 1D NO: 2/ E W] A8 [X FISEQ 1D NO: 10f¢)
BRBERT AR X B B R AR (R SCEE I N4ER) 5 (11) B ATSEQ 1D NO: 18 H 85 ml AF [X FISEQ
ID NO: 261 52485 m] A8 X 1) 5 v B Biddk (RS RIPATD) B (111) B ATSEQ 1D NO: 34 B4k
A[AZX MISEQ 1D NO: 420K 52 BER] A2 X (1] # v B HiAd (AR S50 95B9) o

[0092] ARG —LESLHE T 2R, ik 2 % H IR 7 3 4 A% 27 SEQ 1D NO:2B(SEQ ID NO: 69+
3 1) 7 31 B PR B B ElCRE BRI — e ST U7 %8, TR 2 4% IR T 71 4n S A5 SEQ
ID NO:10EGSEQ ID NO: 71 A (] Fy 21 I SUAR B HiAd Bl

[0093]  ARHE HAth SETtE J7 22, FIrik 22 125 1y Z1 9 A9 2 SEQ 1D NO: 18EKSEQ ID NO:73H1
R 1 2 B () AR BB AR P B EBE - AR 1 AN S 7 %8, Bk 2 % IR 7 51 9w b5 A7 SEQ
ID NO:26ESEQ ID NO: 75 B3R (] Fy 21 I PTAR B HiAd Bk

[0094]  ARAE AL 77 42, Brid 2 1% 5 L /7 Z1 9 A0 2 SEQ 1D NO:34EESEQ ID NO: 77+
R 1 2 B () AR BB AR b B EBE - AR A S 77 %8, Bk 2 % IR T 51 g b 4075 SEQ
ID NO:428¢SEQ 1D NO: 79+ [ IR (1) 77 31 I SR B i Ad Fr B BCEE

[0095]  HMEHE X — LSt 77 &2, MRPE AR B B Bk 2 4% 1 B8R 31 4 65 A0 5 7S A CDRFF 31 (1)
PRSI i BYBUEE , BT IR CDRIF 710 : (i) A /7 %1 : GEDFSRYW (SEQ 1D NO:4) BERYWMT (SEQ
ID NO:80) (K] HE#ECDRL . LA /771 : ETHPDSSKINYTPSQ (SEQ ID NO:6) (K] HE#ECDR2 HLAG 771 :
PDGNYNALDY (SEQ ID NO:82) {J H#ECDR3 B A 771 :KASQDVGTAVT (SEQ 1D NO:12) [ 425k
CDR1.HA 771 : WASTRHT (SEQ ID NO:14) ()42 FECDR2HIEA 771 : QQYSRYPYT (SEQ ID NO:
16) (4 BECDR3; (ii) B A FFIEYTMH (SEQ ID NO:83) fJEHECDRL . A F 7.
GIDPNNGGTNYNQNFKG (SEQ ID NO:22) [ S4%CDR2. EL 4 F# 31 : VIPLEY (SEQ ID NO:24) [ H 3
CDR3. HLA7 771 : KASQNVYTNVA (SEQ 1D NO:28) [{J 5 5ECDR1 LA J¥ %1 : SASYRYR (SEQ ID NO:
30) [ R BECDR2 A E A FE %1 : QQYNSYPLA (SEQ ID NO:32) fI#24%5CDR3 8% (iii) BAHFH):
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SNYWIE (SEQ ID NO:84) () E#ECDR1 . H A /3% : EIFPGSGRINFNEKFKG (SEQ ID NO:38) [ %%
CDR2. H A ¥ %] : TKIYGNSFDY (SEQ 1D NO:40) ] &8 CDR3 . H A J¥ 71| : KASQDVGTAV (SEQ 1D
NO: 85) K42 5ECDR1 . B4 /5 %1 : WASSRHN (SEQ ID NO:46) (/42 5£CDR2 I E A /571 : QQYSRYPLT
(SEQ ID NO:48) [{1424ECDR3.

[0096]  #R¥E—LLsLh T 5, LA o Ui 2 B R IT A St B LT 4>+ Diik . &
DAL B PR S G P BUL S Fridk SR BLAR B BRI U ARIEC Y - B P A] BE 14
REEA R BH () B SE Tt 7 48

[0097]  R4E-—LesLit T 2, b S il FE AR A ] AR X 1 Pk 2 %1 B 7 FI4 % SEQ 1D
NO: 18%SEQ ID NO: 68 [k ¥ /7 21 B H B A %2290 % FE 7 [F] — PR AR 44

[0098]  HR4E—LEsLj Ty 2, S o v FE AR H S ] AR X 1 Pk 2 % R 7 ZI4L % SEQ 1D
NO:178YSEQ ID NO: 72 AR Fp 31 B H B A 22290 % JF 21 [F] — PR ) A2 4

[0099]  HR4E-—LesLjE T 2, S o vl FE AR H S ] AR X 1 Pk 2 %1 B2 7 ZI4 % SEQ 1D
NO:33BLSEQ ID NO: 76 AR 1 Fr 31 B H B A 22290 % JF 21 [F] — PR A2 4

[0100]  HR4E-—LEsLjii 7 2, S o vl FE HUAR B2 B8 T AR X 1 Pk 2 %1 B2 7 Z148. % SEQ 1D
NO: 98K SEQ ID NO: 70 [ ¥ 7 21 B H B A %2290 % FE 7 [F] — PR ) AR 44

[0101]  FR4E— LSt Ty 2, S S vl FE HUAR B2 B8 T AR X 1 Pk 2 %1 B2 7 #1140 % SEQ 1D
NO:25B(SEQ ID NO: 74 AR 1 Fr 31 B H B A 22290 % FF 21 [F] — PR AR 44

[0102]  FR4E—LesL T 2, S S v FE HUAR SR B8 T AR X 1 Pk 2 4% 1 B2y Z14% % SEQ 1D
NO:41BYSEQ ID NO: 78 AR ¥ Fr 31 B H B A 22290 % J¥ 21 [F] — PR A2 44

[0103] ARG —LLsLhfi 7 &, AR WM T Z 0K, Ha& 20— HM EAFK =D —4
E2 31 e ET ol s I

[0104]  7E 55— 71, AR AL TR 244, o & g bd R 45 A R I 2 b — A hifk
FEBLH A B AR R 3 1 MR — e St )7 52, I i A R A A4 oh ok

[0105]  HR¥E s 7 2, Bk FUkiA & SEQ 1D NO:1.SEQ ID NO:17B(SEQ ID NO:33rh
R 2 2 R T .

[0106] M4 —LbsLjifi /7 2=, Pk FURiA9 27 SEQ 1D NO:68.SEQ ID NO:72E{SEQ ID NO:76
H R ) 2 1% H R T8

[0107] R4 —Bes2 i 7 22, ik FURiA0 & SEQ 1D NO:9.SEQ ID NO:25B(SEQ ID NO:41
AR 2 2 R T 8 .

[0108] M4 —LbsLjiti /&, Pk FURiA9 % SEQ ID NO:70.SEQ ID NO:74E{SEQ ID NO:78
H R ) 2 1% R T8

[0109]  fE X —J7 1, A8 K B $RAL 1 8R4 7™ AR B AR BB AR Fr B IR 2 A8 S 4 B , BT ik B A4 B
oAk Fr B BA B S EARCDR P Z1 R/ B HL A 58 A AR X AR B R AR (X

[0110]  HR4—LLsTi Jy &, $24t 7 & aiie, A& 2 b— MUl E AN 2 ZERT
Hllo

[0111]  ARYE—LE ST 77 52, Frik Z- A8 SR R 8 7 AR A0 % 75 AN EL AR a2 (X (CDR) J7 31 1Y) B bt
& HUAR , FITRCDRIEF N : (1) HAG 51 : GFDFSRYW (SEQ 1D NO:4) BERYWMT (SEQ 1D NO:80) [
HAHECDR] . B 751 : ETHPDSSKINYTPSQ (SEQ 1D NO:6) [ B #£CDR2 . B 4 £ 31 : PDGNYNALDY
(SEQ ID NO:82) [t H #ECDR3, FLA ¥ 51 : KASQDVGTAVT (SEQ 1D NO:12) ({142 48ECDR1 A ¥
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5): WASTRHT (SEQ 1D NO:14) 42 8ECDR2FNE A /751 : QQYSRYPYT (SEQ 1D NO:16) 152 %k
CDR3; (ii) HAFFIEYTMH (SEQ TD NO:83) ¥ HEEECDRL A /751 : GIDPNNGGTNYNQNFKG (SEQ
ID NO:22) fE#ECDR2. H A )% % : VIPLEY (SEQ ID NO:24) () EEECDR3. A A ¥ -
KASQNVYTNVA (SEQ ID NO:28) fJ%#ECDR1 . E 44 /7 %1 : SASYRYR (SEQ ID NO:30) ()% #ECDR2
MIEA 731 :QQYNSYPLA (SEQ ID NO:32) %2 #ECDR3 ;B8 (i11) A /771 : SNYWIE (SEQ 1D
NO: 84) [¥) EHECDR1 . B4 /7 %1 : EIFPGSGRINFNEKFKG (SEQ 1D NO:38) [ T 4%ECDR2 B AT JE 51 :
TKIYGNSFDY (SEQ ID NO:40) [*JE#CDR3 . H 4 /771 :KASQDVGTAV (SEQ ID NO:85) {4 %8E
CDR1.H A J¥%1 :WASSRHN (SEQ ID NO:46) {2 #ECDR2HE A /71 : QQYSRYPLT (SEQ ID NO:

48) W2 %ECDR3
[0112] W4 A B IO HoAk B i B Rl B 452 2 40 Bt 55 1 50 4o« s R 0 0 BT U ) 14D
o

[0113]  ARYE 55—, AR BHIR B 25 54, Fr ik 25 WA & 8 7 DA s S A g A 5
PEUUNPVRIGAE A3 PR 5o 19 22 /0 — Bl g i BR B AR IR, DL AT i 22 /D —Fh 2
2 AT RS2 B R ) 4 R R SR E A

[0114] MR — Ly 3, Irid 20 AL S0 5 8e % 5 APVRET A N B3R A7 45 & (1 52 5
P BT B By, Fridk S b 5k B DA B BB s B PR SS & - (1) ARSCEERN4ES (R IR N
PVR.O7) i fudds, H B4 SEQ 1D NO: 2 S FE R AZ[X FISEQ ID NO: 10RJEREERI AR X 5 (11) A%
SCEENTDAR AR (R NPVR.01) , HLHASEQ ID NO: 18/ HHE n] 42 X FISEQ ID NO:
26/ R BRI AR X 5 BA S (1) ARSCHE 5B (327~ HPVR. 09) [ fidhk , HHASEQ 1D NO:34
Ky T BT AR [X FISEQ 1D NO: 42[ B F AR X

[0115] R4 —LLsTii )y &2, Frid 29 &5 A A 575 AN CORIF) B2 e [ SR B H Hidg
Bt FFRCDRAY: (1) HA ¥ %1 : GFDFSRYW (SEQ ID NO:4) BYRYWMT (SEQ ID NO:80) [ # %k
CDR1.E45 751 : ETHPDSSKINYTPSQ (SEQ 1D NO:6) f¥) 45 CDR2 . EL 47 7 %1] : PDGNYNALDY (SEQ
ID NO:82) [ EHECDR3 A ¥ 51 : KASQDVGTAVT (SEQ ID NO:12) (1% #ECDRL HA T 7.
WASTRHT (SEQ 1D NO:14) 428 CDR2FE A ¥ %1 : QQYSRYPYT (SEQ 1D NO:16) [ 52 5ECDR3;
(ii) B FFIEYTMH (SEQ ID NO:83) f¥) E 4% CDR1 L4 ¥ %1 : GIDPNNGGTNYNQNFKG (SEQ 1D
NO: 22) ) B 5ECDR2 . B4 FE 31 : VIPLEY (SEQ ID NO:24) f¥) E4ECDR3. B A 551 : KASQNVYTNVA
(SEQ ID NO:28) [ %ECDR1 A 5 %1 : SASYRYR (SEQ ID NO:30) K4 8ECOR2FIE A JF 51«
QQYNSYPLA (SEQ ID NO:32) ({52 8ECDR3 ;8% (111) B 47 ¢ %1 : SNYWIE (SEQ 1D NO:84) [ 5 %
CDRL.H A %% : EIFPGSGRINFNEKFKG (SEQ ID NO:38) [ H #:CDR2 . HA /7 %1] : TKIYGNSFDY
(SEQ 1D NO:40) f E#CDR3 . E A /551 : KASQDVGTAV (SEQ 1D NO:85) I #28ECDR1 . B A 7
1) : WASSRHN (SEQ 1D NO:46) [ 42 #ECDR2 A1 H A )7 %1 : QQYSRYPLT (SEQ ID NO:48) {52 5%
CDR3.

[0116]  HR4E — LUKt )y &, Frik 29 D AL W0 B0 v BB AR By B, I B B A
o H A BRES ERER X, ATk R AR X A A% EHSEQ ID NO:2.SEQ ID N0:69.SEQ 1D
NO:18.SEQ ID NO:73.SEQ ID NO:34FISEQ ID NO: 77 ¢ B Rh ] B8 PhAC LA A B i 2
MSEHETT 4

[0117]  ARYE—LLsZii )y &, Frik WA AW AS o B R BUL A B, ik o v B2 Ak
B B AAS RER AR X, TR n] A X A% HSEQ 1D NO:10.SEQ ID NO:71.SEQ 1D
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NO:26.SEQ ID NO:75.SEQ ID NO:42F1SEQ ID NO:79M ¢ 51 o BERhA] 88 AR A A B 1
ST %

[0118]  HR4E HAKSLIE Ty 2, ik 25 WA & )0 5 B0 s B AR B HL B, Tl B v B Ak
B H A B & B/ SEQ 1D NO:28YSEQ 1D NO: 69+ ik Y 7 51 1) 5 85 ] A8 [X L & ELA SEQ
ID NO:10ZKSEQ ID NO: 71+ IR B (AR BE T 4B X,

[0119] MR 45 BAKSL I Ty 28, vk 20 WA & W) A0 & B s B AR B HL i B, Tk B v B A
B A B4 ELASEQ 1D NO: 18BESEQ 1D NO: 73 [ [ )5 51) (1) B 54 7] 4% [X DA Jz BLA7 SEQ
ID NO:26BESEQ 1D NO: 75+ IR 1 B (I A2 BE T 4B X

[0120]  MRH5 BAKSLE Ty 38, ik 20 WA & 100 5 B s R AR B HL i B, Tl B v B Ak
B B4 ELASEQ 1D NO:34BESEQ 1D NO: 775 [ [ )5 51) (1) B 54 7] 4% [X A Jz BLAT SEQ
ID NO:428ESEQ 1D NO: 79+ IR FF B (I A2 BE T 4B X

[0121]  MRHE—LLsLjif )y &, Tk 2 WA & WA & IR AN PVRI & /b Bl R sl budd F B
HEERE

[0122]  WRHE X —LHE Ty 3, ik 20 WAL & W4 2 — P 5 R A K I B PVRAT = R &5 & 1Y)
mAbTR B » A K — -5 AN [R] 37 Ji G 40 L 2 A4 B 0 i B e 88 T B 1 R R PR S A T mAD
B BLo

[0123] IRt T2 A, HAD & 2 b — PR H5 A R B A S o dd R B sl o A4 1 B
Y, T IE 3 # I PVR S NKZH i RIS TIGTTH 45 & R K NK4H e B3 7k

[0124]  ARYE— LS 77 &, FriR fudks  fudd i BE B AR AR B s e 4 il APVRS T4H A |-
FILITIGITIIEE A o

[0125]  #R4fs — L ST /7 58, MR HEAS K W (1) 25 20 5 0 FH T B i e 938 7 VR B 50 4 92 I

o
= o

[0126] Bk ehE i) A& R ISPVRI AT AR o RIS — LSt 5 22, Prid fEhiE 1L R IAPVR
[0127]  ARYEA K W) —LESETt )7 52, TS fE N e B PR RERE o AR 4l — LU0t 7 28, IR AR
KR 22 A T 301 2 R 1 T BB 9 AT B ek 2D 52 303 h e A2 1) S 2

[0128]  ARYE AR B ) —Le STt 77 2, B e 1k B M 2008 LRG| BN S | e lle L 45
B W 45 e 5 30 B (kidney cancer) Il R IR 80 20 B « G e ' 9
(renal cancer) ENESRE kI 155 e 5  BHEIE 47 246 IRVRS 5 P 400 e ol 2 o 400 %%
PRJE B BRI R R o B PR AT BB MEAR R AR R B I B R S it 7 2R o

[0129]  ARYE—LLSLHE T &, i S i N SE AR o MR 4R — L8 B AR S 75 58, Pirid seAA s 1k
SRR ORI i 45 W LB B e A e o R B S T 28, Bk e iE ik B 3
HisE < Jiiee A0 g 5 PR R

[0130]  ARYEILAhSLIE T 4, BT i S iE o MLV 2 R o MR — L S 75 38, P I 2 e i
D REARE P S T RS E 0 1 I 02 P AR O A0 e 1 s B S AR P e L 2 R TR
B R B BE G A R SR AR BRI R] BR PEARZR AR W ) B SR it 7 B2 o AR AR SR SR T R
BT i Jag e oA 1) L5 o AR A ELAR S 77 58, B JiiE v S PR ASE 1 195 (AML) o

[0131]  AR¥E— LSy 22, AR A K R W &9 I TG 7 R B8

[0132] R4 — LU STy 5 &, Frid v 2508 g e 55 51 AL , ik 993 55 48 HH A B e At e 3R 1 -
[RIPVRS SR M LS &
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[0133] R4l —Uesjf 7y &2, MR His A R BH I 2528 5 A -T-i6 97 L% R A AH SR 1 2 8 B 0
IiE o AR HE FELL ST 77 52, Bl I A8 R A AH 90 B 5 o BORR IE 16 1« e  HIEL 1 4 i 366 A M 5 0
CHEL 3082 J9) 490 DX 0 1 78 PR3 T o B ] B 1A R A IR B () SR R S it 7 52

