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1-[(2, 2= ZHIZ -1, 3- 4RI -4-58) B3 ]-2-( QR -T-(4- RE IR
% ) —1H- BRMEFF [4, 5-c] Mk —4- iz |

4-[4-"J H -2- CREFE -1-Q-FH -2- FIR N )-1H- 0K M I [4, 5-c] M
Wbk —7— FE 1-N- A4S -N- FRSEOK It |

2- LERFEFEE -NI- RA3E -6, 7,8, 9- PUS, —1H- BRMEIF [4, 5-c] MEM -1, 4- %,

1-[4- &3k —2- 25 -7-Cgmg —4- F& ) —1H- Bk 3 [4, 5-c] MMk —1- 3% 1-2- 3%
W —2- BE,

N-[4-(4— G I —2— ZF —1H- WKW I [4, 5—c] Mk —1- 58 ) T35 ] PREmL , =5

N-[4-(4- & & —2- T —1H- BRI [4,5-c][1,5] Z8mE -1- &) T & J-n' - &
JI% »

Sorp, ERER bR A IR AR IR IR

17, GnRCRIEE SR 13 ik k5470, Horp, PD-L/PD-1 BldEHIR &L -PD-1 Hifk, Hik g -
MK-3475, AMP-514, AMP-224, BMS-936558 F CT-011,

18. GIACHIEE K 13 Frik ik -547), Horh, PD-L/PD-1 BlidEHIR &L -PD-1 Hifk, Hik [ -
MK-3475, AMP-514, AMP-224, BMS-936558 FIl CT-011 ;2 (I1) MIL&Wik B % 1 P&,
FLHE

11
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2— TNEEMEMEIE [4, 5-c] Mk —4- iz,

1-(2- AN ) —1H- BRMEJF [4, 5-c] Mk —4- i,

4— K 2-( ZEERIL )—a, a— — — FEE —1H- BKMEIF [4, 5-c] MElbk —1- 2%,

1-(4- B0k —2— LS FE PIEBK I —[4, 5-c] MMk —1- 3% ) —2— I —2- i,

N-[4-(4- G Fk —2- LIk ~1H- BRMEIF [4, 5-c] Mk —1- F& ) T3 -] FmEmEL ,

4- I -2- ZAEFEERIE —aa- R 6,7, 8, 9- VIS —1H- BKMEIF [4, 5—c] MMk -1- Z
LT3

4— G Ik —aa— " -2- FEILLIL -1H-BRMEIE [4, 5-c] Ml —1- £,

1-(2-[3-(FEE) NHEE] & 2-( L& B ) -1H- 0K m 3f [4, 5-c] &
Wk —4- f% ,

N-[4-(4- &5 —2- T 5 —1H- BKmeIf [4, 5-c] [1, 5] Zeme —1-2%) T2 1n' - THEMK,

N1-[2-(4- %5 —2- T R —1H-WKME I [4, 5-c] [1, 5] 280 —1- &) LFE]2- & —4-F
S

N-(2-{2-[4- &Ik —2- (2- MEILZIE ) —1H- BEMEIT [4, 5-c] MEmbk -1- 3L ] 28} &
) -n’ - IR,

1-(2- 2 —2- FENE ) -2-( LHEFERE ) -1H- KM [4, 5-c] Mk —4- iz,

1-{4-0 (3, 5- &R ) BAMESE 1 T2 -2- & —1H- WKME g [4, 5-c] Mk —4- Jiz

N-(2-{2-[4- & 2- ( LI P R ) —1H- bk meIF [4, 5-c] Wk -1- %] 2483 ) &
i) -n’ - HOEK,

N=-{3-[4- &2 —2- ( LT ) —1H- BRI [4, 5-c] MMk —1- 28 ] N2E }—n" - (3
FEAREL) Bilk

N-[3-(4— & —2— T3 —1H-BKME3F [4, 5-c] Wik —1- %5 ) -2, 2- —HIFLTASE | 2K Pk
fi%

2— T3 —1-[3-( FIEREMEIE ) TNFE 1-1H- BEME I [4, 5—c] Wik —4-

N-{2-[4- &It —2-( L5 IFEF AL ) —1H- kM 3F [4, 5—c] Mk —1- ;j-g ,1- —HE 4
52— RO,

1-[4- 22 —2- SRR -7- (bR —4- 2% ) —1H- DKM JF [4, 5-c] Wbk —1- & ]-2-
R -2- %,

1-[4-2 & 2-( & A B ZE)-7-Cnlb mg -3- & )-1H- Bk ™ Jf [4,5-c] &
Wbk —1- 2 1-2- LN —2- 2,

N-{3-[4- 2 —1-(2- 23 —2- RN ) 2-( P LE ) -1H- BRI [4, 5-—c] &
Wk —7- 2% ] RO T AR

1-[4- 2% -7- (5- Fe L FAEMERE —-3- 38 ) —2- (2- A2 438 ) —1H- WKk I [4, 5—c] i
bk —1- 2% 1-2- LN —2- i,

3-[4- & 2-( LR FERE ) -7-(ubwe -3- 2% ) —1H- BRMEJF [4, 5—c] Mk —1- 2% ]
M- 2-

1-[2-(4- R 3k -2- L5 FE 55 —1H- KM 9F [4, 5-c] MEmk -1- 36 ) -1, 1- —F R &
2 1-3- INEER

1-[2-(4- & 3t —2- 28 FEFFEE —1H- WK M I [4, 5] Melbk —-1-3E) -1, 1- —F 3 &

12
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5 13- MK,

1-0(2, 2- 2 -1, 3- 4RI —4-38) R ]-2-( CEEFR) -T-(U- BEFER
55 ) —1H- BKMEIF [4, 5-c] WElpk —4- fi% ,

4-[4- 5 Fk -2- L5 3 T 3L —1-(2- 3 3k -2 3L T 3L ) —1H- IR M JF [4, 5-—c] M
Wk —7- 2 J-N- FRARHE -N- AR L

2- LAEFEFHR -NI- 5% -6, 7,8, 9- VU&A —1H- BEMEFF [4, 5-c] Mk -1, 4- —fi%,

1-[4- 53k —2- 25 -7-CuLmg —4- FE ) —1H- Bk m 3f [4, 5-c] MMk —1- 3% 1-2- I 3%
W -2- i

N-[4-(4- S I —2- ZFE —1H- BEMEIT [4, 5-c] MEmpk —1- 25 ) T 5 ] PrEmkig , 5

N-[4-(4- & FE —2- T3& ~1H- BRI [4, 5-c][1,5] ZEme —1- 2% ) T3 1-n’" - 3
IR »

o, WETRER b I S A 5 I B O (P R

19. —Fh 3 &4, HA 5A SE MR E SR 1 2 18 FYE—I TR L 54, UL —
PR —Fh LA b 2% bl Ees2 k.