[0134]  RAE N —TJ7 1, A A AR AL 1 Jd kA0 LA |5 SCI B v 2 S A B A4 i Bk H
NPVRE & /b —RhECAR 5 5 1 T7 V2

[0135]  AR4E 53— 70, AR K R4 7 T 38 0 A 75 20 32l 38 I S LR 1 7 V2, Bk
7724 1) B i 5233 i B VR 9T A AR I DA B e SCRY BB s R B L oA A B BT A4 A
Yo

[0136]  #R¥E 3 — 5 il , AR BHAR A IR IR AE B T, Bk U5 iE LR 1A 7 B A2
it Va7 A R E RS 20— Phiiid S i BEOAR IR I A &4, FULsisg Al g
AR S PR O A PVRIF GRS A Ik APVRE HLECAR I 455

[0137] W4l —uestiii )y %, i TR 9 A i diikiz B - () SronkE s, &
HAEFESEQ ID NO: 2+ AR (1) B85 7] A2 [X HH Y CDR/ 7 B AL 7ESEQ 1D NO: 10 [ i 1)
REER X R CORFA s (11) B riRE e, B A& 7ESEQ ID NO: 18+ A () H FEn] A2
X 1 (¥ CDR 7 FI AL & A/ESEQ 1D NO: 26 91 [ 3R [ #2557 A2 X 1 (R CDRJF A s B (111) B v B
Poik, A A5 ESEQ 1D NO: 34 HH (3] 3 11) 21 8% m 4% [X o (I CDR)F B F4L % 7ESEQ 1D NO:
A2 [ AR I R P AR X [ CDRF 71

[0138] R4l — Lo HARSLE 7 42, it FH I BT id 25 W 4H & W b 1) B v B A4 A9 75« EERECDRIL,
H A2 7% I GFDFSRYW (SEQ 1D NO:4) FIRYWMT (SEQ 1D NO:80) [ ¢ 71 ; EE4%CDR2, HiA & )%
%] : ETHPDSSKINYTPSQ (SEQ 1D NO:6) ; EEBECDR3, H A3 & 751 : PDGNYNALDY (SEQ ID NO:82) ;
$2%ECDR1 , HAL S B 51 : KASQDVGTAVT (SEQ 1D NO:12) 3 &8%ECDR2, A0 2 571 : WASTRHT (SEQ
ID NO:14) ; DL KB BECDRS, HoAT & 751 : QQYSRYPYT (SEQ 1D NO:16) . SR A] REPEACR A K
FF ¢ B SE T T 56 o

[0139] R4 HoAth HAASL e 77 42, it FH ) BT ik 24 W 40 & W b 1) B v B A4 A9 75« EERECDRIL,
HALE FFEYTMH (SEQ 1D NO:83) ; EE#ECDR2, H A0 5 7 51 : GIDPNNGGTNYNQNFKG (SEQ 1D
NO:22) ; B4 CDR3, HAL 4 /% %) : VIPLEY (SEQ ID NO:24) ; &% CDR1, H AL & 771 .
KASQNVYTNVA (SEQ ID NO:28) ; #2%ECDR2, HoAG & /¥ %1 : SASYRYR (SEQ 1D NO:30) s PA Je 42 %k
CDR3, H:AT & %1 : QQYNSYPLA (SEQ 1D NO:32) o

[0140] AR I Ath ELARSKHE 7 42, it ) iR 25 W 40 G400 v () B v B S 440 7% EHBECDR1,
H A& FEASNYWIE (SEQ 1D NO:84) ; HEECDR2, HAU & %1 : EIFPGSGRINFNEKFKG (SEQ 1D
NO:38) ; EAECDR3, HiAU % ¥ %1 : TKIYGNSFDY (SEQ 1D NO:40) ; %% CDR1 , Hifw & FE 71«
KASQDVGTAV (SEQ ID NO:85) ; ¥ #ECDR2, HAL 7 /¥ %1 : WASSRHN (SEQ 1D NO:46) ; LA J 42 %k
CDR3, HAT & %1 : QQYSRYPLT (SEQ 1D NO:48) o

[0141]  MRIEA KA — LKt T7 5, Bk iB 7 A A& R B2 10 e KBl
FBAECE L.

[0142]  ARYE—LLSLE T &, BTk a7 i (1) 7 V2 A0 4 i HBGHAT 20— P A By 7
15 MR RS T R, BTk AU T N R AT BT E SRR T

[0143]  FR¥E—LL s 77 &, Frik vy e ik 19 7 V2 A K e FH DA w51 2 A 7 e e U
PRI 55 5 B S DA S 7 A B 4008 711 o BR PR — LL S 5 42, B 3 A B B0 7k B - G 1
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751 S 8 T (1) 96K 2 4 B S T R A T 7

[0144]  FRAEHANSLETT 22, BT ik 5 A0 % 1815 71 S5 6 APVRZ AR SR 45 6 B idds
Juds i BB AR AR I o

[0145] R4 — L STt 7 22, Fridk o3 A G % 1 59 50 A X S i e 2 A B A - AR 4
— BT T 4R, BT 3 A G 8 T RO A S R 2 R R UE BT S B A A A
FIEE AT EE BB TS &= 1 (PD-1) JPD-L1AIPD-L2 . J& J H70 [ AH 5C 48 it 26 Fft 4 1
(CEACAML) 4k E2 40 Jf 3800 £ T 3 (LAG3) <CD137.0X40 (HLFRNCD134) A% 40 i 4y 5RE 1
FESZAR (KIR) JTIGIT R HATATA & o BEFH AT BB PEARR A K B I B SE Tt 7 22

[0146] R4 —LLsZiifi /7 %, FIriR HUiE 3% B : Erbi tux . DM B | 508 e UK BEIE (55
WA | FR NS (I SIS L DAY KRBT KB KRR R S AT R
TEREIT S IABEME R AA R 80 IR I BT SRVE O VEBIR AR R E R
MEERD A FR . ZRLE AL E  28F X KITER. S RER KIthH. & )e
YA B HATAT ] A R Fh ] B PEARR A R BH 1 SRR S it 7 56 o

[0147] ARG —LLSLHE J7 52, ik B 7 9 38 S A A DR 32 44 (EGFR) 436l 551 o AR 4l — 25K
Tt 77 %, FTREGFRAN &I 3% B « 76 2 & 5t (Erbitux®) | 1A 8 #31 (Vectibix® )
necitumumab(Portrazza®) o MR ¥ — L8 ST 77 %8, AT iR EGF R il 551 Ay v 2 # 5 451
(Erbitux®) .

[0148]  FRAEA KA —LLSET )T 58, ik 32l F WA AT .

[0149]  FRAE A B — LSt )7 58, Bk Fads 3t — 20 A4 1 S L4 Sz A4 v, MR Bk
B2 %

[0150]  HR4E AR BH ) —LL STt )T 58, ik S 4 M T2 il o

[0151] AR 45 A & WA 1) — LU St 7 52, P il 4y L A i) 52 4816 5 PD-1 . TIGIT .DNAM-1 .
CTLA-4.LAG3.TIM3.BTLA.VISTA.B7H4.CD96.BY55.LAIR1 SIGLEC10F12B4 . £ fpa] fe PhACE
AR B B ST T %R

[0152]  FR4E—AT5 1, A&k R AL T T 1 S )& R G Dhse M/ BaE YR 7532, Fridk U7 v
A HEAS TR A B R B R T PYR S TIGITIN &5 & o

[0153]  MHE—AT5 0, A KBS T TR BUG T 9 B R BRI T, R T
5 B 5233 R FICD Lo54E gk NSZAK , B i 75 VA A4 1h) 52 338 it VG 7 A A E 1 AL
BT ik I HUPVRER b B B Ad o MR 4R — e SERt 77 28, Frid i 5% B+ 6 B8 2K 5T 28 09 55 I % 47
B IR R BB R (HIV) o

[0154] ARG X —T5 1, A BHA& AL T F TV 97 MLA8 R A AH 5% 1) 52 998 B0 JiE 1K) 7 7 o AR AR
SELE ST T S, TR MLAE T AR A DR ) 08 BRI E U 1« i ML P 40 e 39 Ak PR e (IR 3515 %
T93) AW DX JIEE I 1 A 8 PR 9 o T P AT BB T AR AR IR BH () B B S i T 56

[0155] R4l —SC Sl 75 2, ¥R T T RE K J5 VAP0 R Ji sk 0 ) T A O A ke T g B sk L 52 33
W EE R IR T R~ AR K BT B

[0156]  ARYE—ANT5 1, A B A& AL T 12 W BN 52 338 w140 8 i BB G 1 2 0 1) 7 Vs
FIriR 7 AR AT 22 2D — Pl AR SRR B B4 i o i iR 52302 (1) AR 02 i HR PVRIF) R IA 7K
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[0157]  #RHE 7y — U7 i, A K W IE B FE 1 8 BUE EPVREIA I J51%, Frid I iz FE A ks
m SRR i B, IF B E R S VI B KA, Hod BriR SiAd B ig v Befs ik
AL R B AR E X (CDR) = (1) B A 5% : GFDFSRYW (SEQ ID NO:4) BYRYWMT (SEQ ID NO:
80) [ FEEECDRL . H A JF %) : ETHPDSSKINYTPSQ (SEQ ID NO:6) [ F&ECDR2. 2 A JF 7 -
PDGNYNALDY (SEQ ID NO:82) ) B #ECDR3\ B A /7% : KASQDVGTAVT (SEQ ID NO:12) [ 42%E
CDR1.EHAJ¥%1 :WASTRHT (SEQ ID NO:14) Fj¥#ECDR2HE A /71 : QQYSRYPYT (SEQ ID NO:
16) 2% CDR3; (i1) A FHEYTMH (SEQ ID NO:83) [ HE#CDRL.H A F7.
GIDPNNGGTNYNQNFKG (SEQ 1D NO:22) [ E4%ECDR2. L A5 751 : VIPLEY (SEQ ID NO:24) ff # 54
CDR3. .7 %1 :KASQNVYTNVA (SEQ 1D NO:28) fI52#ECDR1 . H A %1 : SASYRYR (SEQ 1D NO:
30) (K 52 BECDR2 A E AT ¥ %1 : QQYNSYPLA (SEQ 1D NO:32) ({42 BECDR3 ;B8R (ii1) B A 5751
SNYWIE (SEQ ID NO:84) [{J E#ECDR1 . H A /771 : EIFPGSGRINFNEKFKG (SEQ ID NO:38) [ 4%
CDR2. H A ¥ %] : TKIYGNSFDY (SEQ 1D NO:40) ] &8 CDR3 . H A ¥ 71| : KASQDVGTAV (SEQ 1D
NO: 85) [F 4% %ECDR1 . EL A /5 %1 : WASSRHN (SEQ ID NO:46) (/42 5ECDR2 I E A /771 : QQYSRYPLT
(SEQ ID NO:48) [f) 4% 5 CDR3.
[0158] R4l — Lo s 7y &8, #5215 = 5 VA T AEAR AN BGE AR EAT , B0 7] -T2 W 5 PVR
FIEAH I I I o AR 48 A R BH B i Ade i T B T 180 B 07 e 7 92 o 4900 2, R g 4 Il IEK 2 e o
5E (ELTSA) BUJBUR F0 0% 5 (RTA) SRATE FH AR ST O 0 00 Fro A4 A7 V25 0 5 4 A ) B30 4 JH R 5
1) 2 IR 7K
[0159]  HR4E—LLsLiti )y 28, TR B E EPVRIAEAE I A FE DL IR

iR SPVREF Rt iR B 2/ D B R 45 A 3 M PiiE v Be— iR B

1.8 AR R R EH R DI 45 5 TR PVR.
[0160]  ARHE—LLSLjfi )y 58, ik Uy ikt — D AHELL T IR

iii. g G0 TR E S WS A ERPVREI S5 £E 5 3RS bR il 28 31T LL 3 DA

J

iv. WBTIRARAE M 22 TF BT IR S PVRI) &
[0161] AR — L4 Sy 58 I IR it AR TR
[0162]  MRHE—LLSLjE T &, ik i A AEAR HP B B AR #EAT
[0163]  SRRAL T AT &AMk 5 rh I PVRE L R 7 &, Ho & 2 D — Mk s fidk
B R iR AR i Be Ak B AR I B E X (CDR) = (i) B 7 1) : GRDFSRYW (SEQ
ID NO:4) BZRYWMT (SEQ ID NO:80) f¥) E#ECDR1 . B 45 551 : ETHPDSSKINYTPSQ (SEQ ID NO:6)
) BB #ECDR2 . LA 7 %1 : PDGNYNALDY (SEQ ID NO:82) [ B #£CDR3 . B A 751 : KASQDVGTAVT
(SEQ ID NO:12) [ %5 CDR1 L4 £ 51 : WASTRHT (SEQ ID NO: 14) [ &5 CDR2 A E A 771 «
QQYSRYPYT (SEQ ID NO:16) [{#£8ECDR3; (i1) HA P FIEYTMH (SEQ 1D NO:83) [fJ FEHECDRI
HA5 %1 : GIDPNNGGTNYNQNFKG (SEQ 1D NO:22) f) E#£CDR2. 45 /5% : VIPLEY (SEQ 1D NO:
24) [ EEFECDR3 A 1) : KASQNVYTNVA (SEQ 1D NO:28) 42 #ECDR1 . E 4 ¥ 51 : SASYRYR
(SEQ ID NO:30) [ EECDR2AE AT ¥ %1 : QQYNSYPLA (SEQ ID NO:32) [ #5485 CDR3; B (ii1)
HATFE%1): SNYWIE (SEQ ID NO:84) [¥) FHECDR1  FLA /771 : EIFPGSGRINFNEKFKG (SEQ ID NO:
38) [¥) EE4ECDR2. B A5 £ 51 : TKIYGNSFDY (SEQ ID NO:40) ) B 4% CDR3 EL A F£ 51 : KASQDVGTAV
(SEQ ID NO:85) [ 42 %ECDR1 . EL 4 £ 71 : WASSRHN (SEQ 1D NO:46) {142 55 CDR2 A EL A JE 71 -
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QQYSRYPLT (SEQ ID NO:48) 42 #ECDR3.

[0164]  FRAE—AT7 1, A K R A& A T TR e hE 1) ) 8, Prads a2 Wit ) & A 2 A
ANFFRI AR B

[0165] ARG —LLSLHf 7 5, AR B F2 TH 0T G 2 AH 50 P 0 B3 A PR AT 12 1 L 7 EL
VAR ER 73 JHIG 5%, Bk 77 5 A5 A8 AR A8 R B B AR Bl B B AR I e ok B 32
R HRE S PPVRI FRIABUE M, 35 R PVRE) F A BUE M SPVRE S B MR S &3
TR ik 225 & 0] WAL 1R 52308 B3R AL T A RIB Be i [ — 32 30
TR VB IR S R FEAR I Im R B R 1 0

[0166] MDA 25 HE I PR IR H , A% BH ) HoAth SE Tt 77 S A3 id Ve LIS AR 1] B i &
Do SR, B2 R, BROARTE T AR B IR A e SR T 52 5 H VA0 o R LA S 451 A DA 1 B
(077 T2 5 DRI A6 AR R B AR PRT TR P ) 8 A eS8 MM SR MO R T A v AR 430 T
AN R0 5 W

Bft 1152 AR

[0167] & 1A-E LCHHEZEPVR mRNAZR 18 7K1 (0 Bl 7~ (540 1 BRAIC) -5 75 k22 1 A D0 MR 1) [
M= e (B 1A) FUI S (B 1B) FIE T P (B 10) B9 AH IR ME « MMGEOAE s 3R 13 mRNA
KIS BRI Hbioprofiling. defr si 3 A a0 : i RAGEOE #5842 1D : GSE31210 , FL RS
GEORIARAE 1D : GSE25055, JIE [ PR GEO B HE4E 1D : GSE30929

[0168]  [&] 250 G 20 M AN i Jed 20 i b 52 AR SRR I s i B o TIGI T B VT 22 S B 4 . (4
TYH M) F L3006 32 44 DNAM-1 (R N CD226) ¥ J2 Vi 22 G 5 2 e, (9 3, T4 ) | 1 380
AR P2 ARYS e 32 BEAENKAN L 1R IA , (H AR 75 A0 55 8 v M her 240 i R 5 W 200 L 1) - i 40 i
- FRE I BRI B2 A s VRIS BTV 22 JlRg 4 R R IR O TTG T T #0161 P B A4 (55 DNAM- 1)
HEEES) s ER A - 280 S RTVT 22 IMoEg 41 i 2 34 Y DNAM- 1 B0 i A (TIGITRY 11 2% iR
1) o ARPE A B B BUPVRIF 45 A 7 HEOOUEE R H < 1) 33 28 FH e 32 AR 1 B 40 BB i 2% 453 5 2) 18
Tt BEL W5 TTG T TR AH T A FH oK 384 0 5 58 248 i ) 38507

[0169] & 3A-&] 3D Jy i 2 7™ A= 1) DY B PVRITAR I FACS 73 i (B Bl 3R o 7 T 0 A4 BEL B
TIGIT-Fek5 i 41 i JR EL #2456 10 Dh R B BAEI 7R 1 AR W HEFTPVRITAE (JTPVR mAbi A4
263, WA AhPVR. 17) o B 3B 3D~ th 5 7= A 1 = Fhdisdk , 43 R A5B9 (B FK AhPVR. 09) |
7D4 (L FK NhPVR. 01) FI4E5 (HFRNhPYR. 07) , A& FE BT HTPVRAImAD , WIHELE TIGI T-1g4h 4 1
BELIT T 7 o B 2 A8 980 7 (Bl /L) B8 I ZE HepG24H il o £ A 2ng/FLEITIGI T-Fc & 3K £ 20ug /
ml, HAETRINTOEARICHIH-Fe AbJF il FACS TN &40 45 & I TIGI T/ S 78 1 B 7 B R
7 PRI T s

[0170] 4 7R H FIPTPVR mAbFi4A7DA (R NWhPVR. 01) BEKTPVR-T TG TAH F 1 A fuifa 3%
5 A\ 2 FMDA-MB-231 (LM i) FRONK 40 B3 45 (0 11 36 o i T ok B SR 40 i 1) [35S]——H i
QBRI 5> WA S A A% o KR (Ctr 1) AFEAHSR A /N 186G o PAEL =0. 0056,

[0171] KI5y #i 20 FHHIPVR mAb 4E5 (HWFRAKPVR. 07) BEWTPVR-TIGI TAH B /E A 3458 T
N 40 M R HepG2 (41 ) FOINK 40 B 5% 1 19 B 36 - To - A mAb I He pG 2 (1) 5% 4% s HLPVR
AE5- /N PTPVR 4E5mIgG1 sk HepG2 RTE AFcAZ44) s HTPVR 4ebh1gGl-HHTPVR 4E5-
h1gG17%4HepG2 (i AFcA24K) sErbitux (P.C) —BHPEXT HmAb Erbitux (JAEGFR) . PL10ng/
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m1 /3§ FH A mAb . P& : 3iLPVR 4E5-0.04,FLPVR 4e5hI1gG1-0.000746,Erbitux (05 HE) -
0.003219,

[0172]  EI6A-IE60 A2 A e 41 il 22 IR PVRAIAR 82 1A -2 1K 3 . BB 208 4 i (B eA-1&]
6E) 7w 4 i (Eler-EleH) (45 i Bl 4i i (Ble 1) B 4uf (El6.) s 41 i (Bl 6K) (R %)
JiE 2 e (IO L) o fifryed 248 . (PL6M) R0 - 241 e 248 . (P 6N-160) 341 3R IAPVR AR 2 -2,
PLO . 2ug/FLA5 FmAb : 7 MV A H70A 25 14 —2mAb AIFPVR mAb 4E5 (HFR AhPVR.07) .