20. WIAAIELR 19 FriR I A &4, b a5 A 3 i Ay 7 7

21. WIAAIZELR 20 Frik A &4, So, Brid Sy 7 b2 pris ).

22, WIBURIELR 21 Prid I A &4, Horb, FrdSuss A2 R 299 dh 3 A 1
MRS S ALl TT (R IR) e A0 SO 4 7] ok PR 38R 7). GNRh 15 71 sl B AT
RE

23. — PGP R 40 BB 0 7, BT A AR BRI SR 1 & 18 T — T BT IR 1)
G4 it FH - Bk o928 440

24. —FPRTT 2 IR A R BIIMIR / JRE R TV, IR T R ROR Bk 1 2 18 T
— TR AL T TR 26

25. WIRCRIESK 23 B 24 Pk (07515, Horh, BTk Maed / ek B - i B 40
S~ BV JB MR 48 NSCLC 7E W B It LI B 6 15 B0 15 1A 0 B Sy 7
P U R bR B e g A9 RE SCCHN 8 N R Sk S50 « 755 oA JBE0es i PAYJRE T 47 B ee e 46 B
0 LR B IS 22 T M IR T R A R LA R LS b R SRR AE PN I R SR

26. BUAELR 1 2 18 FTE—IUITR AL A AE§ & H 3097 230 8 RN I IR / S
25 I A .

27. BURIER 19 22 22 FUT—TUITR 29 A A& WTE S 26 T 1077 5290 38 1R I 1 i gg
/ FEIE 25 R R

28. — PRy YT BAEIR A T IR E TS AR 1 5 v BT IR 5 AR A R 1 PD-L/PD-1
BRS BRI DA S BEAE TE A N 25 40 BRUFE B 5 40 L, S AE A 5 40 L, NK 4 B, T 440 e e 23 440 TR 1
PREIRTT N 25T PR A A

29. WBURESR 28 Frik (K771, Horh, PD-L/PD-1 Blifs 511k B PD-1 &5 & P A,
PD-L1 &4 H5H0IF PD-L2 G55 45505

30. GIABCHIELSK 29 Prik Ky J77i%, Hory, PD-L/PD-1 fliF5 i PD-1 4545507

31. WIORLRIEESR 30 PRk i 7592, Hordr, PD-1 45 S 45509k PD-1 454 H kg 448
=

13
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32, WIBURIEESR 31 Frik ()75, Horr, PD-1 &5 AR50 PD-1 454 PD-L1,

33. WIBURIEESR 31 Prak )75, Hor, PD-1 &5 G H5H05R1F0H) PD-1 455 PD-L2,

34. WIBCRIEESK 31 Pk 732, Hor, PD-1 25 545 HU74 ) PD-1 454 PD-L1 Fi1 PD-L2

35. WIBCRIEER 31 Frik 7%, Hodr, PD-1 5 &5t Ediik.

36. WIBUREK 35 Prid )75k, Hodr, PD-1 54 H5H15/2 MDX-1106.

37. WIBURESR 35 Prid ) 7572, For, PD-1 G55 H5H0HJ2 Merck 3745,

38. UIBCRIEESK 35 Bk 7k, Hdr, PD-1 €5 A45HH2& CT-01 1,

39. WIBURIER 35 Prid i) 7572, Hodr, PD-1 G55 H5H0572 AMP-224 B¢ AMP-514.

40. WIRCRIE SR 29 Frdk 5%, Horp, PD-L/PD-1 HliFs$is 2 PD-L1 g5 &4aHiil.

AL, QAR SR 40 PRk i) 7574, Horb, PD-L1 25 545507306 PD-L1 454 PD-1.

42, WIAURIELR 40 Pk i) 757, Horb, PD-L1 25 545507306 PD-L1 454 B7-1.

43, WIBUREESR 40 PRk ) 757, Hodh, PD-L1 45 & 4557306 PD-L1 454 PD-1 F1 B7-1

44, GIRCREESR 40 BTk 9 777%, Sorb, PD-L1 45 &S5 & Bk,

45. WIRUF) B SR 44 PR B 716, Sod, PD-L1 54530573k B YW243. 55. S70, MPDL
3280A, MDX-1105, MEDI-4736 F MSB0O010718C.

46. GIACHIESR 29 Prik i 77, Horr, PD-L/PD-1 fliF5$is & PD-L2 g5 & 4adiil.

AT, GIBCRIEESR 46 Bk /7%, Forh, PD-L2 45 B H5HF & Bk,

48. WIRURIEESK 46 BTk )53k, o, PD-12 S5 &R P E ki &4 %

49. WIRRIEISK 28 22 48 HPE— T FTIR I 77323, Forb, BT iR 3% 697 R AN B v (1) 50
(ID) gzl (VITD k&, 3 (1X) 220 XIXb) Kb & BT —Fh, B e 12524
AT RZ R AR BRI o

50. WIARIEISR 28-49 HRAT—IRTIA I 77 vk, Hodh, 7215 1 BVR 97 2 )G BTk a7 fEAM A
WP A R RN

51. WIAAIELR 28-49 HAT—IUFTAR (1) 7575, Sorp, Prd S v6 7 I 4Lt A o

52. WIAAIELR 28-49 HAT— I (1) 7575, Forb, Bk 2 46 57 370 1 Bt A o

53. WIBUREESR 28-49 HAT—IUATIA I 7515, 2orb, BTid s 1697 FI4E PD-L/PD-1 filid

PR BT -

4. HIBCMIELK 28-49 FRAE— TP 17715, Horh, Brid S 17751 5 PD-L/PD-1 4iidh
FURI R I t FH

55. HIBCHMIELSK 28-49 FRAE— TP 17715, Horh, Brid S 167 AE PD-L/PD-1 4iidh
Eri b1 P = i A E

56. UIBCRIELK 28 & 55 T —IFTIR I 7732, For, Brid MR 25 B i
57. WIRUREESR 28 2 55 HT—IATIR 1K 7778, o, Frd AR B 2.

58. WIBFESK 28 2 55 HT—IHTIA 1) 575, Hordr, B Ao s HE /N4 il o
59. WIBUREESK 28 2 55 HT—IHTIR 1) 57k, Hordr, Bk A~ s O S .

60. WIARIE R 28 2 55 HFT—IATIA 1 75k, o, Frid Ao som FLIRE -

61. WAL R 28 2 55 HFT—TRTIA 1) 757k, Hodr, Frid A~ s Tl

14
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62. UIBCFEER 28 A2 55 FE—IUITR I 7772, Sorb, B A A SR A S0 i 1t 3 g

63. UIBCHZER 28 &2 55 FE—TUHTIR I /738, Forb, Bk AR S 1 40 Mo e

64. UIAURIEL K 28-63 HT— I AT IR (1) 7775, Fordr, PD-L/PD—1 Bl B bk o it A UL
PR PN e P R P Rt A ARt P 7 R e A R P e A R B P e A B R RN T
T3 3t A T8 W N 1 7 S R P 0 N G P B P

65. —Fpdl A, AT .

(i) ARER PD-L/PD-1 fidEHLH s

(i1) A RE IR TG AR AN MO S 40 O  BEAE I S8 40 M O NK &0 L T 40 it sl e 41
M EANI A R iR T o

66. WIRRIZLR 65 Frik 4l &, Horf, PD-L/PD-1 flidEHUHIE B PD-1 45 A il
PD-L1 A& F5HU5IF PD-L2 55 45Hi5.

67. WIALRIELR 66 Prik 414G, Horr, PD-L/PD-1 HiFEHIFIE PD-1 45 & 45507,

68. WIALFIE R 67 FriRI4l4, ok, PD-1 455455 R E] PD-1 45 & Hli k45 4 44
=

69. WIRRIELR 67 Prid 4G, Hrr, PD-1 S5 G35 PR30 PD-1 454 PD-L1,

70. WIBURIEER 67 Prid 4G, Hordr, PD-1 S5 AR5 PURIF0HI PD-1 454 PD-L2,

T1. WIRURIEESR 67 Tk a4, Hodr, PD-1 25545505306 PD-1 454 PD-L1 Al PD-L2

72. WIRUREESK 66 Brid 4l , Hdr, PD-1 S5 & PRk,

73, WIBURIEESKR 72 Prid A, o, PD-1 55 H5 0572 MDX-1106.

T4, WIRURIEESR 72 Prik 44, 2o, PD-1 G5 G35 PURI 2 Merck 3745,

75. WIBCRIEER 72 PriR A, Hob, PD-1 S A 5742 CT-01 1,

76. WIRURIEESR 72 Prik 44, 2o, PD-1 85 G500 2 AMP-224 B¢ AMP-514.

77. WAUCR)EESK 66 FTiR 204, Hirh, PD-L/PD-1 #lidEHIH 2 PD-L1 G457,

78. WIRRE R 77 Prid 4, Hordr, PD-L1 45 545 P76 PD-L1 454 PD-1.

79. WIRRER 77 Prid g, Hodr, PD-LL 45 545 Pi7H0 6l PD-L1 454 B7-1.

80. WIBRER 77 Prid 44, Hordr, PD-L1 45 545 P73 PD-L1 454 PD-1 F1 B7-1

81. WIRCRIER 77 Bk A A, Sorb, PD-L1 45 & H5BR 2Bk,

82. WA E K 81 Rk A&, Horhr, PD-L1 45 A 450571 B :YW243. 55. S70, MPDL
3280A, MDX-1105, MEDI-4736 F1 MSBO010718C.

83. WIBLHEK 66 Tk 44, Hrdr, PD-L/PD-1 HiEHUHIE PD-L2 S5 AH5H05H.

84. UIBCRIELK 83 FriR 2l 4, Hodr, PD-L2 45 &H5HF &k,

85. AIBUHIE K 83 Frik 4l &, Horh, PD-L2 &5 &R PUAIE Rk & 2.

86. WIAUFIESR 65 22 85 T —TRTIARIAL A, o, Brid S 3697 A S e [
(1) 8 (VITD a4, 8l (10 23 XIXb) ML E b BT —Ff, s e Ai125 2
AT AR BRI o
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T BT BERIH -PD-L1 55

AR G
[0001] AU B B FH T 48 1] 275 BT —PD-L/PD-1 Bk &5 S LA S &A1 ik 45 &
WIRIAEY . AR WIEW FA I WK 2 Pl S W0 18T 1 AV RE 2 S IR0 T3 TH i R

HEEEA

[0002]  yRITFHEHUARCH TIRIKNH =+ 24, BRTCA H-LrPisstiics YT
I PR, X 46 25 ) 40 45 - 35 B/ (Rituxan (1997)), # 28T (Herceptin(1998)),Mylotarg
(2000), Campath (2001), Zevalin (2002), Bexxer (2003), Avastin (2004), Erbitux (2004
), Vectibix (2006) ;Arzerra(2009) ;Benlysta(2011) ;Yervoy (2011) ;Adcetris (2011) ;
Perjeta(2012) ;Kadeyla(2013) ;Cyramza(2014), 1 Sylvant (2014) . iX 63 14 3= B HE 52 Y
Fhr 1 :EGFR. Her2. CD20 Fl1 VEGF,

[0003] ST, 7 MEBUARE I = FHLH] (Scott AM,Wolchok JD,01d LJ. Antibody
therapy of cancer.Nat Rev Cancer. (2012), 12:278-87) Z:A5 B 4n it « (1) PriABE B2
YE, U2 B W s Bl Ak / 321445 5 3 s 1, 15 S 40P TR ik 25 sl 4 e 25 3%
o PUARSZATEAIE IR P HRR MR A e o 040, —28hiiAkm] b s 40 2
T ) SRS 5, ALK, SR T (BN, fEgehifit ) o piiienl il 2 445 50
PEA T R Al M R A0 o A9, — BEHTARR] S A0 i R T A2 A 2 5 T BRI — 2R AL AR L O
WA LR A5 5 e 5 ATl S I F (e E 4 e i 720 BTk S R &5 & n) 3 20 A
VER A5 5 BELWT LR 40 AT (2) S die /i 3 A 40 i 3% 403 B 5 A2 0L i) 6 355 A4 40 1
MEEME (CDC) P AR MR I 40 i /- 5 14l e 557 (ADCC) T 4l e Dh Re i1y, 4556 . e/ 3
(1% S geg 4 o ok A mlad ik dan R 7 S5E R <15 3 A R TS AN PR T 4 A 3 )
M FE M B RE R AR i B (scPv) AFZEERME ) T 48 e 2 g , 38k W 5 40 Jf 1 4
M FRIPURAS SRR EA T 40 M D) T 40 B A sz 44 (4, 48 B E 1t T 9k 22 40 M A
KPrJR 4(CTLAG)) o HoAr, HUAAR Fe &85 BIRF AT CDC F1 ADCC A3 4 i Je 4 e o3 43 1
FICREEL. (3) UM heg Ik s 5 G R0 58 5 (AR e 1 5., T8 il 4 1 357 32 AR S B ) B
e AR 75 3 ML 7B R T 440 M9 i, A < 0 S B B K R R R R AR A L DL S R R
WL KE R4 (Scott AM, Wolchok JD,01d LJ.Antibody therapy of cancer.Nat Rev
Cancer. 2012, 12(4) : 278-87) .