[0173]  E|7TA-ETCHFACS M 2 , {4 HPVR A EAITIGCI TR AL & TAK 7RHe pG 241 i
CN 4 B i 40 i) ZRAXPVRAIAR 88 [ -2, B TBE /R 4046 [ 5TPVR mAb 4E5 (B FRNhPVR.07)
0.15ug) JL 584 (R T97%) FHBTTIGIT-1g (Qug/ml) 454 , (HIX Lo Al it R AW H -2,
] 7 CIEl 7= CHOAH i 323 =i AP T h AR -2 7D/ 1 Br A PVR mAbBRZ 5B 7CH AHIA [
CHOZH M 1) B2 €, iX R & BU-PVR mAbV A B R 8 A -2, 3F ELIH LB 7B BT WL ()
TIGITH G 1 RE W A 58 e it 47 g 13— 215 LT SR AR, 17 A2 ELFEPVRIE BT i 25 3

[0174]  EI8A-KEIBC/R T FIr A7 &6k APVRIGHIPVR mAb IR SSALES & D B A7 = P RH I ve
B 5 N PEPEPVR HepG24H i (I 8A) Flid ik IhPVR B16-hPVREHAL (KISB) F= A ML UM T
10 % 22 5) (45 A o 188 AR B AR ER I Vero i il RAG 2 45 4 (KISC) , firikVero 4l &
K1k 5 ANPVREA93% AHLL I FIPVREE o FEIX BT 0T » ASFE R AD 7~ A ZE Al S s 2 .
FEFTA1E I R E FHO. 2ug )5 FmAb o

[0175] &9 N 2 A R B I HiPVREUAR AN TR A RPVRII IR « ATIGIT-Fe (10ug/ml) H A5
2SN, 3 5 RMDCKZH il 2 45 & - PVR mAbJSASBE 5 553X B i i 25 4, M T 22 B AS 11 51
RPVR,

[0176] & 10A-& 1ODREL AR R - 20 Je  DNAM- 1 45 & M AEWE TIG I TS & o A TR s 4k
TR X e IR PVREAR 25 (A 20 41 i 3E 4T e . I 10AKIZR T TIGI T-Fe 55 3k 4K 85 1 211 4 g
(1456 s I 10BIE 7R T DNAM-FC5 3R ISR -2 4L 1) 45 & BT LOCKE 7R T TIGIT 5 R AAPVR
) 4 B F 25 4 o I LODIEI 7R 1 DNAM-1 5 36 IAPVR A 4 Mo () 45 4

[0177] B 1178H T HUPVRITAAAS TAH B B4 5 Y 5208 o FHCFSEAR iC APBMC, H-AEFR R I Hid4k
(R AFAE T K APBMC S 040 — 2 IR & o 45 R Jy 3G AR AT T 0k BE ) A5 08 . 45 SR N 10
A R A A I AR (K 4L 7 S2 36 o P s mAb 4E5-0.000241,mAb 5B9-1.96E7%, $iPD-1-
0.016303, HCTLA4-0.000171,4E5h1gG1-0.008176,

[0178] 127 H T HUPVRITUAA AL At F0 44 0 T 40 B 349 58 14 X & /E H - CFSER 12 APBMC, JF
TEFR NPT A A7 AE N APBMCS B4 M — iR B o 45 R 7 Y R AH AT T 0 HE ) £
B . 45 oA A L2AME R LA 1 7N BN 5250 o PAE : BUPD L+HCTLA-47 . 54E™%, FiPD- 1+
4E5-7.02E™°%, HiPD-1+5B9-1. 1 1E™®*, $CTLA4+4E5-1. 37E™, $iiCTLA4+5B9-5 . 47TE™,

[0179] K] 1344 7 HUPVRILAA X CDSTAH Mu 3 5 1) 45 5 MEAE F - FHCESEFR 1L APBMC, FE7E 45
TN PURIIAFAE S 5 APBMC 5 #E41 i (A549) — iR & - 7E9-12K JE ML FACS T #3727
(1) CDS FH P 24 . o 25 S 27 Shy H T A T 5% R R 45 5038 o o &85 3R i T 40 FH i R PBMC R ¢y 2
AT LTS

[0180] K[ 14F5%: T HASF oAk /5 5 5 CDS 4 i 155 CDAZH i 11 bk 28 « FHCFSEAR 12 APBMC, Jf:
FEFRIN I U A7AE N 45 APBMC 550 41 i (A549) — LI B - E9- 12K Ja v ks 7 h i 28
J o &85 SR J T2 R AR RV AR Y k24N 5258
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[0181] K157~ tH T HIPVRITARKINK KL (1) 1 F o FE 4878 B IR AE TS B ANKAH L 5
MDA-MB-23 140 i (=B MEFLIIE 41 R) — i B - 45 FARERS AN [A] 1) i FENK 41 o Ak 4 3
AT T A PR ST 525 P4 : PVRAES-0. 005063, PYR5B9-0.00374 , PYR7D4-0.019448 , PVRAE5—
h1gG1-2.03E™,PVR5B9-h1gG1-1.45E",PVR7D4-h1gGl 5.8E™%,

[0182]  KE[16A-E 16D/ 1 7E A b % 40 A7 A 1) 75 0 T TUPVRET AR XoT Firv e 4 A7 v 1)
YE - 26505852 /m1 5 78 FImADAEAE R , A8 FAMTTZH Mo A735 D 2 46 2 AS4941 . (&1 16A) \U3734H
J (] 16B) JHCT11641 e (16C) FiMe1-624 (B 16D) [IAF I 14 24 /N o it B 2 2% AR TTES T}
B EME,%<0.05,%%<0.03, 3F H**x<0.02,

BiEXEAR

[0183] A B FRME T N AR 5T R P BE 324K (PVR) it PR R T R 044 o A R B4R it 1
mAbAE IR ST IR AL 7 N ik o B, AR B AgmAb ] DL SR SR B 5 AR 25 70K A A A, T T
VREZ RT3 S 5 440 B ) 70 M TR A A i 2 B B AR D92 ik o

[0184] B SC AT AR ARTE “Br 7 ¥R BE 08 51 K BRI I 5 Sk e e PR 45 5 1 707 B4y
F— A BT B — B S T — %A, W SRBIN R 54 A B R R R B
e FE I PR R 7 2 FOAE R Y A4 e 5 1 Al 5 T AR H A A0 BR 5 i ) 22 b At T A4 e B
FRIE A I ) — LS i 7 R i PVREE A .

[0185] 1A SCHT HIR A “PVR™ 156 Bl K S5 8 3 5 52 44, FR CD1565 (746 1% 155) oPVR
NEAN-Am (55 e 7 =AM A e Bk e A (Te) FEEE AL IS . 5 168 25 AL Sl A i Jo 2 [X 1
PR A o B KZI80kDalf) 4 F K /INFTH =N T e 45 Mt (B AR Ay e SN K VIRE &5 4
355, B i A% > C2AE 25 A 480) 2L RS 465 44y o AR A i B ) 75 491 PEP VR B 38 T-GenBank 8 5% 5«
NP_001129240.1.NP_001129241.1.NP_001129242.2HINP_006496 .4 . 3X LE55 8 /K 5T 25 A
BE S AA I I 0 S 25 K A 2 3] 5 3 DRI I mT AR AR A B ) 5 AN 5 3 7 4 ) o

[0186] 4 ST B A IE “HU i vk g 727 B “RAL” A2 45 54 8 HUA RS S v SR B 9 s
T IX A B AT E R U732, AT AR B A T 0 4 A P AT AR B R AL B Ik P 31 A
B e 35 7 A S A 2 vl B SR LA . P o B R AT A 1 SR A B0 IR AT T2 2
LU I 5044 o

[0187]  ji 4y &, W] HI 2 R0 7 i a0 4R i 55 3 1 AR 3L 4R (SPR) (38 T Scarano S,
Mascini M,Turner AP,Minunni M.Surface plasmon resonance imaging for affinity-
based biosensors.Biosens Bioelectron.2010,25:957-66) %A1 fi##4T €&, 3F H Al A
fo P B i 8 s BOK R BEAZ SR AN 7 A IR K d s R A i R SR A

[0188]  MRHEAK B FUAREH F BLShPVRA R A7 456 o HAR L, 3144 5 2INP_006496 . 4
HH A (R PVR IR 2 ZE IR 1 - 343 N I R A 45 5 o

[0189]  FiRER G BBk A A0 & I IR B AR — B A R DL AR, R
BRI AR DL Y A Y R R B R R BRI SR A A AR (AT AR B &
HIBR I C (45 1 BY) 2510080 . B IR A 5 R Pab 4 22 I P BT A A 0 X 4o AT
(ab’) oA AR EETE AL — AT ANFab’ B A ) dr O Bl FR ONE ¢ A B BN T BEAE
— Iy HL AT AT AR E5 R 38 (V) B S5 4 VF 22 1H 58 45 AR (C) o BN SR B AE — S L AT AT AR 45 1)
(V) Jf HLAE J3— I B AT 1E S8 S5 W48 (Cu) , HR B ] AR 445 Mg el 5 B B 1) ] AR 5 M delons 5%, HL RS
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JHL 58 45 A4 5 T A 1) 55— 58 5 A 3 (CH) Ko 5 o e ot 208 R o 7 1) ] 0 435 A 3 T Jl B R
AL R R E R LRSI R A FEN — S, I LA S EE ST ESE X,
ZHEZE X [ 3 FUA AR 57 5 EHRR A FLAMNIE E X (CDR1-3) (1) = AR 45 M e 422 . IX L 45 1)
WA BT PR 45 A0 s B RE e MR SE A 7T
[0190] i fd L AAIUR . S0 DB vz — X ok B A B E B A8 P P s e Bl A
T (K CDRIEAT % 5 B 14 52 - 1 201, K #EKabat Wu T.THIKabat E.A.,J Exp Med,1970;132:
211-50) FIMGT (Lefranc M-PZ A ,Dev Comp Immunol,2003,27:55-77) BHAT X FEMIHHE -
[0191] M FARE “BA - FHICOR” BEEUAARIERS , Z A EAFE H P CORE & 15 P
FIIZE T, LA e Hoh CDRER 48 52 2 51 4L A P 356 TR
[0192]  HiA&RI B R IR T @ A8 X (HVR) , BI— 2 It JR 45 A 67 s ) R 0 o 2 1)
MHFCDRFE S o
[0193]  HEERIE AR (v a0, eBw) PeE S aRE H 38 m (97 8 1gG. IgA  IgD  IgEHEK
IgM) BRFEE AR AR AL (BN A AT — Pl X PR R AR L AT UL T BT A S 200
[0194]  OR¥E “Bik” Dhie)™ SUE A, I HAFE e fufk (B K R wE ks e 8 8
SEREFUE) 2 e R DU 2N PR R R A DLR B B 75 AR e 1 (RIS APVRE &) B8t
B
[0195] AR A< & BH (1) — FhEL 2 Fh b A4 40 55 58 B Bk , 8 1 2 50 [ oA Bl o8 o B2 o
(mAb) , BL K H 2B A KA Fr B, i tFabBERF (ab”) o 7 B o SR TAR 8 T4 A& B Y5 1
Tk B
[0196]  “Hifk 7 B AN e B PR R — B 7, Fol B Bz e B HUA K PR 45 6 A0
IR B T 5P S A RIEE T A m BRI S B se il dE : () Fab B, LA
VL.CL.VHFICHI Z5 #4358 ; (i1) Fab’ F B, HONFECHI MBI CR s A — AN B2 A1 bt &R
WRIL Fab Fr By (1) FdA BL, B A VEMICHI M3 (iv) Fd” A B, HAECHI S5 M3kl R
Uiy LA VHAICHL 25 A AT — A B 22 A R iR ik 2 s (v) Fv B, HO A H4A 8 (VL ATVH
ZERIE ;s (vi) dAb B WardZ% A Nature 1989,341,544-546) , HpHVHES I 4L Al s (vii) 4
EMCDRIX s (viii) F (ab’) o v B, HONERCRE X A HR T M e I AN Fab’ v Bei —
W B (Ex) SRR HUAR > 1 (B0, B4%F v s scFv) (Bird%% A ,Science 1988,242,423-426;
FHuston® A ,Proc.Natl.Acad.Sci. (USA) 1988,85,5879-5883) ; (x) EA MR LS A4
SR RUAR” , FAL & 5 A R] 22 ICEE i e mT AR e A3 (VL) 3% 42 1) 0 ] A 25 4 38 (VH)
(Z WA 40, EP 404,097 ;WO 93/11161; flHollinger® A ,Proc.Natl.Acad.Sci.USA,1993,
90,6444-6448) 5 (xi) “BRPEIUAAE” , HAL & — X H LR IX Bt (VH-CH1-VH-CH1) , % v Bt 5 B b
(K428 22 Ik — AT T R — X 470 B 45 & X (Zapata® AProtein Eng.,1995,8,1057-1062; fl13
[ % F55,641,870) .
[0197]  C&H Kk T AT HEduE v B & MR AL Guith , 48 B 58 B 350448 1) & A K g
M ATAE X B F B (& 0L, MorimotoZE N, Journal of Biochemical and Biophysical
Methods 24:107-117 (1992) FfiBrennanZs A, Science,229:81 (1985)) 2Rk, FAE AT DLIE L
A 1 A E AR X S By B A, WA SRR TR A S R S AR B B, AT EL
MK IR (E.coli) H Y Fab’ ~SHA BT REAT AL G DL RRE (ab”) 27 B (Carter®s
N ,Bio/Technology 10:163-167 (1992)) #R¥E 75— 77725, Al EL 4 M B 211 T 40 s =
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ESE (ab’) o Bt TP AR bl i B A B R X TH AR 5 2= B it 2 W o A5 HoAh 52 i
7 & PR PUR N B BEF B B (scFv) .