[0004] ¥R PE R O REHUR G HERE T HUE MBI T & o SR, 347 76— 28 ] L5
B DT, 000, 0 R G 35 D 1 R SIS FH 8 S s PR S 52 k LA R B Al B — B
Wifs o B K IIER . 85 2, K2 Hpi A DL SEInT e 40 ot A 2 il A
AAERH

[0005] 1964 4F, “ HAR” 3¢ EHRIE T Pk - 29455 (ADC) HEiARRX — Bl s, M i 4
RAFBIRBNE K FE. ADCfEHUR maeth i) (F5 ) Wi pdeieik (R ) HLirie
o PriR g R PR 701, W AE TG ADC HF NG i, BRI S, R K g
R AH  N ERB R R R A 4

16



CN 105440135 A 1«51'1 AA :F!' 2/112 7t

[0006] Seattle Genetics CWf&X T Brentuximab Vedotin ( F§&h4 A Adcetris) iXFizh
Yy, .ok FDA HuvE Bfi. HOW 3L auristatin E(MMAE) , —Fi& & ME L 2547, 1
L[] 90K 2988 40 s S 1t CD30 791~ B RE , AT TS0 R A3 0 e s 4 B ) 2 H

[0007]  HHT, X JLTMX AR ADC 25471 & 1 1l KI5  Horpr, Genentech F Tmmunogen
AR THTHITIAMWERNS XS R (naytansine) 255 KM ZER L5, — M A
ado— B Bk BT emtansine {1254 (Kadeyla) , Rl T-DM1. 2013 4F 2 J, FDA &
HEHE T-DML FF AR B A KN 75244 2 (Her2) — PR MEFLINE . SRB 2R/ T
B, Ko 5 R A 46 T8 B BARE SR N - B R B - TN = A VB b5l
EIER. M2 BR R PTE R #E 1) A Her2 X ¥R BN . 2Bt St Al T
Her2- FHMESEAE . SR, M2 BRER BTV BE T 1 Her2— BH 40 M A 40 B 2. T-DML i
MEFE IR ) Her2 2K H it 22 R BT 15 4 AL A 4 M 35 1 R0 58 6 3R A, AT %4 96 4
T-DML FifA L& Her2 24K, S EUNGE &M PR IR 52 6 27 A 4l L ) AE A AE FE AT &4
RN . T-DML HAT SEAF F AT 2% 254030 ) s R o LB IR =

[0008] (RGN AT 25 HA IR s s MR 254880 ) 2 0 Hy, (B2 AR R TT R Y
AR ARG N oy ALY 290 m] e S At AR B AR, Pe A E R EIER . Bk - g A
YA AL ) 4 PR A R € I 25BN 1 52 N T 254 & o Dk - 29 a SISk o A
A ] Ty e R B e BB AA S HARE 8 B 24 B A 1 B AL SRR . XA EOR R BT
JUA bR R MG, B W Al B R 3 R B R T E B Th B 7 45 & e 1
WA & HIPUA R N B AE G55 A S M BL AR 2 PR TIOR3 35 1t 2 SR T 22 PR 32 5 i
PR RIHUARRITER -

[0000]  H Wi i 7E 4 F B 55 38 70 7B 55 308 B2 8 ) 57 Auristatin ZEB04) 5 A1 A
auristatin E.B I auristatin F fISEEE, BRI auristatin E S RIS B
AN EIFR, T IDICE JE AR, TR AR M AT 2253 240F HonT 5 3 40 A T2 (Naumovski
L and Junutula JR.Glembatumumab vedotin,a conjugate of an anti-glycoprotein
non—-metastatic melanoma protein B mAb and monomethyl auristatin E for treatment
of melanoma and breast cancer.Curr Opin Mol Ther2003 ;12(2) :248-57. Francisco
JA, Cerveny CG ZE A\, cAC10-vcMMAE, an anti—CD30-monomethyl auristatin E conjugate
with potent and selective antitumor activity.Blood 102(4):1458-65). . A Zt
auristatin F APIA L5 A Auristatin {744, 76 C A i H AT 7 HLfar 48 T 28 IR PR Ik
EANS RAT Y MMAE AHEE, 88 AR auristatin F /M40 M0E < 8 5 RIBOAIF B e
AMMaEEE. K& CD30 4 Ml il & B0 mAb— 5 R EE WV ik CBLZE - A iR - TN R —p- 22k
NEFEIEE MMAF (mAb-L1-MMAF) )¢ EE SR 00 MMAF 351 5% 2, 200 £ (Doronina SO
& N, Enhanced activity of monomethylauristatin F through monoclonal antibody
delivery:effects of linker technology on efficacy and toxicity.Bioconjug
Chem, 2006 ;17 (1) :p114-24) . S FA — P PTA 2270 257, H A8 BUE B R A HH i),
T4l Bz N I T Al 55 B 20PN DNAL RNA FlER (& Al R INE B ZA T
DNA & B2 M 52 K o

[0010]  Jiitk — 254 & A BRI M FEpURAE . PUARET 8GRIk / 214655
B3, VA M T, O FLIR) IS 004 R0 B4 I R) 4 1 1] [k g 440 L 52 3k 80366 SR A AR B A 2454
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(fan, 259 B 55 /D TP RNA BUSSH MRG0 ) o 17 bk i & 6 i i bu iR R &5 &
IR R I, 28— A S REAR 2y PR e MR S5 S R 455 Thie, 58 A Piik B 5 1 e 4
MR DhRe, LAACE = A4 SRR EEH .. Bt HLk - 2594856 259 B T
FIEF R M. 2R, BT EDURGEBAR S 7 B R0 7 46 7 TR AR
FER DL SRR AE R B 2 AR IO 58 N 1) 43 - FR, 78 S BRI PR A 58 A ATD SR A7 A — L
I

[oo11]  FR/PPEFET: 1 (PD-1) 42 CD28 IR AR il it , FoAU 4% CD28.CTLA-4.1COS . PD-1 Fi
BTLA. &S5 PSR CD28 i TCOS M 7ELh e _Esgm i NS e hi ik 2 Jo T 4 B g il
(32 R A . PD-1 RPN 4H B 2 HHE 25 T BC A& PD-L1 F1 PD-L2 O iR, JF Hax w4
YR TR S A ECAR R I AE S PD-1 5452 5 NI T 40 M i vs A0 48 A R0 40 B EXL 17 43
#Wh. PD-L1(B7-H1) F1 PD-L2 (B7-DC) IX Wi+ +& B7 [A] &Y, &% BT W &M 5 PD-1 &5 4. PD-LI
XLy 7 B7-1 A B RSP 76 IPN-y ¥ J5, PD-L1 76 T 4 2. NK 41 g
B0 M BEAE DC. B 40 Ma . b R 40 M DL Je ifn 88 py B 40 g B3Rk PD-L1 ZERJA 3 X R
HEN IRF-1 (FBEFTRE ) BN ooft. T RFPREEnT B R4 RIS i
A\ B DC AT RIS i eg 4t i F ¥y PD-L1

[0012]  CLAEJLA RS Jmd i A 456 A Jiodes « N O S 988 R0 N 25 e DL R 25 Pl A [R] (1)1 6988 7
W AZRE R R BT PD-L1 (93615, PD-L1 i L& &k nl g iE 2 i 1 1z 240
TERT 87 B 40 B e 1) 28 2 I IR A AR 16 7 A mh I, BbdEd o PD-LL I i aRik 55 g 12 28 1k
s DA KAET ARG HE i 4. 5 A k. B 8m 1) PD-L1 Sk i 0N S A& A TR By
fIC PD-L1 SR 00 S A 2 0 5 B B B2 TS « PD-L1 RIA S b EZ P CD8+T— ik L4
HHE0CR AR S, 1 U0 B R 41 B b Y PD-L1 RT3 BT RE CDS+T 4 il

AAAE
[0013]  — Ty, A IRt — Al B N2 (D) RIS RIS 0L 2527 B2 i Eh el
e,

[0014]  TM-L-AM (D,
[oo15]  HiAr, TM Z24E4 PD-L/PD-1 5Pt (Axis antagonist) MIdifkoHohae A B,

AM IR By, Fef R (T SR -
[0016]
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{Rn

(I}
[0017] o, & RIRAEEA A BEBUAAEAE AL B, v AT SIERMARERE I AL 5
[0018] X & SE -NR, R, /&2 ~Wo—W,—W,—W,—W,;
[0019] W, fEAb 5, fedik, M2k, Pudi, e del Akl — fedik —S— il —,
[0020] W, J:fb2F4t, —0—, 8% - NR,—, Hih, R, 2 &, fedkaliidt,
[0021] W, J24k258E, —0—, —C(0)—, —C(S)— 5 - S(0),—,
[0022] W, S48k, —NR,—, Hi, R, 24, itk sl 2,
[0023] W, 2&, Hedk, Mk, BRIk, Bedal gk, Bhpi gk, J7 5, OF U0k, 8 07 AR Bl BRI, e AT]
AR A AN AN BLRIE B R A0SR BB IE AR FR2E, b AL, et M
5k, Pk, B, D53k, A05 3k, RN, —NH,, Ak, —— bk - Rk, — Bk - 5k, — b
- AR T7 AL, — Bk - AR, —O0-R,, —O0- i3 Ry, — KEdE -0-R, —C(0)-R,, — %t
I -C(0) Ry, — k]iﬁ% -C(0) —0-R,, —C (0) —0-Ry, =—S-Ry, =S (0) 4Ry, —NH-S (0) o Ry — Kt
5 -S-R,, — % -S(0),-R,, ——NHR,, ——NR,R,, —NH- 43& -R,, pj 2%, ——CN, ——NO, F1 - SH,
W Ry MOZHE A S B, MR, —— B - I, O AL, 0 AL MR B AR
[0024] 7 s, BEdE, M, BRIE, Be At OF 3k, RT3, 2407 5L, IR, AT ) B
— AR AN B AN BL B TE B R AR A R SRR G B AR RS, e AT, Sk, R,
WS, I, AT, ZR ML, R, U, SR, N Ry, —— BRI - i, — EEE -
5, —C(0) - fedE, —C(0) -0- ki dE, —0-C(0) - Frdk, —C(0) N(Ry) o, 7585, 245 2, —CO— J5
T - CO- 452, Horb, Ry 2 ST M A &1, Bedk, miAbeds, — Beds — 72kl — pedk — ¢
e R
[0025] R ASL, Bidk, bedadk, mifOedt, i3, 772k, 2205 3k, 2830, e s — ot —
AL B TE B AR R R A FR 2, e A, B, IS, S, TR,
J7 98, AT AL, NI, Aif ik, —— Bk - FRIE, — Bedk - ORI, — Bidk - e, — b
- JRFRIE, ——0-R,, —O0-%idE -R,, — %idE —0-R,, —C(0) -R,, ——C (0) -NH-R,, ——C (0) -NR R, , —
fridk —C (0) -R,, — 3L —C (0) ~0-R,, —C (0) -0-R,, —0—C (0) -R,, ——S—-R,, —C (0) =S—R,, ——S—C (0
)—R,, —S(0) ,—R,, —NH-S (0) ,~R,, — %¢ 3% -S-R,, — %3 -S(0) ,~R,, —NHR,, —NR,R,, —NH- 4%
F5 Ry, K3, —CNHL — SH, Horr, Ry ST HION &, e dE, I 26, Fe sl s, — pidk - R 3E, J7 38,
A7k, FeIRE, B AL
[0026] n K 0,1,2,38(4;

X
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[0027] Y i - NRgR;» - CReR/Rg 8 — Kk —NH,, AP HIE— Dl — P ei—1 L bk A
AR BT IR BB 2, Bk, B, Mk, SRR, ——NH,, 3R, —N(Ry) ,, — it
I - B, — BRI - A, —C(0) - Kk, —C(0) -0- Kidk, —C(0)-N(Ry) o, J728, 2477
Fk, —CO- FFFEM - CO- 4755,

[0028] M1, Ry, R, AT Rg SN S, ik, Mk, e s 0k, e Bk 2 gk, — e Bh el i, bimi gk,
Jitndk, — pidk - FREE, — SedE —C(0) ~0-Ry, — KedE —C(0) Ry 8L - Hedk —0-C(0) Ry, H,
Ry 73 RS IR S, ek, s AR I, — fidk — D7 B E—he ik — 4055, Horh, Ry A AL, B,
2k, 0 2R B AT 2