[0198]  mEEHLAR] LA B A IS AR I BB E G 20K, 3t iz B siida s 550%
BRET [ B A B B A0 P AR X AT B VH-VLE 3 Py (scPv) [ PR BRI B8 571 .
FT 77 A SRR IR AR GEE %) 54,946, 778) TIIE T 7% A 1 6 PVRIK SR B 4144

[0199] 4 SCAlr O AR IS “ B 7 B 4™ (mAb) A& 8 ML A B [F] 5 ) B B AR R A5 1 Bt
M, BIBR 7 AT RE D EAFTEMI T BRI R IR R A1) S8 2 b, W OZ T AR TG BN P A4 A2 AHIRT T
BT R PR B AT B SR T B — B L IR A, SRR AN B e R GRAD FIOR
IR0 AA 1 22 5 R e A il 71 A e, B B 5 B AR S X B iR 1 1 B — e s R AR B
B A RLAERE A 75 E@ I AT AT RR 8 7 327 AR g o ml o AU AR N RV 5 1A 3RS
mAb o 540, AR HE A A B AT FH ) B T Fi AR AT 3@ id Kohler®5E A, Nature 1975,256,495 % X H
TR F AT R T v A B s T FA DNA TS A A% (S BN, SEE £ RS 4,816,567) o3k
Al il tnClackson®s A Nature 1991,352,624-6288MarksZs A, J.Mol.Biol., 1991,
222:581-597H FEIR (1 HE A MR B AR PR SC 43 B8 B v BE B A

[0200]  Fields% A2013,8(6) : 1125-48 F #{IA T i Bk 4 51 LA K The M ml A% # 55 (VH)
S DR R AT AR R BE (VL) DRI SR 1 A7 A8 B B S B PR i) B8 A SR A S R 45 6 o F R v h A
FEIR 5 UL AL FH T 15 L A1 B P R I8 1A DNAJT B () 3 v e

[0201] AR EHIImAb ] J& TATLAT S BR 8 1 250, 1% K 0 FE TG TgM. TgE . TgAMITgD, AJ
AR AREAR N 35 B 7 HEmAD IR A8 I8 o S AR P 7 AR AT SR A 0 A I mAD , H ek ok B BN I
AL P2 (1% 24 L JIE B PR 4 53 22 AR BB (pristine—primed) BIBalb/c/NBR AR A4 5 ik FE B
TFHmAb K I 7K o AT AT AN 51 A FN I 5 R KRR I I K B B 37 S R P Al 4
mAb.,

[0202] I AT 455 AR B AUAA I 1 A8 X R AR S M B 3 s IS PR I SR AR A

[0203] A B HRAL TS HUR 45 A S5/ (ABD) (1) 8 3 B BUAR B Lk F B i R 45 A
S5 RIS R B = ASCORAI B 1) =ANCDR, Hovh BT IR ABD 5 # 50 F /INBR AR I ABD L A5 &
1590 % 1 3 F ] — PEBCAEAAME , 2 e /N R PR B s () B S R T AISEQ 1D NO:69
() B B AT AR X R A LB P FISEQ 1D NO: 71 BE AT AR X (4 30 2% 51 N 4E5BLhPVR . 07)
(1) SR IEBRITFISEQ 1D NO: 7311 B &E AT AR X A & S B IR T BIISEQ 1D NO: 751 42 4k
A AR X (A SCEE RN TDABEAPVR. 01) 5 8% (i11) A &L 7 FISEQ 1D NO: 77 54 n] A% [X
D5 2 B BR P FISEQ 1D NO: TOR) A2 BE ] AR X (A 3L 1] y5BIBLhPVR . 09) o X AL A Al
B 5HMNAES . TDAB5BIABD B A £ /093 % %2 /094 % . % /095 % . £ /096 % . £ /b
97%  &2/098% #2299 % (1) 7 F [F] — PEBUAHABL I B8 100 %6 1 /3 371 [7] — PR (¥ ABD 25 A4 43K
[0204]  FE 1 [F] — P A PR AN AS [F] 7 51 2 [ADKE B UG T 1) 28 ZE PR B H IR 1Y) & o /7 FI AR ABL A 72
VPN S IR () PR < B B i 2 A TR () 2 R TR

[0205] AR BHAE R T AR PR A R B IO B4R 210 OR <5 2 R IR AR A o AR 4% R BH ) AR A i
AT 1l 2% AR B T G R 1 B 1 o ) AR 43 S5 0 - B B B AL BT A R R A S A
FIEERIG M BT, B ARN GO R B — 2o A PR 1) B 4 LR B 3, B O B, T LAl
ST FTUE Bk B PR FE AT VAR B KM S i P AR/ 7 S P B A AR B M SR R AT . A
ASCHT FIRARTE “GuiR R & fe st — N MR T 2R R B HRATA B 1 — Ik
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1
[0206] G4 iy R ARTE “Budd 2844 F5 6 5 AR B SR AR AT 43+ il o, He b fidds
o HPURS A BB S B — R BB A O A R PR A,
[0207]  Hudd /3 B (1) SRAL YD AL AR A Al AE A FROIE B JE L Y o X A 5 AHAN R T 2 2 ) S R B
(IR ST FHARLR 57 B4 F N RO R o 3 A AB U1 A B 45 B AU A B8 A 7 A 2 BH 1)
N, REEATR 7B R e ik 5 APVRIN 4 G RI 7] .
[0208]  AnAC SN AR N 53 O RN 2 PR ) IR S B 450 A6 AR R B KT TR A o R o 2 e T L
BB G M E R B M SE (9, BE R 55 & % - i AR FLAar 7y SO Aap) (19 55—
AR B IR o 1K L e m] IR 1 R AR A0 P 95 028 RG] e e A R ) A e B 8 R
PESE H AR N SO TR, 038 O NS 2R G bl 3 31 R (1) B AN B R B D & A R (1) )
JIK < 22 IR B ER 1 57 2 1 R A S | R B T2 IR SRR AR A, Hoh 2R R B
AEABAR 2 PR e R PR AL D RE AR 2 I R ) R < 4 3R A AR AL 2 SN o 1
W1, MR PE ARG T A — A8, BUR /S S B & A I AR B i A R -

D) AR B) , 22218 (S) , 7R (1) 5

2) RAZIR D) , RAR E) ;

3) RA&BE N) , 2B Q ;

KA R AR K) ;

5) TR () , 72/ (L), FEREAR M , R (V) ;

6) RINZIR F) , B (V) , Lz R W) .
[0209]  J Y5 i , 3 i 5 ARS8 S 190000 00 e 7 2 2K 5 AR AR BE 7 B o TR ] BEAITAS
5] 1 51400, 7EAB IR 73 _F 2R A AS [R) 0 7 77 3] 3 800 IOAS 1R 00 5 30 45 0l 2 A2 7 31 R g
o DRI , B A FR S — S B U T P VR AT AR RE 7 A ) AN R AR A
[0210] AR R ARIE “BA BRI SUR S & a5+ F SR 4 & R B B A
IAFEATAT R AP RS I H AT 304 40 i R B A e B s Bk B o I B H
TSRS & MRS 7 Z PR S5 & SO PE R AR HAR TFab fr BLFab” Jr B F (ab’) o7
Bt FLEERE RN/ SRR EE () T AR 73 Fab B AR (S WA 40, WO 93/15210. 38 [ L H H13508/
256,790.W0 96/13583 .35 [ % F|Hi508,/817,788.W0 96/37621 .25 [H & FH11508/999,
554) DA S4B NIX AL SORLPE 43 () S R B A, DA R I ) 8 3 e N O ARE (1) P e 92 12
B B AT ATT HAh SR A1 43 5 o IR FE ) 7 P I AT AT O A AR SR AL, A FEE AR T B2 1)
EL KA B EA A
[0211] A ST B SE B fro A BAR LS “Be A7 Pidds, o R AT/ BUR BE I — 4 ST A B
152 V)PP ERCE & T4 0 DA 288 i B0 S S0 44 v 1 A IR 0 AH [R) 35 R)308 , T % ) e 4 8 4
5814 B B FhEEE 8T 5 PR SE BBO R B o (1) AH R B AR R BRI, B AGGX
FERIHUAR I B, REEAIZR I I 5 A0 e G &R 54,816,567 ; AiMorrisonss
N,Proc.Natl.Acad.Sci.USA 81:6851-6855 (1984)) . tt4k, Al #4T LM %2 [X (CDR) B A4H
PATEAE AR 73 1) JE 28 P 5T (B 465 5% A 7 BORR S ME) o CDRAS AL ) = PR 1] 12 S 4] A T 35 [
LH5,225,539H
[0212] R AU A A 56T 4 B A FE SR 4 v B A AT AR B R mAb Y
A AR X AN G Bk 8 A 18 X IR Le o+ A B bok | NSk (B S2ARSUAE) 1R 48
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il
X HELFR AL AL AR ok B /NSRS AER (RR A HEARSTAA) 1 CDORI Fiid 4k ko A JR AL Hidd - ik
A AR S T AR rh i e S M R v e AR K 7 22 5, e SRmAb HAT R B 2R 5
TR ) B i e SR AELAE A R EL A R v N S L DR A N/ SRR ArmADb o 1R A AR B R A
T7VE A AT O A K) (B I PCT & A HEW0 86/01533.W0 97/02671.W0 90/07861.W0 92/
22653 12 [H L H5,693,762.5,693,761.5,585,089.5,530, 101 H15,225,539) .
[0213]  ARAE—LL BARSLE 7 58, 5 v B AR o ik & 5 e B A
[0214]  FR4E-—LLSTHETT 2, AP ANIRIHEX .
[0215]  HR4l —LL STty &, i A PUARI N EE X H : A6l ATg62+ ATgG3HI A T1gG4.
[0216]  AR¥E HAKSLHE Ty 52, #k A 5 v B BUAR B 7 B & A TgG LY ({8 58 X E 3K
[0217] AR ¥ B ARSI &, 3RAE T IR FIPVRA IR & 8 e B ik, HE &% A LR A
CDRIZH : (i) SEQ ID NO:4B(80.6H(81.85%82.12, 144116 (ii) SEQ ID NO:20E(83.22.24.
28.30F132; LA K (111) SEQ ID NO:368(84.38.40.44585.46F148.

ik

[0218]  FEZG Wil 25 550 , 5 PR ARIOLIE 5 — Fh B 2 Ph 55 b mT 4252 1 B4k Ak
(R AEART oAtV 97 i 53— S AT FH o 765 R Hoft a7 A AR IF oot ez Em A d A FH =
X b BAR LA E 2y 5 B RS2 ) o UK SEIW AN b i ads () e 75 245 324 FH AT 2R S 4 10
A, I HPOE AT LI 5 1 2 8 B E IR AL PR
[0219]  JWH , A HUERIPUR S A3 2 B 7 — 8 & IR 2 BRI A R B 1 ik
S BONAB R AG 2 2 A2 B 3h KV B T1897 g - B T e i 29 A &Y LA
FlETE RS (S PUERIPUR S G5 B9 ) BRIECE K AR E Ra b 7T 2
I8 B 285 R G O, 3 HARE G T 23R R St K SRR S 2 FE AL A 4
T URCEE IR B  SICLVRL S SRS o R T 5 55 1) i & AR 1 Rk 525 BB PR R AR A
RUH a0, FVHBE MR S OFE R (Cfi-FH-2 R IR 2 FUMEE g iR — 544
HIZE IR IR SEIT AL IR IR 25 JoT o AR 4l AR A I I 7 BN iR BRBTAR i B AN TR A 1) 2 Jot Hh R T8
BTS2 82Y B0 G R 1195w =~ A9 0 70 B e OB/ 0 € 1 VA N
[0220] AR Z5 A &) n] AR A3 1 77 20 FH 5 18 40 O IR0 A = e L B
Jite P 5z T e FH S JUL P it P 7 ik P it P s ik P e P S 9 7 P e P ek PR e P g P e A
B 8 ANt A o S RN (L. v ) it PR IR P4
[0221] T ARSI W H AN T8 2 81 25 DL A2, B bz A, MR A BRI 4 F 1R
T RN R T 7 8 BT it 4 I SRR & i 1 5 AR IR T RIS it F
AR B S B IRAS Mg BE BT it FH 40~ B0 a T IE PR S AR IO 2 o I R ARG T IR AR 1Y
FIr o
[0222]  uASCET IR ARTE “Ya 97 A 808" T8 MG I 7R FLAN B im BURIE A UM I &= .
FERBIE G O 097 200 2540 R T ek 2D e 40 i 1 B0 5 9800 Jigg /0 s i) (RPAE— 58
FEPE IR0 e 452 10) SE 40 Mudz e 2 40 28 8 s #00 (RAFE— e F2 B2 18U e 4 16)
IR i 7% 5 AE— e FE R LA e A s R /B — e R S G5 e S A DG — PRER 2
SER o 75 25 W RT B L0 A i 40 AR R/ B3 A0 B i 4 M R R P2 S i 25T LA 2 1 4
Ji A= K1) R/ B A B 25 MR I o XTI E 7 V2%, P I 90 P A7 A7 7 R SR ] 7 9 3 R (1)
(TTP) \REZF 2 (RR) N RF B2 [A) A1 /B AE VS o &k I E AR ) ZhAk

28



CN 109071666 A w Bg B 24/32 T

[0223]  j@ It A B9 ¥R T ) G R B R R IR T 9 L R L R4t By R A
975 BRI E2 20 A B o XA PR e o (140 5 L A 1) i A1) L i 5 R 4 B s e (56 /0 44 i
9o« B /N2 e e i e R Bk ) IR IS L BN B L B (4G B W) IR L R
AN IR 30  OP S R BRI L R AN R AL S e S E T e R
JE B B VR B I BT R S AN < B IR AR e A% Bh 228 1) Sk S500e
DA S BZH Mg bk 298 (B HEAIC 4/ B30 MR AR 2 A7 Ik E2 989 (NHL) 5 /bR T2 g (SL) NHL s o i/ 3
Y PENHL 5 o BE9R I8 PENHL 5 5 28] i H 7% 4 M MENHL + 755 25 1) G L2 40 B PENHL 5 =1 4200 /N To
22 G P B TRUNL ; 25 40 B bk B2 089 s ATDSAH S bR EL 089 5 AL /R B340 B BR 82 A AL SiE)
15 P 90K L2 21 i 13 19 (CLL) 5 S PR RSabh T2 40 (3 s (ALL) ; 22 B2 M 13 ML 99 5 15 P R i 4 i
[ I35 + AR AR o o0 O 2L 2R 30 A P i (PTLD) , LA B SRR M £ #4988 955 (phakomatoses) 7K
i G -5 o Fv g A DG 7K i) R AR B 4% S 4E (Meigs ™ syndrome) FHIC 1 7 L7 35 - fL
bl , B e 1 B FLIRE L 45 W B e B AR/ A M i L R E A Sk EL T (NHL) VB
S e B0 BRI e S IR AR L B PR S R 8 U RVIRG L S Sk B L SR EUR L B L
(i) 52 98 A1 22 M BER o AR R W KDV T R 80 PR P 0o 0 B0 B S 2 T AR o

[0224] ARG H A ST &, AR A K I 29 &Y H T8 7 DLPVRIS R I8 N FrAE 1) 95
I o A A FH 0 2600 P B0 28 B i 2 DR 4L B (TCGA) 4 7] 5 PVRI 238 Al S I JE FE 278 o AR i
HELG ST 2R, AR E I B B IR R U (ACC) gk R TR B 4 e s (KTCH)  FF 40 e e
(LTHC) 45 W7l 9o A1 B W i (COADREAD) - FR R 55 e (PAAD) W 5% 200 a3 AN I A 2245
J& (PCPG)  FLKIR'E e (KIRP) i i (LUAD) =k SR 40 fwdes (HNSC) Wi Z1 iRl JE (PRAD) .
FE RN RS (UCEC) « & 3t (CESC) 5 Tk M 25 989 (SKCM) « 7] B2 98 (MESO) - JB8 Bt PR it | iz e
(BLCA) 1% FH 4 & s (KIRC) < it 4 ks (LUSC) B P& (UCS) L PRIJE (SARC) B &L
WRPEFERRIE (OV) IR FRIRAE (THCA) 2 T PR R SR 4 i y2g (GBM) L (BRCA) K
2% i 5B (LGG) AN v P K BEH B bk B2 988 (DLBC) o B3 R v B8 PEAR 26 A% & BH 1) B b Si2 e Ty

*o

(02251 KA DA PR Rl a0 B AR R B 3 ¥R A o 1O RHE IR 37 o, iz O RN 2525
RS2 IF BV TR AHA B8 2RI o 5 & IR U B B oK sl 7K ST R 2k 22 o
7K (PBS) A7 e H i« B4 B SLA B o Hoth 538 (10 380 A R AR UECE AR 53 A ) o BB A
AR 2 ZA G S AT D S A B B v AR B AR pHEE PR o

[0226]  IRAEAK AN S S AL GY - -

[0227] 4SBT FEARTE YR 97 $8 10T TEIR S 7 AN TR PEAE i BBy L PE 18 1 - 75 23R T I
B AR T BORRE R B3 DAL EE IR A A B

[0228]  ATE “JeEAE” Al e PE” A2 415 BRI FLAN A b R AASSZ I8 19 (10 40 iR A KON HRRAE
P A IR IO o Jo 1E 1) S ) B8 AELAN R T8 S 90 2080 IR 38  PADJR AT 9 L9 o S AR PR JERE 1Y
SR SE 1A S8 0475 B 2R I DR LB 5 WA AT B 8 < IS L e
SR PRI 11 L bR LR R B DR L SR VR I R TS
[0229] R4 LesCHE Uy 5 VR T RBAE I T VA B AR it 29 AL S A ey 7 07 SR — 3l
70 IR YT T AR T D Rl S A U 7 o

[0230] R4 -—LESLHETs 5, Frik S Ik B ST AU A7 22 73 M1 ) B AZ e L 4
ALV FUD 1 0) S 0 S KA T T 70) S R A I Rl e A1) SO 0 28 R S o B ]
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AR A B I B S it T 2

[0231]  MRHE—LesSLiE Ty 52, BT S AU A B KD A M 85 | JpUS F7VE€ L TR I8 g L SRS | FH
NS VT SRS | AR AR SR AR PR — s Ty &, FTIA A 22 - 2 RE 3 KR
B AR K AR i o AR P — BE S 77 8, BT 3 b S MG 1l 551038 1 #0408 AR ST
B RR MR — LS Ty 5, iR Be A% B I 42 R REITT S S AT R T IR AT VIR
B BUEA R 50 SRR R A% L T L 35906 VIR R L IA R B MR R T R L R o AR B — LS
TR kR R LA RER IR ERD . RAHER SR E R E 2R E
FORIEEIR A R ER R — ST 77 %, i ¥ 3 T MBE1 1E B AR FEm & e
H o BEMAT RE AR AR B ) S SR i 7 %6

[0232]  MHE—LLHr e ST 52, BTk S AR b Rk B DUARER S b R 80 IR I i 6
MR % bk 2 SRR 5 VU A e L Eh IR0 $0 BE EE B R e HLAH A AR R T BE AR R AR R B I R
MSLHETT %R

[0233]  HRHE A 2 WA (1) 5 v B A T FHAE 5 &8 b — i R G Ay 7V — 3 40 AR B —
St T 28, S AN AR TR A G 1 R TR L R D 9 E 0 e SR A SR ER AT 7

[0234]  MHE-—LL ST Ty 52, BTk i 770 oA S % U6 15 7], T DL Bl RIEaE S0, v etk
L RS s SR NS

[0235] G2 s G Y ST VAR W O AR IE B A2 SR T 2 AN B B BT B R A IR AR
— RVNFLHBAPN ] R, 1% 9 F PR LAECLLERF B B 52 Pt (R AL S AR A
T2 R E IR R FH SRS A @ 4 DA 6B 0 R G IR UL, SRR 1Y) iR
RO I BNE PO IR TT R o

[0236]  FZH M 5 R TR Al 4 (CTLA-4) Hifk &) AT (01 L4ERLHE) & B R A T
FERE SR VR TT I B — Pl S8V 7 R o 7K B i 28 2 TN M A TR, AR TR (5 5 o e
FEPEEMBAE TS (PD-1) FUARYREEE 52470 (20 144F AL HE) BAWr F5 T4H MR 35 I PD— 1 52 AR 1) 4 5 0%
WS 545 T 20144F , 55— PUPD— 1 FA $& A8 AT M A8 B0 1 et T30 97 =B/ 40 e e
(NSCLC) « BRI 5 B Wi IEFER R VF 2 Hofth S i o 2 o, Forp A5 : CEACAML \NKG2A . B7-H3.
B7-H4 . VISTA.CD112R. Ik = 40 i 3535 3 R 3 (LAG3) CD137.0X40 (4% yCD134) H15%4% 4 i
T BREE I FEZ 4K (KIR) .

[0237]  ARYE— L HAKSLE 7 28, FIrid G % 8 35 70k B < 00 CTLA-4R Budk oo A FE M40
MBET- 2 1 (PD-1) \PD-LIAIPD-L2HTAA 22 3803 14 24 e 25 12 94 C20 400 A O 4 R85 771 Bt
CEACAMPTUAA \ LT IG T THLAA FIRAF /MEK I8 42 411 1] 771) o 53 P ] B PR AR A R B 1) SR R S it 77 2 o
MRAE — L8 AR S T7 %8, 5o A0 S 9% I 795503 B PD-1%mAb PD-L1fmAb . PD-L2[{mAb .
CEACAM1 fJmAbCTLA-4¥JmAb~ TIGITf¥mAb [ /252 (11.-2) Bk PR 3806 9 4% (LAK) 4]
i

[0238]  MEHE HAh 5L 7 %8, D AR S0 7R AT 7)o AT 5 AR R B ) oA — S it FH Bk
Jiti PR A 700 T 0,5 A A0 6 40 2 B s vl M PR AR AT S AR 9 70 i A7 AR B AR AN
PR T« KFE TR 0 b e A B 55 oA B | KR KE L KEF . K &R (RR
(taxol)) VEEAZEE . 2 UM s B A 5f : BT R T BREST IR i SRk L S IR i 5 P
NS 5 6-FFEMERS § 5 F AR I (B0 B A L AR s R R R IFTIA A LB R
ISR A REE AR 2R E (THR) R ER 2R ER WHEAR: R3EaTT
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(BCNU) (IS B AT RERIL B VAL B RAF R LHLE 7 R 8 TR R A B
i s B A S S5 SR AT S ARG 1R P 1t 22 o

[0239]  R¥E—LLSLHE 5 58 A7 Ik B B b7 S AR R SSABAA) L g AL e
FANP RSN BT AFAC LI R R B2 PUE R LR B RE 3 41 S A Bl 0 1
571N 7/ N E [ v B/ I N 1V € 0 7S NS S P RS o /) N = w3 D 11 Bl N = o
B JRSR I B 7R S WEOR S OB SRR S DURE B M ME R R BB R
PR 3 — 2t 7 5, Ay FIE F 5-FUR B E (5-FU) LM (LV) AR S7. 85 B B8y R0 R 3
fibiEE B AZ B AN 2 0 Atk B8 o )3 ] — RhER 2 LT 7

[0240]  fE—SLSL i)y S, RAEAS K W B 25 AL & 10 T T iR 97 e i BH] T 389 58 4 5 B

o
= ©°

[0241]  RTE “HE55 Yo B N FRHTIN )% 22 40 10 S B PR I 78 3 BUE K HACAZ o R4 A
(K2 e 5 W] R 2% w2 PR BB R0 R IE, A2 NSk T &, AL S ]
T e A

[0242]  fEREESLHETT S, Frid A B fifong IR  FLIREE L &5 i  FR 0 A 31
FRRE B S S A S B e B SR PR e 1 L IR LR R R ORI B L TR
HEE Jom A5 A RS O o P ] B THEAR AN A I ) B RS 7 26

[0243] R4 LLsLHE T %, WA RIEA LI I 2= D — Ptk BUL A BN 2 A & e
B YA G R R B R ) 25 0 AL L B P TR T AE

[0244] AR o5 —J5 1, AR W BRI TGS 76 ZE A RO JEAE 1 7V, A i ik 52
W PG T A R AR AR A B 1) B s P AR BTUAA A B

[0245] G SR HI ARGE “ 208" 18 =t T 32 638 s = B UG 7 1R I 2 9%
HI TR FURBR B IR BRI R A A R T A R AT EUR TR 2 D, A5
an, R ) BLAR ST R i DL ™ RS, VL RGZA AE d— 2B S UL R L £
HIE TR SO i PR AT 2R GRS I 25 e ARSI 32 638 BE I RV A7 3 ¥ 77 OB, %
A i BT IRSE LA A AN B A9 T R 2 K PR AR e A s 3 B L e A 8 A K DA
LI RRATIE o

[0246]  ml it iod 240 M0 1% S 40 B S 36 B A v F) b 24 2 R e SR 8 AR SO P iR AL 15 M ) 2 1k
REIT Thak, Bl 33 i 52 T RUE A I TCH0 R HES0 %6 31 (1 3 F52) A K 52 77 & o A
XL 15 R I E A SR L ERAS A A T TR TSR — R & ik R & m]
W T PSR S T e iR 4 29075 56 TR Y7 B 28 500D 2L 1SR BT P B e PR g 432 B R oAl A
R PR Z AR AL - B DR 70 4 253 AR A1) R n] AR A 2 18 IR K99 D0 R e MR 4
R IR DU AR 7™ TR RE RS L 5 4 28 th AT DL G A S W A B0 Y T 7 I R R 84
R BB BE ESLBUA GBI IR A R SR, 15 1 A I 4L S W (0 S B ok T
WIS IR 7™ FORE R I 3 AR T = AR R R DA K i A7 HLAR A SR R 2

[0247] A 526l I P W0 5t A0 B B 2 7 ] {8 PR SSUEE AR N 52 2 S0 ) 25 b g 12
L BEAT o I, A A B2 SR R oA R FH B B A o P IR P A FR e vl B A TE R i
I A5 0 A it P 5 i P L M it P M P 0 P A 355 5k A T S A T DL A i
FH - REREE DAY e P < 5T it P < MR e P 5 T P 3 A e P S S RN A PAY e S i A
FIRREZE 5t P CR e MR A, B8] e 3o o JBR 5 48) o A 5 DB 28y 1) Ml e el T 7 v ) BR) A
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VIR AR 0 A5 2 B A 28 . (45 4 S5 RN 2R B3 il Al A b 51N, AR ik BB 2
TR RE K | 222 i B4 ] 1) R T80 o it FH A P R4 T 9 01— IR s 2 IR0/ BRAE — A B 2 A TE K B
MW BT A S Ty B, i AR B A (BRE B AT D) AR E L ] (24
AT M) AN, WA SR A, B4 5 838 B AT e FH 254 B i i A N it FH 28 W ¢ 2= A A/ B ]
BERMZGMAL T IR A A BB T 2
[0248] i H LAZJ0. Img/ kg 3 44 H 2 £ 20mg / kg 35 44 5 (1) Y0 [ Jite F g, — 4
0.5mg/kg # %) 10mg/ kg, 2 #)1mg/kg £ £)5mg/kg o bf I, Uik F B A £ /D 12/, ik 2
AR BRI F 2 21 RIE IR AR S . TUHIR A A R A £ 2 14-21 R TE IR -5
W AE— LG O T , AEVR YT AR e FHOK 97 167 57 2B s e FH D A PR (49, s JED) 4 77 &) B
FE B R o ] I R RE 3% 2 Gy A RHAR B A0 1 305 R G ks X SR DL SR iy
[0249]  ARAE “4)” Eda N A BUE o (AR Pl 2 B R 20, Bl 2 25 %810 % .
Mg RAE
[0250]  HR4E-—ANT7 1, A& R T TR YT LS R AR AH 9 5 T3 B RE I AR 98 A R BH I
ZMAEY.
[0251] i %8 e AB A T A 40 i = , L b I8 P 2 40 M 389 . L 48 B R B 40 DA A S BT A7 AE
F1R) LA ) 26 T2 RSB LA o A 7 ) UE 408 26 BH L A8 Ak 2 PR R e obes T TR AR 5 M 16 B e R A
PORE A OCH B ML B AN T MG R AR BRI 28 B K & F a2 20 7 11, i B TR
N D G HBUE E A D Re 2 75 1 .
[0252]  Jf 8 R AR IR 5 K 25 PhIRRE I A AL ER , 12208 i L FEAELAS R T e 385 A2 14 A K] et
P AR L AR A 2 P 5 B A T S R 1 D 1 98 RTAR S0 o ML/ R AR T K 22 0 S R 1P e 1
A K R HLR e B A% 2 DG T MR M e o T SR T RO KN L - 2mmfe MR WS B8 I SR 4R
S SRR EAT B0 A KT B AL LN I AL o I R A P R SRR AR T K 1
Tk A& 2 4 LA FF 06 5 390 ML 5 B 40 I 7 2, 1208 L B 40 I s pal Il e A K B J v N
JaH . A R L A2 B8 R B Rl S A P PN 52 4 e T A4 240 i DA s ML T o
2
[0253] AR EHBE—0 A 7 TSl RIS R ) 7732 o
[0254]  ARYE—ANT7 1, A BRARAL 1 52 33 Hh R i B e MR o R S W RN/ BTG V2
TN 2 D — P AR SCRTIR B AR i e BT iR 5233 1 AR AR L R PVRIF) R A K P
[0 5R
[0255]  ARE “AR WA i LG AR B T2 7 0 e 0 5 ) AR AR SR A I 25 R R 2R
A o A2 A TE AT A AR AU ) I BRI H AR AR it  SEAREH G o, 1 S A AR A B A 2R
FEN B FLAT AR I AN B L SR AR o B Ak 5 12 A ] A RE A BA R B A A o i AR TE AR
FEG PR FE &, IF HLdE— 20 ARG A e B 774 . 40 i VS - A0 M 34 Iy I SR VRS 2F
KA A L IR I AR 1 D5 A RN BB T DA R 2 R P B A B o 2 ARE IS B S 7R R AT
Ji B4 DUTEAT 77 SR AT S VR IORE i, 1 01 A TR B 3R VA B R o SR Be 2] oy AT B 4R .
[0256]  ffy e VR K /K 1 AT JE e 0 AR S i () A 10 B SUP VR BT AR AT o 1 e SR 34 7] LA 43
WIHE T ELISABEAT
[0257] AR EH) I3 1A 3 — 0 ARG B ik IR 7K P 5 X0 BK P AT L B AP 3R
[0258] &t DL T skt 4] LA B 78 43 b v B AR BRI — S8 S 7 8 o AT IAS ISE A A D PR il
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ARG B E T

i it 4]

SLIRFRIT
[0259] TS DL T SLiE ], o5 0L F A — i DAAERR il PRy Ut i Ak 1 .
[0260] @, A SO AR B AT AR R B AT F Y S50 = R P 4R o B AL S e
22 RN EE L DNASE AR o IX A P AR AU A JI o o T 7 i3, AE AR SCRS R 4R AL T3 e
ENI R 7 1) Hofth — e 225 Sk

SR L RPVRERIA HA R il f5 AH %
[0261]  PVRAIAHEE -2 04| MESZARTICITHI Lk (Kl 2) o 45 R KRB , mPVRERIA KV 5 i
I8 FL I AIE 05 R (S A A1) A R B RE TS AH IS A A bioprofiling.ded®
B , PVRIGGEOZ 3A 547 IE A2 , MHC ¥R 8 1D : GSE31210.GSE25055.GSE30929 . I 4h , 15 A
FHIFI 4 TR B0, W 8 1A - 23Rk 3 B R A7V T BH MR AR T

SEiEfE12 . HTPVR mAb[R) 7= Ak Aalifk,
[0262] Ky 7 PR AR HUPVRIUAE , 72 A I 4k B 41 B (T hPVR-Fe , HAE A4 2% 5 5 APVRIG 41 i
AR A BREE I GEAR I NFe X 45 5 .
[0263] [ BALB/ c/NER VEST 5842 90 P A 71 (1) 50ug G % IR, I H.2 J& J5 15 A 58 4 0 IR e
FH R 50ug G 88 T o 2 J S, 05 30 MLV 0 B0 AR 378 52 o FHIPBS Hh 0 5 938 JR it e (e I 285 3 Gt
ELTSAME M I LT o HThPVR-Fe HUAK IR ) « = K5, WS BRI , I 76 2L Af 20 20 i J 15
L2 5 SP2 /O 4 B Rt A o e 24t o 2 5 15 A IR B MR A | 2 e M A R ) T (1) 20 %6 RPMT
164015 75 1 T 2420 R0 B, 18 FHEL T SA 1% 40 M2 iimAb o 38 1k SP2,/ 0B Bl 8 41 i 5 4
P2 /0N BT B A R 5 SR AR AR I ZR- AR AT L R
[0264] B FEIH MRS S (5 R BIhPVR-FefHi R I 40 e 2) BLre k2 A LR LA
ZE AR 72 ca) W DAREARTUAR A 7 AR s b) ZINBR 5 AN PVREL B f 9% 48 i 52 44 (1) 1L
ol H At A4 2 TR) A8 X SEVE IR 6 2 5 ¢) of 7235 1 3R TH 38 (1) AR G APVRS T 11
SRZE A Re 77 (LRI B A T I HThPVR 5 ba B Bk e, HE AT TR B AEAS [R) B AR 3] i =X 4
MOA 85 8 BTEIEE ELTSAH IR hPVRIF B 1) o L Fn b AR PVRELA 51 7K1 [RI P E
HHARZ 7 AR AN FIEYDE)/ING B v B Bk o 35 5 B, APVRAE HL4H Mo 4k [X d8ds )32
BEIEAL DR, A A WP 5 G AT AR B ORI AT B 0 50 77 A RO R AR 88 B B oA I
"wNrr
[0265] AR EH N O 4 M8 FThPVR-Fo 5% Jii A0 AR FL R SR 8 1 L APVR, hPVR-Fe e )%
JF AR AL FLB Y AR E 293 (HEK 293T) 4 i b 7™ A I adi it % 256 A1 2 BT 72 R SR SR AF T 24k
[R50 o B s A B HThPYR mAb 2 v 28 1) 1R AIVE 4 e B R IR APVRIER AR, iX
SEFFRAEIRTT IR 22 S0 N G )% 4 Mo S22 (R AT AE G S e 2k
[0266] 724 7 PUBHHLPVRIT A o Hod, = Fh g 44 fH B HTPVR mAb, B $4K5B9 (4 FR A
hPVR.09) Fifk7D4 (HFR NhPVR. 01) FIFLAAAES (HEFRAOPVR.07) o X EE AR SSIBA K TIGI T-
Tg&h4 (5 HAnE 3B-E3DFT7R) o 774 T ASBAWTTIGIT- T4 & 1 58 DY 4idd , HoRR 263 (HLFK
NRPVR.17) (KI3A) .
[0267] i 3 25 55+ 2L 4E (SPR) Biosensor Biacore™100 (GE Heal thcare) SHA B ik
5hPYRZ A Ko f £ Kon FKp (FE1) «
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F1 . @idBiacore™ BT [ Hid A J7 I &

mAB SEAN T

4E5 7.225710
5B9 1.62E™
7D4 1.93E7"

[0268]  {ifi FHA G L AN 755 M BA = Fpdidg = A48 % SEQ ID NO: 86 (4 BT-GenBank:
AAA02914 . 1) 1 AR ) N EEBE1E 8 (X TG LI R A H5 hn R A

S 53 . FATPVR mABBE BT PYR-TIGI TAH FLAE FHES5E 1 A 4 M R FINKAH L R A5
[0269] 73 5 Hi 127N FH [35S] - FR R 2 B2 s 10 S8 48 e o 8 I8 7 ) 44 28 440K i Bug/
ml, 34 H S5 HR R EAR (5000408 /FL) 7EUK b — 2R & 30 7B - fE96UTE AR H IRPMI 15 77
SEAESTC R AT 5N (I 52 o K AR e 1 SR AR 5 RUNNKA I LA 10 LB TH R — iR .
BE G RO (1600rpm, 5min,4°C) , k4R FiHWR Gonl) I HER R A FEHPOptitk
(Packard) . ¥/ N150u 1IN KR (Perkin Elmer) Hi# LB, BT 2% (Perkin Elmer) #4T 4>
T o T RE 1000 . IN NaOHS i 22 55 &= (1 44T (5000/ L) K 5E e K bRt « 7EAN & A SE4H
MR FLH B 1 R BRI B IR e e A T ST - (OO PRS2 R B TR0 / (B Kb
- H KB ) %100 =Fr 7t PR/ A% - W4 7R FENK4H i 5 HTPVR mAb 7D4 (B FK AN
hPVR.01) —&¥57= 3458 1 (Fifis) A FLIRSE 41 e RMDA-MB-231 FINKAH 4%

St 54 . FHPTPVR mAbREBTPVR-TIGITAH FLAE FHI3G5E T A K8 41 e R IKINK I e A%
[0270]  £EWU5%E A 12/ A [35S] - FE B 28 R s 10 BB 40 I o 8 46 7= I T4 28 4 9K i Bug /
ml, F45 H SERE A EERR (500041 iR/ FL) 7EUK b — iR & 3043 % o 45 41 i 5 RS NK 41 i LA
10: 1B : TEE R — IR B AE96UTE AR H I RPM I 85 7 3L th 7637 C N HEAT 5/ (I 58 IR &
Ja > B HRGE L (1600rpm, 5mind C) UL HE LiEW (50nl) Rl HER = AZH K Optitk
(Packard) #1500 A 4RMK (Perkin Elmer) FF 4B, B—it %125 (Perkin Elmer) #4749
BT o AL RE 1O0RT 0 . IN NaOHS il 22 55 & (1 4 AR (5000/ L) K 5E S K FRic « FEAN & A SE4H
M FLH B 5 1 R T B IR e PE A TS0 R« COBU PR 8- 1 R T0 / (B Kb
- E KRB ) %100 =4 MR 05 .
[0271]  WE5HT7~, FIHIPVR mAb 4E5 (4 #% YhPVR.07) FEWrPVR-TIGITAH B.AE 38 5R T A
JeE 20 RHepG2 (FF 20 A ) (FINKZM AL 2% 45 o IR HEAR S48 , PYRIT P T 5 ECEE 40 2 11 15 1655
AR5 N T gGx B W% T 1% & T aX I mA bR, S5 8 — 25 3958 o % 5545 25 T BH PR 5 iR
(Erbitux©@) o