[0020] {3k, X A1 Z —[F W[ JERK 5 JCA 9 TG

[0030]  fF—esjfi 7=, AM 2 (ID) k&9, ik B3R | itk &9, [ -

[0031]  2- NZEMEMEIF [4, 5—c] MEmk —4- i |

[0032]  1-(2—- FAFENEE ) —1H- BKMEFF [4, 5-c] Mslk —4- fi% ,

[0033] 4- & Jk —2-( ZEIEFMIL ) —a, a— — — FEE —1H- BEMEIF [4, 5-c] MElpk —1- 2%,
[0034]  1-(4- %2k —2— LFERIEPIKMEFF —[4, 5-c] Mk —1- 2% ) —2— FIZEP —2- %,
[0035]  N-[4-(4- &Ik —2- £FE —1H- BKMEIF [4, 5—c] MEmk —1- 3 ) T3 -] Ry ,
[0036] 4- & JE -2- S IFE I —aa- — FEE -6, 7,8, 9- PO & —1H- BK M JF [4, 5—c] M
Wk —1- 2B,

[0037]  4- & FE —aa— —FEE -2- FEIE LHE —1H- RIETE [4, 5-c] MEM —1- 4%,

[0038]  1-{2-[3-(W&IL) WHEE] &K 2-( LHEEFE ) -1H- KM I [4, 5-c] M
Wk —4- fi%

[0039]  N-[4-(4- 247k —2— T 2& —1H-WKMEFF [4, 5-c][1,5] Z80E —1-3%) TH I-n" -T2
Ik,

[0040]  NI1-[2-(4- 5 3E —2— T 3 —1H- BkmeJf [4, 5—c][1, 5] Z8mg —1- %) 43 1-2- &
5 -4 PR

[0041]  N-(2-{2-[4- &3 —2- (2- FEEIE L) -1H- IR IF [4, 5-c] MMk -1-2& ] 45
B} LE) 0’ - FER,

[0042]  1-(2- &k —2- FFLNIE ) -2- ( ZAFEFEE ) —1H- BRMEIE [4, 5-c] Mk —4- fiz ,
[0043] 1-{4-[(3,5- — A R &) M W5 ] T & }-2- & & —1H- 0k mk I [4, 5-c] M
Wk —4- %,

[0044]  N-(2-{2-[4- 53 —2- ( L5 FEEL ) —1H- BEMEIF [4, 5—c] Mk —1- & ] 255 )
L) -n" - REEK

[0045] N-{3-[4- & F& —2-( & & F& B FL)-1H- Bk ™ 3 [4,5-c] MWk -1-F 1
F b’ - (3 FEIEEL) Wik,

[0046]  N-[3-(4- 2% —2- T 2& —1H-WKMEFF [4, 5—c] Mk —1- 2% ) -2, 2- —HIZEPNE ] o
PN

[0047]  2- T —1-[3-( FEEMAMESE ) N 1-1H- BKMEFF [4, 5-c] MMk —4- ik,

[0048]  N-{2-[4- G F& —2- ( LEEIFEFHL ) —1H- BKMEIF [4, 5-c] MWk —1-3& 1-1, 1- —FFZE
L3k ) -2- LR O

[0049]  1-[4- 24 2k —2- & % & F K& -7-( b mg —4- F% ) —-1H- ok M Jf [4, 5-c] M
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Wk —1- 3% 1-2- FAFEN -2 [,

[0050]  1-[4-%2& Z& —2-( & % 2% B 26 ) -7-(nib mg -3- & ) —1H- WK M Jf [4, 5-c] M
Wk —1- F& 1-2- FFEN -2- i,

[0051]  N-{3-[4- %22 -1-(2- Fo & —2- ILPNIE ) —2- ( Ak 428 ) —1H- BRI [4, 5]
Wbk -7 2k ] ZRIE ) FIRNL

[0052]  1-[4- & 2 -7-(5- F& 2k A FL ik mg -3- 2& ) —2-(2- F 45 26 & 3% ) —1H- IR me Jf:
[4, 5-c] Mk —1- 2% 1-2- AN -2- |,

[0053]  3-[4- %2 —2- (LA EF L) —7- (NEmg 3-8 ) —1H- BKMEJF [4, 5-c] Mk —1- 2% ]
W -l 2-

[0054]  1-[2-(4- &Ik —2- ZAEIFEFEE —1H- BRI [4, 5—c] Mk —1-3%) -1, 1- —F3L L
5 1-3- NEENR

[0055]  1-[2-(4- &3k —2- AL FFIE —1H- BRI I [4, 5-c] Ml —1-35) -1, 1- —FR 4
5= 13- BRI NR

[o056]  1-[(2,2- —HIZE -1, 3- 5 —4- 3k ) 3L ]-2-( LML) -7-(4- REF
FERFL ) —1H- DKMEFF: [4, 5-c] MEk —4- %,

[0057]  4-[4- S J& —2- CEFAEFE -1- Q- & —2- FHENE ) -1H- Bk I [4, 5-c] M
Wbk —7- 2% 1-N- B4R -N- R A i

[0058]  2- LA FE I -NI- RN 6,7, 8, 9- PUS —1H- BKMEIF [4, 5—c] MK -1, 4- —
i ,

[0059]  1-[4- 22k —2— &3k -7- (nbig —4- 55 ) —1H- BRI [4, 5-c] Mk —1- 3% ]-2- Ff
RN -2-

[0060]  N-[4-(4- 2 —2— &5 —1H- WRMEIF [4, 5-c] Wbk —1- 2% ) T 2% ] FmamEfL , Bk
[0061]  N-[4-(4- 247k —2- T 2& —1H-BKMETF [4, 5-c][1, 5] ZhE -1-4&) T ]n" -
FMR

[0062] ZE—bsziE A, L il R (T11) fI4EHER R -
[0063]

----{-—D-—-—{fimh——(m)-—
Mmoo

[0064] m K 1,2,3,4,58%6, b 4rlMar iy 0 80 1, 3FH D R0 (IV) Bg5igshar ik
7N e
[0065]

M%]:mﬁlﬁ%@jﬂﬁoi1
[0067] S AR ST H R 0,1,2,3,4,5 B 6 ;
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[0068] A 73l ASZHE A S, O 8% N-Ra, Hod1, Ra K&, Hidi, Mk oibi it

[0069] B 73l A7 b A ket Mk, —0-fidk —, — bidk -0—, —S-fedhk —, — fidk -S—,
D7, AR DT HE, M EE B, AT RN B BL Rk B R 2R BB SR Tk
MU SRk, B AU, Be A, M2k, Bk, BRbidk, — Bk - D53k, — bidk - ey Ik, — b
B - JRIREE, —0-R,, —0- %% -R,, —C(0) -R,, —C (0) -0-R,, ——S-R,, —S (0) ,~R,, —NHR,, —N
H- Btk Ry, i3, ——CN, —NO,, 1 - SH, HoHr, R, Akeds, Mk, — bidk - 5%, J7 3k, 2807
5, AR E i AUE 2k

[0070]  FE—2esjti /7 = Crp, AR TR (V) 2 (VI Mg -

[0071]

{ O\

(VI

22
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[0072]  AB.i AT j 4 E3Ch BT E .