STt 815 . N R 40 e R R IAPVRAIR & (-2
[0272] Sy Tk EXPVRAA £ 1 - 275 g 40 i 1R 38 , 48 FH 43 7l 2ug /m 1 (1) S PVYR-4E5AD
U EE 1 -2Ab i P& TX-31) MR FACS 43 B A 7 1 L8 85 11 7EAS [H] g 4 i 2R _E 1K 3RIB K
WEI6A-EI 60T » 224 A s 20 i 22 26 SIS PVRAIRA 85 1 -2, HoA M, S 28 2008 i, (Rl 6A-
KI6E) \ FLIIR A 41 o (Bl 6F-[&16H) 25 B EL 40 (6 1) ' 4i i (BE6.) < it 41 e (EI6K) Ry
H1 R ges 4 B (6 L) g Fir2 4 . (el o) R 4 it iee 40 . (sl oN-E 60) 223K IEPVRATAR 25 1 -
20

SEHE 16 . PVRAY 32 ZEH TIGT TRL A4
[0273] P 7A-KITCIERHPVR AN E E I TIGT THIAK o« EAAME , 7R He pG241 i N 41 At e 401
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M) FRIEPVRAREE -2 (B 7A) o FHepG241 il 5 2546 I HTPVR mAb 4E5, HERAhPVR.07
(0.15ng/fL) —EHFF, JLT- 2B TIGIT-1g45 4 Qug/ml) (E7B) , (HIX 4 it R IE
B -2, E TCHIE DTN, IR B BAR S 1 -2 4 HTPVR mAb ELEE R

SEHEA7 . mAb vEFE 5 APVRIIR K2R BNIPVRIN 45 &
[0274] & 8A-KE8CHT R~ , { FHFACS 73 #ir R B, & MWW BT A5 P VRIT AR 5L BE 5 A PVR
(hPVR) &5 4 . {8 & 2 » X A0 B AT IR 8 A BT Ak T 1 A B LU AR FL 2% 1 0P AN Al R AT et
TEVK BAE303 B N R IR R B4« DA 2ug/m1 B9 29K B AT FH A o o A8 A0/ BR 1gG-647
BHATEATIPIPVR AR I o /N TG 1k FHAEBH P X HE
[0275]  EISAKITRN , 183 7 HepG2 41 i o 41 Mo 8 [T b S3H AT FACS S 2 St A ) P YR PEhPVR . 78
KI8BH , {8 A ER 4l L :RB16 o B PVR/F B 5 N FAS A, - HLansh = {55 ] 0L 2 , /N ER
PVRIF FUASBEHE LA PVREUAA U o 2442 KhPVREE 1 (NP_006496 . 4 Z FE R 1-418) 7E1X L2 41 i
Wik AR, BT = AN e B P AR AR (S 5 CEMAD X3 — 20 328 T X P 2 X LAD
5 NPVRE (R R MRS & & R = .
[0276]  PVREZEWR T HIAE— Loyl 2 OR 511K o 7E T ML I APVRIY Z B R IR <1 P 5 4
INERAERI PYRBEAT EL 82, R BLAE I E-ARPYR 5 A PVREL A 93 % (AR ME o A ISR MR Vero 41 AL Y
FACSHLE B T A (K PVREE BT A =R AmAbf 2 1R (BI8C) o i — 20 R BLIX 28 A HTPVRATL 14
ARG Sk [ R AT U5 5h 4 26 B BN BRIPYR . B 97R H T 28 35 R PVRAMDCK 4 i fl FACS 43
Mo LA H, JUAADIY AR A FH RS 5, [N RTIGIT-1g/5 5 R T PVRRIA A E .

SEHERS . AR -2 S B DNAM- 145 &
[0277]  DLEE109 (1 Fa 7~ IR FE A FHTIG I T-Fe FIDNAM-1 -Fe SR Yo i ik Rk hi 2 (A - 21 41 e -
RPMI-8866:41 /il % (] 10AFIE] 10B) BYB16—-hPVR4H M 22 (K] LOCHTE 10D) o A FH4% A 1eG-APCH
ITEA IR A E AR, FE @ FACSHHAT 2 H7
[0278] % T-PVR&E 4, TIGIT-Feff){5 5 L DNAM-1-Fe {12 5 &1 2-4 4% , L T 26 B i 4R
(Yu.XZE A ,2009,Nat Immunol.,10 (1) :48-57) . [F]i} , h#R 45 4 -2 5DNAM-1-Fc i 45 & Lk
HTIGIT-Fel 45 A H2- 1045, X 5 — T8 (Yu. XZE A 2009) A J& , (H 8 75— U0 A UESE
(Zhu Y& A ,2016,] Exp Med.,8;213(2) :167-76) . 2 , 45 LR HIDNAM- 12 WK 1 -245 &
(KDL 52 4 o DRt , PYRIFIBEL WK B LR TIGT T HIHI A5 5 4% 5, [RIB fo VEDNAM- L 3 )80
G AL T DNAM- 1 A3 -5 485 75 0 A4 110 JH A 248 e 48 P 86 4

SEEB9 . AFUPVRATU A 3 5 T 41 i 34 58
(02791 57 WAHTPVR mAbXS TAH MU 3G A Ro M , FH R 98 6 R BR B W i B (CFSE) X A
A1 JE L A% 40 (PBMC) HEAT G 2, 0 HAEBUR I AZ/E T Lhdng/m1 ()R B2 -5 040 g — i il
B o fEH-9K i , YN = 15 740 CDA5 BH 14 241 it ¥ CF SERG R 52 o B L LTS, BUPVR 5BOYE A
— 2RI 3G PR AR L PD- L AICTLAA G A v P o 17 L, B A TgGUE S X 1 A FTPVR 4E5h1gG1
TR T H/INER N R B S A 2T T HIPVR mAD-5 o T 38 R T 440 38 0 (1) H AR B AR R T
VB FIR LD Y R BRHME W L S (CFSE) S APBMCHEAT Y ftn, 745 HAE BRI 4775 Bl 4w
g/ml I B S SR A L — ST B - 7E5-9 K & , M & 4% F=4) h CDABBH M 41 i ¥ CESER RS & - 25
SR, PTPVR 5B9-5PD-1BLCTLA-42H A (1) I FE VG 1 #E1d PD-1 5 CTLAAZH A 1) 7E M (B12) .
il ., $TPVR 4E55CTLA-44 & 35 S T-PD-1 5 CTLA4ZH A (K& PE B 5, 46 25 CDS I 4 57
PEVE S o W 13T , HUPVRETARCDS TAH M 38 45 PR PD LA 9 %« 7 H, HTPVR 5BOBTAALH)
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P I PRI CTLATI 5 S0 T o PG A [F ST CD8 / CDATBH A LL 28 (8] 14) o 47IPVR 5B9H
A3 iR I CD8/ CDALL & o fi Y mI A2 HLEE AR BE RO DNA - B R ik & LA, iIZIR S LR & A
TgG 1 [ A AU 5 25 M IO T g G BR BEIEE (CL) 45 #0380 I AL CRSEME & H /N SR AT R
X BB 3 A T MU 3 5 R 2 7 X AR AR G -5 0 AR LR (AR AT

22 . FUPVRIFAA IS T2 M T 5 ) M) S 46

S & AR | Fo £ st T ma ek | 3t T AR5 it 3
(CFSE) R
4E5 198% 320%
275% 353%
5B9 300% 410%
270% 364%
D4 141% 260%
280% 360%

[0280] i J , 6 2 PVR—70 445 e NK KL £ B 00 o 76 BB 4R 17D, 88 JBONK 440 o £ 9 40 MRS
It HAFAET T G M BURL F F T B AA A DGR (-1 (LAMP-1,CD107a) %5 18 S 40 K
FEABIE 5 T AL A o %R S50 50 V4 0 2 S FAINK 0 P NK A -5 5 B AS 7 6 8 41 A
FOPVRIFAA CINBR B et A g A% REAFAAS) — 2L 7 o 5 FHA7LCD1 0 Ta A A R L«

23 FUPVRIUAR X NK it KL 355 T2 A S 10 o

Ye g me

M | Fe 24 MDA-MB-231 | HepG2 | MV-411 | Mel-624* | A549
4E5 I TGl 125% 150% 150% 120% -

A TgGl 305% 260% 160% 145% 260%
5B9 DR 1eGl1 132% 160% 150% 120% -

A 1gG1 300% 260% 220% 145% 240%
7D4 SR TgGl 124% 160% 150% 115% -

A TgGl 220% 200% 130% 120% 165%

*Mel 6249 hPVRIJFIALEAR , DA L AHRS 2 M 54K
[0281] R 3FNE LSRN, BT A FuAd WomNK RS P , 2L bk & Poid 5 A B2 /N R Ak
FHEL B B2 5 s M

S 10 . BUPVRIBUAR AEASAT AE G % 40 (1) 175 050 T k2 Fe g 200 B 1) 47405 o
[0282]  7E50% 5 /ml B AR FTPVR mAbAFAE T , A FHMTT4H M 47 3% Il 58 7 24 /N Py A6
A549.U373 . HCT 116 F1Me 1-62441 B i) 4735 -t 16 AP 16D AR A TR , SmlgGHILL , 5B9mAb
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FIPVRIH W 5 2 P& A% 1 20 % 40 % FE 776

24 . FUPVRILAAS JifJo 240 A7 355 1) 21 o
HERS Tl gGAR IR 4R, JUAMEE A R AL 24/ NI N BRI 1 o b o

mAb MDA-MB-231 HCT-116 Mel-624 A549
4E5 12% 20% - 25%
5B9 20% 22% 32% 25%
7D4 17% 27% 12% 25%

SEJEA 11 AR/ SRABE AL ST PVRATU A4 A A e (4044 1A 52 M — R S A\ U Ak
[0283]  £E 44 N I 7T HTAA B B0 Ied Dh Ry 1 AGvHAS STl eAR S ] e 1 Zh 2%, £E 45
A N5 e R0 O A0 i () S A B SR PR [RINOD scid vy (NSG) ZINBR A A hPBMCLA PR & 9%
B8 7731 I 40 M dE AT B o AR T00E I IR TR) /i DR /s FH AR 4% % B I 40 APVRBLAA Ab 28
NG 7 TR S J5 i AN [R] ) 7] B 22 Bhof) & i FH BT PVRELAE o R G HUPVRETAE #E 4T AH
) ) S 55 o Ao ] ) 3k e A it B AR L, I HAE AR BE/INGR e, AP AS A 88 B B9 TILAN 4
ERR AT 2R M.
[0284] fR#EGupta P.,Oncoimmunology.2015Mar 6;:4 (2) :981449, 347 EAPBMC huNSG
ZIN B R g R R AR A

SEJE A 12 . ANPRAL /S SRABE RS T PVRATU A A A e (4044 A 52 M — I N AL
[0285] 1 Ay v U PVRATTAR $1 ] A AE 1 B3, 7645 B AUt P2 R 9k 28 248 i ) A 28 o i
FEAUA RSB AEINOD scid y (NSG) 4l B HAE N CD34+HSCLAYK 5 4% BE 77 75 1 52 S e 41
o S -2 N A M ke N B I T A IS R/ e K/ AR 4 A R I e A
PVRILARAL I8 /N, , £EAS [F] I 1] 20 BA 22 Bl & e FH Pt A PVRBTAR o FI A VR FUPVRATLAA #E4T AH [H]
(1S58 o ok JE U5 3k e A A il 2R AR B o AEAL BB /INBR 5 5 0 AN ] 28 B H T TL AN 4 8 A gt
1T 2R3
[0286]  FH-T-Hff 502 S BH o A4 1) Jifr e 100 [ 12 ) R DB Y | The  Jackson Laboratory##
3. (http://immune—checkpoint.com/wp—content/uploads/sites/24/2015/01/Day—1-
15.45-Rick-Huntress.pdf) .

S 13. IEN y 23 W5 5
[0287] S 7 WK HTPVR mAb X2 i EAT 73 A FRT 52 ), 445 >k 11 24 e A A4 (1) N 4 Ji I B 4%
1 ffe. (PBMC) A 1ng/m1AN0. Lug/ml ¥R FE 5 ¥R A M AE F 44 (nIgG5BImIgGHFR A Z ) ik 4
IFLCTL-A9AE) AFAE N — I E - WEE R JGEF=WH I IFN v 7KF ML BIHIPVR 5B9FT
R ZEFESFIFN Yy GfFlug/ml,P=7.34548E", M} F0. lug/ml,P=2.73179E™) ,
[0288]  IFNy 43 WAJe Hiied S )& K SC B4 73, FUPVR mAbi% FIFN v 4 WAR B IX L4k 54
TERRIEIR YT TP A WAL B B e e & AEAE
[0289]  H{A it 77 22 1) W IR R 78 43 Fa s AR R B 00— ek o, FL A A R o 2 FH 24 i
TR Ty HiAZ CSORT /BRI 1 L A4 SISt 77 R 14 45 b 2 P T fe 75 o s 3 HLA I 25— M
MRS, DR, £E T A FF STt 77 R B0 S R A & SORWE T A 5 B2 24 31 HL & 7R 28 fig b SR el Az
o B FR A, AR )8 T BORE T B 0= E PR i o
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Fra
<110> HRERIRA A AR K 22 B AR A A R FE A BR A W)
BHRR KB 2R
<120> N H#EAK TR a5 32 44 (PVR) H7 e P B4
<130> Yissum/0137 PCT
<150> US 62/301727
<151> 2016-03-01
<150> US 62/364924
<151> 2016-07-21
<160> 86
<170> Patentln version 3.5
210> 1
211> 390
<212> DNA
213> /MR
<400> 1
gaggtgaagc tgcaggagtc tggaggtgge ctggtgecage ctggaggatc cctgaaactce 60
tcctgtgecag cctcaggatt cgattttagt agatactgga tgacttgggt ccggecagget 120
ccagggaaag ggctagaatg gattggagaa attcatccag atagcagtaa gataaactat 180
acgccatctc aaaaggataa attcatcatc tccagagaca acgccaaaaa tacgetgttc 240
ctgcaaatga gcaaagtgag atttgaggac acagcccttt atttctgtge aagacctgat 300
ggtaactaca atgctctgga ctactggggt caaggaacct cagtcaccgt ctcctcagee 360
aaaacgacac ccccatctgt ctatgtcgac 390
210> 2
211> 130
<212> PRT
213> /R
<400> 2
Glu Val Lys Leu Gln Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Asp Phe Ser Arg Tyr
20 25 30
Trp Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile His Pro Asp Ser Ser Lys Ile Asn Tyr Thr Pro Ser Gln
50 5H 60
Lys Asp Lys Phe Ile Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Phe
65 70 7H 80
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2/26 T

Leu Gln Met Ser Lys Val Arg Phe Glu Asp Thr Ala Leu Tyr Phe Cys
85 90 95
Ala Arg Pro Asp Gly Asn Tyr Asn Ala Leu Asp Tyr Trp Gly Gln Gly
100 105 110
Thr Ser Val Thr Val Ser Ser Ala Lys Thr Thr Pro Pro Ser Val Tyr
115 120 125
Val Asp
130
<210> 3
211> 24
<212> DNA
213> /MR
<400> 3
ggattcgatt ttagtagata ctgg 24
<210> 4
211> 8
<212> PRT
213> /MR
<400> 4
Gly Phe Asp Phe Ser Arg Tyr Trp
1 5
<210> 5
211> 45
<212> DNA
213> /MR
<400> 5
gaaattcatc cagatagcag taagataaac tatacgccat ctcaa 45
<210> 6
211> 15
<212> PRT
213> /R
<400> 6
Glu Ile His Pro Asp Ser Ser Lys Ile Asn Tyr Thr Pro Ser Gln
1 5 10 15
210> 7
211> 33
<212> DNA
213> /R
<400> 7

39
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5 &

40

CN 109071666 A 3/26 BL
cctgatggta actacaatge tctggactac tgg 33
<210> 8
Q211> 11
<212> PRT
213> /MR
<400> 8
Pro Asp Gly Asn Tyr Asn Ala Leu Asp Tyr Trp
1 5 10
<210> 9
211> 374
<212> DNA
213> /MR
<400> 9
ctgcaaccgg tgtacattcc gacattgtga tgactcagtc tcacaaattc atgtccacat 60
cagtgggaga cagggtcage atcacctgeca aggccagtca ggatgtgggt actgetgtaa 120
cctggtatca acagaaacca ggacaatctc ctaaactact gatttactgg gcatccacce 180
ggcacactgg agtccctgat cgettcacag gcagtgaatc tgggacagat ttcactctca 240
ccattagtga tgtgcaatct gaagacttgg caaattattt ctgtcagcaa tatagcaggt 300
atccgtacac gttcggaggg gggaccaage tggaaataaa acgggeccgat getgecaccaa 360
ctgtatccgt cgac 374
<210> 10
211> 124
<212> PRT
<213> /MR
<400> 10
Ala Thr Gly Val His Ser Asp Ile Val Met Thr Gln Ser His Lys Phe
1 5 10 15
Met Ser Thr Ser Val Gly Asp Arg Val Ser Ile Thr Cys Lys Ala Ser
20 25 30
Gln Asp Val Gly Thr Ala Val Thr Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg His Thr Gly Val
50 55 60
Pro Asp Arg Phe Thr Gly Ser Glu Ser Gly Thr Asp Phe Thr Leu Thr
65 70 7H 80
Ile Ser Asp Val Gln Ser Glu Asp Leu Ala Asn Tyr Phe Cys Gln Gln
85 90 95
Tyr Ser Arg Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile
100 105 110