[0073]  AF—dbszil A, T iR B :S1.52.53.54.55.56.S7. - Gly-Phe-Leu-G
ly-.—-Ala-Leu—Ala-Leu—.-Phe—-Arg—.—Phe-Lys—.-Val-Lys—.—-Val-Ala- 8% Val-Cit—, H,
S1 2 ST i FIRE5 RN

[0074]

[0075]

23
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L4l

HQ

m 85
[0076]
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[0077]  Horp, m 43 7oA 1 & 20,

[0078]  7F — 4652t 7 Rorh, TM & $t -PD-L1 Hifdk, FL %k { YW243. 55. S70, MPDL3280A.
MEDI-4736 . BMS—936559 F11 MSB0010718C.

[0079]  7F— &5zt 7 X rh, M 2 Ht -PD-1 Hifk, H ik [ MK-3475, AMP-514, AMP-224,
BMS-936558 Fll CT-011,

[0080]  7E—4E5iyti 77 X, TM & 4L —PD-L1 Hifk . Hi -PD-L2 Hifkelht -PD-1 Hifk, L 1L H -
S1.52.S3.54.55.56.S7. - Gly-Phe-Leu—Gly—.—-Ala-Leu—Ala-Leu—.-Phe-Arg—.-Phe-Lys—
Val-Lys—-Val-Ala-8{ Val-Cit— ;AM;2&3 (11) L&Y, ik B3R 1 Ptk &9, B4
[0081]  2- AJEMEMETF [4, 5—c] MEmk —4- iz |

[0082]  1-(2- FIFLTASE ) —1H- BKMEFF [4, 5—c] Mk —4- fi% ,

[0083]  4- &8t —2-( ZEIEFRIL ) —a, a— — — FEE —1H- BEMEIF [4, 5-c] Mk —1- 2%,
[0084]  1-(4- &k —2- LFLAIEFEEKMEIF —[4, 5-c] MMk —1- 2% ) —2- FIZEN —2- i,
[0085]  N-[4—(4— G Ik —2— ZH —1H- BEME 3T [4, 5—c] Memk —1—- 58 ) T35 -] WEm ,
[0086] 4- & JE -2- L FE I —aa- — FEL -6, 7,8, 9- PO & —1H- BK M JF [4, 5—c] &
Wk —1- 2.,

[0087]  4- 2 —aa— —HI3L —2- AR O —1H- DKM [4, 5-c] Mk -1- LRF

[oos8]  1-{2-[3-( V&) WHEE] & 2-( LHEFE ) -1H- KM I [4, 5-c] M
Wk —4— itz

[0089]  N-[4-(4- % —2— T2 —1H-BRMEIF [4,5-c] [1,5] 28me —1- %) TH ]-n' - T4
7

[0090]  N1-[2-(4- & FE -2 T2 —1H- DKM [4, 5-c][1,5] Z5mE —1- %L ) &3 ]-2- &
5k —4- PN

[0091]  N-(2-{2-[4- 2 3% —2- (2- FEIELE ) -1H- BEME I [4, 5-c] MEMK -1- 3% ] £
F ) ) -n’ - RKER,

[0092]  1-(2- &2k —2- NI ) 2- ( L ZEF AL ) —1H- BRMEIF [4, 5-c] Mk —4- fiz |

25



CN 105440135 A 1«51'1 AA :F!' 11/112 51

[0093]  1-{4-[(3,5- — G < &) fa WE AL 1 T & }-2— & 3 —1H- ok mk I [4, 5-—c] M
Wk —4- % ,

[0094]  N-(2-{2-[4- &L —2- ( ZHEFEFIL ) —1H- BRI [4, 5-c] Mk —1- 2% ] Z53E )
LH ) n" - RO &K,

[0095]  N-{3-[4- & & —2-( & % % & )-1H- WK M Jf [4, 5-c] M ok —1- 2 ]
HE b -n’ - (3- wUEAEE ) Billk

[0096]  N-[3-(4- 2 —2- T 2& —1H-BKMEFF [4, 5-c] Mk —1- 2% ) -2, 2- —HENE ] K
AN

[0097]  2- T & —1-[3-( FEEMAMESE ) N 1-1H- BKMEFF [4, 5—c] Mk —4- ik,

[0098]  N-{2-[4- G J& —2- ( ZEEIEFHL ) —1H- BRMEIF [4, 5-c] MMk —1- 36 1-1, 1- —FIZE
LFE ) -2- LEFEE O,

[0099]  1-[4- % 2% 2- & | & F & -7-( 0t me —4- 2 ) —1H- 0k ™ Jf [4, 5—c] M
Wk —1- 2% 1-2- IR —2- JiE

[o100]  1-[4- % Z& —2-( & & 2% B 26 ) -7-(nib mg -3 55 ) —1H- WK ™k J3f [4, 5-c] M
Wk —1- 2% 1-2- IR —2- JiE

[0101]  N-{3-[4- &2 -1- -} —2- FEWE) 2- (FHEELE) -1H- BRI [4, 5]
WaEIRR -7 2 ] ZREE ) FIERE

[0102]  1-[4- % 2% -7-(5— Jo 2k A L mb mg —3— 2% ) —2-(2- A A 2k & 38 ) —1H- ok e Jf
[4, 5-c] Wembk —1- & ]-2- N —2- B,

[0103]  3-[4- &2k —2- ( LA R L) -7 (MEng —3- 3% ) —1H- WK FF [4, 5-c] Mk —1- % ]