CN 109071666 A F 5 *k 4/26 T

Lys Arg Ala Asp Ala Ala Pro Thr Val Ser Val Asp
115 120

210> 11

211> 33

<212> DNA

213> /MR

<400> 11

aaggccagtc aggatgtggg tactgetgta acc 33

<210> 12

211> 11

<212> PRT

213> /MR

<400> 12

Lys Ala Ser Gln Asp Val Gly Thr Ala Val Thr

1 5 10

<210> 13

Q211> 21

<212> DNA

<213> /MR

<400> 13

tgggcatcca cccggecacac t 21

<210> 14

C1> 7

<212> PRT

213> /MR

<400> 14

Trp Ala Ser Thr Arg His Thr

1 5

<210> 15

211> 27

<212> DNA

213> /R

<400> 15

cagcaatata gcaggtatcc gtacacg 27

<210> 16

211> 9

<212> PRT

213> /R

<400> 16

41
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52

5 &

5/26 UL

Gln Gln Tyr Ser Arg Tyr Pro Tyr Thr

1
210> 17
211> 526
<212> DNA
213> /MR
<400> 17
gaattcgagg
aagatttcct
cagagccatg
aactacaacc
gcctacatgg
gtgattccte
acacccccat
ttgagtattc
gtgtgaaatt
<210> 18
211> 144
<212> PRT
213> /M
<400> 18
Glu Phe Glu
1
Gly

Ala Ser

Glu Thr
35
Gly

Tyr

Ile
50
Phe

Trp

Asn
65

Ala Tyr Met

Tyr Cys Ala

Val Thr Val

115
Gly

His Met

130

5

tgaagctgca
gcaagacttc
gagagagcct
agaacttcaa
agctccgeag
tggagtactg
ctgtctatgt
tatagtgtca
gttatccget

Val Lys
Val
20
Met

Lys

His

Gly Ile

Gly Lys

Glu Leu
85

Gly Val
100
Ser Ser

Glu Leu

Leu

Ile

Trp

Asp

Ala

70

Arg

Ile

Ala

Pro

ggagtctgga
tggatacact
tgagtggatt
gggcaaggcce
cctgacatct
ggggcaagga
cgaccatatg
cctaaatagce

cacaattcca

Gln Glu

Ser
Val Arg
40
Pro Asn
55
Thr Leu

Ser Leu

Pro Leu

Thr
120
Thr Arg

135

cctgagetgg
ttcactgaat
ggaggtattg
acattgactg
gaggattctg
acctcagtca
ggagagctcce
ttggcgtaat

cacaacatac

Gly
10
Thr

Ser Pro

Ser
25

Gln Ser His

Asn Gly Gly

Thr Val Asp
75
Glu

Thr Ser

90
Glu Tyr
105

Thr

Trp
Pro Pro

Trp Met His

42

tgaagcctgg
acaccatgca
atcctaacaa
tagacaagtc
cggtctatta
ccgtetecte
caacgcgttg
catggtcata
gagceg bh26

Glu Leu Val
Thr
30

Glu Ser
45

Asn

Gly

Thr
60

Tyr

Ser Ser

Asp Ser Ala

Gly Gln Gly
110
Val
125

Leu

Ser

Ser Ser

140

ggcttcagtg
ctgggtgagg
tggtggtact
ctccagcaca
ctgtgcagga
agccaaaacg
gatgcatagc
gctgtttecet

Lys Pro
15
Phe Thr

Leu Glu

Asn Gln

Thr
80
Tyr

Ser

Val
95
Thr Ser

Val Asp

Ile Leu

120
180
240
300
360
420
480



CN 109071666 A F 5 *k 6/26 TT

<210> 19

211> 30

<212> DNA

213> /M

<400> 19

ggatacactt tcactgaata caccatgcac 30
<210> 20

211> 10

<212> PRT

213> /MR

<400> 20

Gly Tyr Thr Phe Thr Glu Tyr Thr Met His
1 5 10
210> 21

211> 51

<212> DNA

213> /MR

<400> 21

ggtattgatc ctaacaatgg tggtactaac tacaaccaga acttcaaggg c 51
<210> 22

211> 16

<212> PRT

<213> /MR

<400> 22

Gly Ile Asp Pro Asn Asn Gly Gly Thr Asn Tyr Asn Gln Asn Phe Lys
1 5 10 15
<210> 23

211> 18

<212> DNA

213> /R

<400> 23

gtgattccte tggagtac 18

<210> 24

211> 6

<212> PRT

213> /IR

<400> 24

Val Ile Pro Leu Glu Tyr

1 5

43



Kt

5 &

aaggccagtc agaatgtgta tactaatgta gcc 33

<210> 28

44

CN 109071666 A 7/26 Bi
<210> 25
211> 321
<212> DNA
213> /M
<400> 25
gatattgtga tgacacagtc tcaaaaattc atgtccacat cagtaggaga cagagtcage 60
gtcacctgeca aggccagtca gaatgtgtat actaatgtag cctggtatca acagaaacca 120
gggcaatctc ctaaagcact gatttactcg gcatcctacc ggtacagggg agtccecctgat 180
cgcttcacag gcagtggatc tgggacagat ttcactctca ccatcagcaa tgtgcagtct 240
gaagacttgg cagactattt ctgtcagcaa tataacagct atcctctecge gtteggeteg 300
gggaccaagce tggagctgaa a 321
<210> 26
211> 118
<212> PRT
<213> /MR
<400> 26
Asp Ile Val Met Thr Gln Ser Gln Lys Phe Met Ser Thr Ser Val Gly
1 5 10 15
Asp Arg Val Ser Val Thr Cys Lys Ala Ser Gln Asn Val Tyr Thr Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Ala Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Arg Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln Ser
65 70 () 80
Glu Asp Leu Ala Asp Tyr Phe Cys Gln Gln Tyr Asn Ser Tyr Pro Leu
85 90 95
Ala Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg Ala Asp Ala Ala
100 105 110
Pro Thr Val Ser Val Asp
115
210> 27
211> 33
<212> DNA
213> /IR
<400> 27



CN 109071666 A F 5 *k 8/26 T

Q211> 11

<212> PRT

213> /N

<400> 28

Lys Ala Ser Gln Asn Val Tyr Thr Asn Val Ala
1 5 10
<210> 29

Q211> 21

<212> DNA

213> /MR

<400> 29

tcggecatect accggtacag g 21

<210> 30

Q1> 7

<212> PRT

213> /MR

<400> 30

Ser Ala Ser Tyr Arg Tyr Arg

1 5

<210> 31

211> 27

<212> DNA

213> /MR

<400> 31

cagcaatata acagctatcc tctcgeg 27

<210> 32

211> 9

<212> PRT

213> /R

<400> 32

Gln Gln Tyr Asn Ser Tyr Pro Leu Ala

1 5

<210> 33

211> 345

<212> DNA

213> /IR

<400> 33

caactgcagc agtctggage tgagctgatg aagcctgggg cctcagtgaa gatttcctge 60
aaggctactg gctacacatt cagtaactac tggattgagt ggataaaaca gaggcctgga 120

45



CN 109071666 A F 5 *k 9/26 Tt

catggcecttg agtggattgg agagattttt cctggaagtg gtcgtattaa cttcaatgag 180
aagttcaagg gcaaggccac attcactgeca gacacatcct ccgacacaac ctacatgcaa 240
ctcagcagece tgacatctge ggactctgee gtectattact gtgcaagaac gaagatctat 300
ggtaactcct ttgactactg gggccaagge accactctca cagtc 345
<210> 34
211> 115
<212> PRT
213> /MR
<400> 34
Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys Pro Gly Ala Ser Val
1 5 10 15
Lys Ile Ser Cys Lys Ala Thr Gly Tyr Thr Phe Ser Asn Tyr Trp lle
20 25 30
Glu Trp Ile Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile Gly Glu
35 40 45
Ile Phe Pro Gly Ser Gly Arg Ile Asn Phe Asn Glu Lys Phe Lys Gly
50 55 60
Lys Ala Thr Phe Thr Ala Asp Thr Ser Ser Asp Thr Thr Tyr Met Gln
65 70 () 80
Leu Ser Ser Leu Thr Ser Ala Asp Ser Ala Val Tyr Tyr Cys Ala Arg
85 90 95
Thr Lys Ile Tyr Gly Asn Ser Phe Asp Tyr Trp Gly Gln Gly Thr Thr
100 105 110
Leu Thr Val
115
<210> 35
211> 30
<212> DNA
213> /R
<400> 35
ggctacacat tcagtaacta ctggattgag 30
<210> 36
211> 10
<212> PRT
213> /IR
<400> 36
Gly Tyr Thr Phe Ser Asn Tyr Trp Ile Glu
1 5 10
<210> 37

46
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5 &

10/26 7L

<211> 51
<212> DNA
213> /MR
<400> 37

gagatttttc ctggaagtgg tcgtattaac ttcaatgaga agttcaaggg c bl

<210> 38
211> 16
<212> PRT
213> /MR
<400> 38

Glu Ile Phe Pro Gly Ser Gly Arg Ile Asn Phe Asn Glu Lys Phe Lys

1
<210> 39
211> 30
<212> DNA
213> /MR
<400> 39

5

10

acgaagatct atggtaactc ctttgactac 30

<210> 40
211> 10
<212> PRT
213> /MR
<400> 40

Thr Lys Ile Tyr Gly Asn Ser Phe Asp Tyr

1

<210> 41
211> 324
<212> DNA
213> /R
<400> 41
gacatcgtga
atcacctgca
ggacaatctce
cgcttcacag
gaagacttgt
gggaccaagc
<210> 42
211> 108
<212> PRT

5

tgactcagtc
aggccagtca
ctaaattatt
gcagtggatc
cagattattt
tggagctgaa

10

tcacaaattc atgtccacat
ggatgtgggtl actgctgtgg
gatttactgg gcatccagtc
tgggacagat ttcactctca
ctgtcagcaa tatagcaggt
acgt 324

47

cagtaggaga
tctggtatca
ggcacaatgg
cgattagtaa

atccactcac

15

cagggtcaac 60
acagaaacca 120
agtccctgat 180
tgtgecagtet 240
attcgggget 300



CN 109071666 A F % 3% 11/26 T

213> /N
<400> 42
Asp Ile Val Met Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly
1 5 10 15
Asp Arg Val Asn Ile Thr Cys Lys Ala Ser Gln Asp Val Gly Thr Ala
20 25 30
Val Val Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile
35 40 45
Tyr Trp Ala Ser Ser Arg His Asn Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln Ser
65 70 75 80
Glu Asp Leu Ser Asp Tyr Phe Cys Gln Gln Tyr Ser Arg Tyr Pro Leu
85 90 95
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg
100 105
<210> 43
<211> 33
<212> DNA
213> /MR
<400> 43
aaggccagtc aggatgtggg tactgetgtg gte 33
<210> 44
211> 11
<212> PRT
<213> 7
<400> 44
Lys Ala Ser Gln Asp Val Gly Thr Ala Val Val
1 5 10
<210> 45
211> 21
<212> DNA
213> /R
<400> 45
tgggcatcca gtcggecacaa t 21
<210> 46
AR
<212> PRT
213> /MR

48
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.l

3

12/26 7L

<400> 46

Trp Ala Ser Ser Arg His Asn

1
<210> 47
211> 27
<212> DNA
213> /MR
<400> 47

cagcaatata gcaggtatcc actcaca 27

<210> 48
211> 9
<212> PRT
213> /MR
<400> 48

5

Gln Gln Tyr Ser Arg Tyr Pro Leu Thr

1

<210> 49
<211> 107
<212> PRT

213> NLF3

<220>

<223> ZAF B

<400> 49
Asp Ile Met
1

Asp Arg Val

Val Val Trp
35
Tyr Trp Ala
50
Ser Gly Ser
65
Glu Asp Leu

Thr Phe Gly

<210> 50
<211> 107

Met
Asn
20

Tyr
Ser
Gly

Ser

Ala
100

5

Thr

Ile

Gln

Ser

Thr

Asp

85
Gly

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
His
55

Phe

Phe

Lys

His

Lys

Pro

40

Ala

Thr

Cys

Leu

Lys
Ala
25

Gly
Gly
Leu

Gln

Glu
105

49

Phe
10

Ser

Gln

Val

Thr

Gln

90
Leu

Met

Gln

Ser

Pro

Ile

75

Tyr

Lys

Ser
Asp
Pro
Asp
60

Ser

Ser

Thr
Val
Lys
45

Arg

Asn

Arg

Ser
Gly
30

Leu
Phe

Val

Tyr

Val

15

Thr

Leu

Thr

Gln

Pro
95

Gly

Ala

Ile

Gly

Ser

80

Leu



CN 109071666 A

.l

25

13/26 1T

<212> PRT

213> A
{220>
223>
<400> 50
Asp Ile
1

Asp Arg

Val Val

Tyr Trp
50

Ser Gly

65

Glu Asp

Thr Phe

<210> 51
<211> 10

TIF7
AR EE
Met Met
Val Asn
20
Trp Tyr
35
Ala Ser
Ser Gly

Leu Ser

Gly Ala
100

7

<212> PRT

213> A
<220>
<223> 5
<400> 51
Asp Ile
1

Asp Arg

Val Val

Tyr Trp
50

Ser Gly

65

Glu Asp

Thr Phe

T3
AR IR BE
Met Met
Val Asn
20
Trp Tyr
35
Ala Ser
Ser Gly

Leu Ser

Gly Ala

Thr

Ile

Gln

Ser

Thr

Asp

85
Gly

Thr

Ile

Gln

Ser

Thr

Asp

85
Gly

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

Ser
Cys
Lys
His
55

Phe

Phe

Ser
Cys
Lys
His
55

Phe

Phe

Lys

His

Lys

Pro

40

Thr

Cys

Leu

His

Lys

Pro

40

Thr

Cys

Leu

Lys
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Lys
Ala
25

Gly
Gly
Leu

Gln

Glu

50

Phe
10

Ser

Gln

Val

Thr

Gln

90

Leu

Phe
10
Ser

Gln

Val

Thr

Gln

90

Leu

Met

Gln

Ser

Pro

Ile

75
Tyr

Met

Gln

Ser

Pro

Ile

75

Tyr

Lys

Ser
Asp
Pro
Asp
60

Ser

Ser

Ser
Asp
Pro
Asp
60

Ser

Ser

Thr
Val
Lys
45

Arg

Asn

Arg

Thr
Val
Lys
45

Arg

Asn

Arg

Ser
Gly
30

Leu
Phe

Val

Tyr

Ser
Gly
30

Leu
Phe

Val

Tyr

Val

15

Thr

Leu

Thr

Gln

Pro
95

Val

15

Thr

Leu

Thr

Gln

Pro
95

Gly

Ala

Ile

Gly

Ser

80

Leu

Gly

Ala

Ile

Gly

Ser

80

Leu



CN 109071666 A F % 3% 14/26 T

100 105

<210> 52

211> 107

<212> PRT

213> AL

<220>

223> RAMHE

<400> 52

Asp Ile Met Met Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly

1 5 10 15

Asp Arg Val Asn Ile Thr Cys Lys Ala Ser Gln Asp Val Gly Thr Ala
20 25 30

Val Val Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile

35 40 45
Tyr Trp Ala Ser Ser Arg His Glu Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln Ser

65 70 75 80

Glu Asp Leu Ser Asp Tyr Phe Cys Gln Gln Tyr Ser Arg Tyr Pro Leu

85 90 95

Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105

<210> 53

211> 107

<212> PRT

213> N3

<220>

223> RAPMHE

<400> 53

Asp Ile Met Met Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly

1 5 10 15

Asp Arg Val Asn Ile Thr Cys Lys Ala Ser Gln Asp Val Gly Thr Ala
20 25 30

Val Val Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile

35 40 45
Tyr Trp Ala Ser Ser Arg His Pro Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln Ser
65 70 75 80

51



CN 109071666 A F % 3% 15/26 T

Glu Asp Leu Ser Asp Tyr Phe Cys Gln Gln Tyr Ser Arg Tyr Pro Leu

85 90 95
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105
<210> 54
211> 107
<212> PRT
213> AL
<220>
223> FAFHIHE
<400> 54
Asp Ile Met Met Thr Gln Ser His Lys Phe Met Ser Thr Ser Val Gly
1 5 10 15
Asp Arg Val Asn Ile Thr Cys Lys Ala Ser Gln Asp Val Gly Thr Ala
20 25 30
Val Val Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile
35 40 45
Tyr Trp Ala Ser Ser Arg His Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln Ser
65 70 75 80
Glu Asp Leu Ser Asp Tyr Phe Cys Gln Gln Tyr Ser Arg Tyr Pro Leu
85 90 95
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105
<210> 55
Q211> 7
<212> PRT
213> NP3
<220>
<223> FAZIKICDR
<220>

<221> MISC_FEATURE
222> (1) .. (D)
223> Xaa NikHAlaArg Asp-Glu.ProflThr i) 2 3k fE hk Fi

<400> 55
Trp Ala Ser Ser Arg His Xaa
1 5

<210> 56

52



CN 109071666 A F % 3% 16/26 T

QL1 7

<212> PRT

213> NTF5

{220>

<223> FRAFHICDR

<400> 56

Trp Ala Ser Ser Arg His Ala
1 5

<210> 57

Q11> 7

<212> PRT

213> NP3

<220>

<223> AR [FJCDR

<400> 57

Trp Ala Ser Ser Arg His Arg
1 5

<210> 58

QL1 7

<212> PRT

213> NP3

<220>

<223> FRAF[FJCDR

<400> 58

Trp Ala Ser Ser Arg His Asp
1 5

<210> 59

Q211> 7

<212> PRT

213> NP3

<2205

<223> FAFMICDR

<400> 59

Trp Ala Ser Ser Arg His Glu
1 5

<210> 60

Q211> 7

<212> PRT

213> NP3

53
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17/26 7L

220>

223> FRAFHICDR

<400> 60

Trp Ala Ser Ser Arg His Pro

1

<210> 61
211> 7
<212> PRT

5

213> NLRF5

<220>

<223> ZRAFHICDR

<400> 61

Trp Ala Ser Ser Arg His Thr

1

<210> 62

211> 321
<212> DNA

5

213> NLRF3

<220>

223> KRB ZZER

<400> 62

gacatcatga
atcacttgca
gggcaatctce
aggttcacag
gaagatttgt
gggaccaagc
<210> 63

211> 321

<212> DNA

tgacccagtc
aggcgagtca
ctaagttgcet
gcagtggatc
cagattattt
tggagctcaa

213> N3

<220>

<223> RABMZIZITR

<400> 63

gacatcatga tgacccagtc
atcacttgca aggcgagtca
gggcaatctc ctaagttget
aggttcacag gcagtggatc
gaagatttgt cagattattt

tcacaaattc
ggatgtgggt
gatctattgg
tgggacagat
ctgccaacag
a 321

tcacaaattc
ggatgtgggt
gatctattgg
tgggacagat

ctgccaacag

atgtctacat
actgctgtgg
gcatccagtce
ttcactctca

tatagcagat

atgtctacat
actgctgtgg
gcatccagte
ttcactctcea

tatagcagat

54

ctgtaggaga
tctggtatca
ggcacgetgg
ccatcagcaa

accctctcac

ctgtaggaga
tctggtatca
ggcacagagg
ccatcagcaa

accctctcac

cagagtcaac
gcagaaacca
ggtcccagat
tgtgcagtct
attcggggcet

cagagtcaac
gcagaaacca
ggtcccagat
tgtgcagtct
attcggggcet

120
180
240
300

60

120
180
240
300



CN 109071666 A

5 &

18/26 7L

gggaccaage tggagctcaa a 321

<210>
211>
212>
213>
<220>
223>
<400> 64

gacatcatga

64
321
DNA

atcacttgca
gggcaatctce
aggttcacag
gaagatttgt
gggaccaagc
<210> 65

211> 321

<212> DNA
213>
220>
223>
<400> 65

gacatcatga
atcacttgca
gggcaatctce
aggttcacag
gaagatttgt
gggaccaagc
<210> 66

211> 321

<212> DNA
213>
220>
223>
<400> 66

gacatcatga
atcacttgca
gggcaatcte
aggttcacag
gaagatttgt

ANIF3

AL AR

tgacccagtc
aggcgagtca
ctaagttgct
gcagtggatc
cagattattt
tggagctcaa

ANIF3

KA 2% H IR

tgacccagtc
aggcgagtca
ctaagttgcet
gcagtggatc
cagattattt
tggagctcaa

NI

RAZ M 2 % H R

tgacccagtce
aggcgagtca
ctaagttgcet
gcagtggatce
cagattattt

tcacaaattc
ggatgtgggt
gatctattgg
tgggacagat
ctgccaacag
a 321

tcacaaattc
ggatgtgggt
gatctattgg
tgggacagat
ctgccaacag
a 321

tcacaaattc
ggatgtgggt
gatctattgg
tgggacagat

ctgccaacag

atgtctacat
actgctgtgg
gcatccagtce
ttcactctca

tatagcagat

atgtctacat
actgctgtgg
gcatccagtce
ttcactctca

tatagcagat

atgtctacat
actgctgtgg
gcatccagte
ttcactctcea

tatagcagat

55

ctgtaggaga
tctggtatca
ggcacgatgg
ccatcagcaa

accctctcac

ctgtaggaga
tctggtatca
ggcacgagegg
ccatcagcaa

accctctcac

ctgtaggaga
tctggtatca
ggcaccctgg
ccatcagcaa

accctctecac

cagagtcaac
gcagaaacca
ggtcccagat
tgtgcagtct
attcggggcet

cagagtcaac
gcagaaacca
ggtcccagat
tgtgcagtct
attcggggcet

cagagtcaac
gcagaaacca
ggtcccagat
tgtgcagtct
attcgggget

120
180
240
300

60

120
180
240
300

60

120
180
240
300
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gggaccaage tggagctcaa a 321
<210> 67
211> 321
<212> DNA
213> AL
220>
223> RAEMZ IR
<400> 67
gacatcatga tgacccagtc tcacaaattc atgtctacat ctgtaggaga cagagtcaac 60
atcacttgca aggcgagtca ggatgtgget actgectgtgg tctggtatca gcagaaacca 120
gggcaatctc ctaagttget gatctattgg gcatccagtc ggcacactgg ggtcccagat 180
aggttcacag gcagtggatc tgggacagat ttcactctca ccatcagcaa tgtgcagtct 240
gaagatttgt cagattattt ctgccaacag tatagcagat accctctcac attcgggget 300
gggaccaagce tggagctcaa a 321
<210> 68
211> 356
<212> DNA
<213> /MR
<400> 68
gaggtgaage ttctcgagtc tggaggtgge ctggtgecage ctggaggatce cctgaaactce 60
tcctgtgecag cctcaggatt cgattttagt agatactgga tgacttgggt ccggecagget 120
ccagggaaag ggctagaatg gattggagaa attcatccag atagcagtaa gataaactat 180
acgccatctc aaaaggataa attcatcatc tccagagaca acgccaaaaa tacgetgttc 240
ctgcaaatga gcaaagtgag atttgaggac acagcccttt atttctgtge aagacctgat 300
ggtaactaca atgctctgga ctactggggt caaggaacct cagtcaccgt cteccte 356
<210> 69
211> 119
<212> PRT
213> /R
<400> 69
Glu Val Lys Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Asp Phe Ser Arg Tyr
20 25 30
Trp Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile His Pro Asp Ser Ser Lys Ile Asn Tyr Thr Pro Ser Gln
50 5H 60
Lys Asp Lys Phe Ile Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Phe
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65

70

75

80

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

85

90

95

Ala Arg Pro Asp Gly Asn Tyr Asn Ala Leu Asp Tyr Trp Gly Gln Gly

100

Thr Ser Val Thr Val Ser Ser

115

<210> 70
211> 321
<212> DNA
213> /MR
<400> 70
gacattgtga
atcacctgca
ggacaatctc
cgcttcacag
gaagacttgg
gggaccaagc
210> 71
211> 107
<212> PRT
<213> /MR
<400> 71
Asp Ile Val
1
Asp Arg Val
Val Thr Trp
35
Tyr Trp Ala

50
Ser Glu
65

Glu Asp

Ser
Leu
Thr Phe Gly

<210> 72
<211> 345

tgacccagtc
aggccagtca
ctaaactact
gcagtgaatc
caaattattt

tggaaataaa

Met Thr

Ser Ile
20
Tyr Gln

Ser Thr

Gly Thr

Ala Asn
85
Gly Gly

100

Gln
Thr
Gln
Arg
Asp
70

Tyr

Thr

tcacaaattc
ggatgtgggt
gatttactgg
tgggacagat
ctgtcagcaa
a 321

Ser His

Cys Lys
Pro
40
Thr

Lys

His
55
Phe Thr

Phe Cys

Lys Leu

105

atgtccacat
actgctgtaa
gcatccacce
ttcactctca

tatagcaggt

Phe
10

Ser

Met

Ala
25
Gly

Gln

Gln Ser

Val Pro

Thr Ile
75

Tyr

Leu
Gln Gln
90

Glu Tle

105

57

110

cagtgggaga
cctggtatca
ggcacactgg
ccattagtga

atccgtacac

Ser Thr Ser

Val Gly
30

Leu

Asp

Pro Lys

45

Arg Phe

60

Ser Asp Val

Ser Arg Tyr

cagggtcage 60
acagaaacca 120
agtccctgat 180
tgtgcaatct 240
gttcggaggg 300

Val
15
Thr

Gly

Ala

Leu Ile

Thr Gly

Gln Ser
80
Pro Tyr

95
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<212> DNA
213> /MR
<400> 72
gaggtccagce
tcctgcaaga
catggagaga
aaccagaact
atggagctcc
cctctggagt
<210> 73
211> 115
<212> PRT
213> /MR
<400> 73
Glu Val Gln
1
Ser Val Lys
Thr Met His
35
Gly Ile
50
Gly Lys

Gly

Lys
65
Met Glu Leu

Ala Gly Val

Val Ser Ser
115
<210> 74
211> 321
<212> DNA
213> /R
<400> 74

tgcaacagtc
cttctggata
gccttgagtg
tcaagggcaa
gcagcctgac

actgggggca

Leu Gln

Ile
20
Trp

Ser

Val

Asp Pro

Ala Thr

Ser
85

Pro

Arg

Ile
100

Gln

Cys

Lys

Asn

Leu

70

Leu

Leu

tggacctgag
cactttcact
gattggaggt
ggccacattg
atctgaggat

aggaacctca

Ser Gly

Lys Thr

Gln Ser
40
Asn Gly
55
Thr Val

Thr Ser

Glu Tyr

ctggtgaagce
gaatacacca
attgatccta
actgtagaca
tctgeggtet
gtcaccgtct

Glu
10
Gly

Pro Leu

Ser Tyr
25
His

Gly Glu

Gly Thr Asn
Ser
75

Ser

Asp Lys

Glu Asp

90
Gly

Trp Gln

105

gacattgtga tgacccagtc tcaaaaattc atgtccacat

gtcacctgca aggccagtca gaatgtgtat actaatgtag

gggcaatctc ctaaagcact gatttactcg gcatcctace

cgcttcacag gcagtggatc tgggacagat ttcactctca

58

ctggggette
tgcactgggt
acaatggtgg
agtcctccag
attactgtgc
cctca 345

Val Pro

Thr Phe Thr
30
Leu Glu
45

Asn

Ser

Gln
60
Ser

Ser Thr

Ala Val Tyr

Thr Ser
110

cagtaggaga
cctggtatca

ggtacaggeg
ccatcagcaa

agtgaagatt 60
gaagcagagc 120
tactaactac 180
cacagcctac 240

aggagtgatt 300

Gly Ala
15
Glu Tyr

Trp Ile

Asn Phe

Ala Tyr
80
Tyr Cys
95

Val Thr

cagagtcagec 60
acagaaacca 120
agtccctgat 180
tgtgecagtet 240



CN 109071666 A

52

5 &

22/26 51

gaagacttgg cagactattt ctgtcagcaa tataacagct

gggacaaagt tggaaataaa a 321

<210> 75
<211> 107
<212> PRT
213> /MR
<400> 75
Asp Ile Val
1
Asp

Arg Val

Val Ala Trp
35
Ser Ala
50

Gly

Tyr
Ser Ser
65
Glu

Asp Leu

Ala Phe Gly
<210> 76
211> 357
<212> DNA
213> /MR
<400> 76
caggttcagt
tcctgcaagg
cctggacatg
aatgagaagt
atgcaactca
atctatggta
210> 77
211> 119
<212> PRT
213> /IR
<400> 77

Met Thr

Ser Val
20
Tyr Gln

Ser Tyr

Gly Thr

Ala Asp
85
Ser Gly

100

tgcagcagtce
ctactggcta
gccttgagtg
tcaagggcaa
gcagcctgac

actcctttga

Gln

Thr

Gln

Arg

Asp

70

Tyr

Thr

Ser Gln

Cys Lys
Pro
40
Tyr Arg
55
Phe Thr
Phe

Lys Leu

tggagctgag
cacattcagt
gattggagag
ggccacattc
atctgeggac
ctactggggc

Phe
10

Ser

Lys Met

Ala
25

Gln

Gln Ser

Gly Val Pro

Thr ITle

75

Leu
Gln Gln
90

Glu Ile

105

Lys

ctgatgaagc
aactactgga
atttttcctg
actgcagaca
tctgeegtet

caaggcacca

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu

1

5

10

59

atcctctege

Ser Thr Ser

Val Tyr
30
Ala

Asn

Pro

45
Asp Arg Phe
60
Ser

Asn Val

Asn Ser Tyr

ctggggecte
ttgagtggat
gaagtggtcg
catccteega
attactgtgce

ctctcacagt

Met Lys Pro

gttcggeteg 300

Val
15
Thr

Gly

Asn

Leu Ile

Thr Gly

Gln Ser
80
Pro Leu

95

agtgaagatt 60
aaaacagagg 120
tattaacttc 180
cacaacctac 240
aagaacgaag 300

ctcecca 357

Gly Ala
15
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Tle
20

Ser Val Lys Ser Cys

Ile Glu
35
Ile

Trp Ile Lys
Glu
50

Gly

Gly Phe Pro Gly

Ala Thr Phe
70

Leu

Lys Lys
65
Met Gln Ser
85

Ile

Leu Ser

Ala Thr Lys Tyr

100
Thr

Arg

Thr Thr Leu Val Ser
115

<210> 78

211> 321

<212> DNA

213> /MR

<400> 78

Lys
Gln
Ser
55

Thr
Thr

Gly

Pro

Ala
25

Arg Pro Gly

40

Gly Arg Ile

Ala Asp Thr

Ser Ala Asp

90
Ser Phe

105

Asn

Thr Gly Tyr Thr

His
Asn
Ser
75

Ser

Asp

gacattatga
atcacctgca
ggacaatctc
cgcttcacag
gaagacttgt
gggaccaagc
<210> 79

211> 107

<212> PRT
213> /R
<400> 79

Asp Ile Met Met Thr Gln

1

Asp Arg Val Asn Ile Thr

Val Val Trp Tyr Gln Gln

35

Tyr Trp Ala Ser Ser Arg

50

Ser Gly Ser Gly Thr Asp

tgacccagtc
aggccagtca
ctaaattatt
gcagtggatc
cagattattt
tggagctgaa

5

20

tcacaaattc
ggatgtgggt
gatttactgg
tgggacagat
ctgtcagcaa
a 321

Ser His

Cys Lys

Pro
40
Asn

Lys

His
55

Phe Thr

atgtccacat
actgctgtgg
gcatccagtce
ttcactctca

tatagcaggt

Lys Phe
10

Ala Ser

25

Gly Gln

Met
Gln
Ser
Gly Val Pro
Leu Thr Tle

60

Phe Ser

30

Gly Leu Glu
45

Phe Asn

60

Ser

Glu

Asp Thr

Ala Val Tyr
Gly

110

Tyr Trp

cagtaggaga
tctggtatca
ggcacaatgg
cgattagtaa

atccactcac

Ser Thr Ser

Asp Val Gly
30
Pro Lys Leu
45
Asp Arg Phe
60
Ser Asn Val

Asn Tyr

Trp Ile

Lys Phe

Thr Tyr
80
Tyr Cys
95

Gln Gly

cagggtcaac 60
acagaaacca 120
agtccctgat 180
tgtgcagtct 240
attcgggget 300

Val Gly
15

Thr Ala
Leu Ile

Thr Gly

Gln Ser



CN 109071666 A F % 3% 24/26 T

65 70 75 80
Glu Asp Leu Ser Asp Tyr Phe Cys Gln Gln Tyr Ser Arg Tyr Pro Leu
85 90 95
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105
<210> 80
211> 5
<212> PRT
213> /MR
<400> 80
Arg Tyr Trp Met Thr
1 5
<210> 81
211> 17
<212> PRT
213> /MR
<400> 81
Glu Ile His Pro Asp Ser Ser Lys Ile Asn Tyr Thr Pro Ser Gln Lys
1 5 10 15
Asp
<210> 82
211> 10
<212> PRT
213> /MR
<400> 82
Pro Asp Gly Asn Tyr Asn Ala Leu Asp Tyr
1 5 10
<210> 83
211> 5
<212> PRT
213> /R
<400> 83
Glu Tyr Thr Met His
1 5
<210> 84
211> 6
<212> PRT
213> /R
<400> 84

61
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Ser Asn Tyr Trp Ille Glu

1 5

<210> 85

<211> 10

<212> PRT

213> /MR

<400> 85

Lys Ala Ser Gln Asp Val Gly Thr Ala Val

1 5 10

<210> 86

<211> 329

<212> PRT

213> HA

<400> 86

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

1 5 10 15

Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe
20 25 30

Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly

35 40 45
Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu
50 55 60

Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr

65 70 75 80

Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys

85 90 95

Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
100 105 110

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

115 120 125
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
130 135 140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr

145 150 155 160

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu

165 170 175

Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
180 185 190

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys

62
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Ala
Pro
225
Thr
Ser
Tyr
Tyr
Phe

305
Lys

Leu
210
Arg
Lys
Asp
Lys
Ser
290

Ser

Ser

195

Pro

Glu

Asn

Ile

Thr

275

Lys

Cys

Leu

Ala

Pro

Gln

Ala

260

Thr

Leu

Ser

Ser

Pro

Gln

Val

245

Val

Pro

Thr

Val

Leu
325

Ile

Val
230

Ser

Glu

Pro

Val

Met

310

Ser

Glu
215
Tyr
Leu
Trp
Val
Asp
295

His

Pro

200
Lys

Thr

Thr

Glu

Leu

280

Glu

Gly

Thr

Leu

Cys

Ser

265

Asp

Ser

Ala

Lys

63

Ile

Pro

Leu

250

Asn

Ser

Arg

Leu

Ser
Pro
235
Val
Gly
Asp

Trp

His
315

Lys
220

Ser

Lys

Gln

Gly

Gln

300

Asn

205
Ala

Arg
Gly
Pro
Ser
285

Gln

His

Lys
Glu
Phe
Glu
270
Phe

Gly

Tyr

Gly
Glu
Tyr
255
Asn
Phe

Asn

Thr

Gln

Met

240

Pro

Asn

Leu

Val

Gln
320
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