A

W1, 2- —fE,
[0104] 1-[2-(4- & IE -2- ZEFE T IL —1H- BEMEIf [4, 5—c] MMk -1- L) -1, 1- — 3L
e 1-3- THEERR

[0105]  1-[2-(4- & 3& —2- Z A FE A 3L —1H- BRI IE [4, 5—c] Ml —1-J£) -1, 1- —FH
5 ]-3- BRI R

[o106]  1-[(2,2- ZHIZE -1, 3- 50 —4-2%) 3L ]2- ( Q) -7-(4- BEF
FEZRFL ) —1H- DKM [4, 5] Mk —4- fi% ,

[0107]  4-[4- &2 —2- CHEAEFE -1-Q- 25 -2- FENE ) -1H- keI [4, 5—c] M
Wbk —7- 2% 1-N- B4R -N- FRZERK AR i

[0108] 2- ZAREFZE -N1- BN -6,7,8,9- PUA —1H- BEMEIE [4, 5-c] MEmk -1, 4- —

H§ b
[0109]  1-[4- & —2- & —T- (ErE —4- 5 ) —1H- BRI [4, 5—c] MMk —1- % ]-2- i
%W _2_ @% ]

[0110]  N-[4-(4- 23k —2— Z3& —1H- BRI [4, 5—c] Mk —1- 3% ) T2 ] Rl , sk
[o111]  N-[4-(4-&FE —2- T3 - 1H-BRMJF [4, 5] [1, 5] FWE -1-3&) TH ]-n' -1
SRR,

[om12] Lo, nEsmbhEA b (%R TR 5 R R I e 12 4

[0113]  7F — &5zl 75X rp, T™M & $t —PD-L1 Hii 44, ik 1 :YW243. 55. ST0. MPDL3280A.
MEDI-4736. BMS-936559 Fil MSB0010718C.
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[o114]  7F — 4652t 7 Xrh, TM & $t -PD-L1 Hifdk, H ik 5 YW243. 55. S70. MPDL3280A.
MEDT-4736.BMS-936559 Fll MSBOO 107 18C, AM J2 Bt s Bt sy D s Btz , o, SRR BRI (14 e
P SRR e

[o115] 7 —&b sz 7 S, TM & Bt -PD-1 Fifk, ik A MK-3475, AMP-514, AMP-224,
BMS-936558 I CT-011.

[o116]  7E— 285t 5 X rh, ™M 2 Ft -PD-1 i fAk, Hik B MK-3475, AMP-514, AMP-224,
BMS-936558 Fll CT-011 ;AM 2 K S sl DK s Bk, T0rp, WEORRER b (1 e B T 5 i e 1A%
B

01171 5— 5T, AR MR A TR A 270 C gAY 252% L5210
AR -

[0118]
o KL
.\p /%\Qz
i
153
KA,
[0119]
I ‘iDI : ‘
X R ‘ H ‘ :;'3"‘"‘}5‘{\"1'-»‘:\
OLPDY N b , 0, SIS
x‘v/l'}"‘?“;q‘}.,'j » . %
H i H I
@ o
HiN
Neees
» ,,/ ¢-—qu N
Hh E\B,
PIRLPRA ] ;( B §? / % S o

K oy M ¢

H # ] "

© o

HN
Gy
Ha” KL,

[o120]  AE—2L5j b, o (11D B4 5 4 i T e o 8 IR e B, Lo, DR B L
% A 5 R R R 4T

[0121] 285 /5 S, PD-L/PD-1 $5 572 BT -PD-L1 Ji4k, Hk B :YW243. 55.
S70. MPDL3280A MEDI-4736., BMS-936559 FI MSB0010718C.

[0122] #2852 /5 A Hp, PD-L/PD-1 $5 51 T -PD-L1 Ji4k, Lk B YW243. 55.
S70. MPDL3280A, MEDT-4736. BMS-936559 I MSB0010718C ;3% (IT) L& Mik B3 | K
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Ew, s -

[0123]  2- TAFEMEMEIF: [4, 5-c] MEMk —4- JiZ |

[0124]  1-(2- FFENIE ) —1H- WKMEFF [4, 5-c] Mk -4- % ,

[0125] 4-@ K& 2-( 5 REFIRE ) -a, a— — - FIE —1H- BEMEIE [4, 5—c] WEWk -1- &%,
[0126]  1-(4- & IE —2- ZFLEIFEFIERE M If —[4, 5—c] MeEmk —1- & ) —2— 3L -2- F
[0127]  N-[4-(4- @IE -2- ZFE —1H- BRI [4, 5—c] Ml —1- 3 ) Tk -] A ,

[0128] 4-F It -2- Z L P AL —aa— — 3 -6, 7,8, 9- PU & —1H- BE M3 [4, 5-c] M
Wk —1- &1,

[0129]  4- ZJE —aa— —HI3E —2- AISHE O —1H- DKM [4, 5-c] Mk -1- LRE

[0130]  1-{2-[3-(F&EE) WHEE ] & 2-( CHEEFE ) -1H- KM I [4, 5-c] M
Wk —4— fizz

[0131]  N-[4-(4- % -2 T2 —1H-BRME I [4, 5-c] [1,5] 28me —1- %) T I-n" - T4
7

[0132]  N1-[2-(4- & FE -2 T3 —1H- WKk IF [4, 5-c][1,5] Z5mE —1- % ) &3 ]-2- &
5 —4- PRI

[0133]  N-(2-{2-[4- &L —2-(2- FEILLHF ) -11- BEMR T [4, 5-c] MEMK -1- 3L ] 2%
I} o)’ - FER,

[0134]  1-(2- &2k —2- NI ) -2-( ZFFEFEL ) —1H- BRI [4, 5-c] Mk —4- fiz |
[0135] 1-{4-[(3,5- — & K &) B EE 2 ] T % ) -2- & 5 —1H- 0K M I [4, 5-c] &
Wk —4- iz

[0136]  N-(2-{2-[4- & IL —2- ( ZEFEFIEL ) —1H- BRI [4, 5-c] Mk —1- 2% ] Z53% )
LH)n’ - OEK,

[0137]  N-{3-[4- & & -2-( & 5 2& ¥ 2L ) -1H- 0k e Jf [4, 5-c] W Wk —1- & ]
F-n’ - (3 FEERE) Wik,

[0138]  N-[3-(4- 2% —2- T 2& —1H-BKMEJF [4, 5-—c] MMk —1- 2% ) -2, 2- —HIENE ] K
R

[0139]  2- T2 —1-[3-( FAEMAMESE ) N 1-1H- BRMEFF [4, 5-c] Mk —4- ik,

[0140]  N-{2-[4- & J& 2- ( ZEIFEFHL ) —11- BRMEIF [4, 5-c] MMk —1- 36 1-1, 1- —FIZE
LFE ) -2- LEFEE O,

[0141]  1-[4- % 2% 2- & | & F & -7-( 0t me —4- 2 ) —1H- 0K ™ Jf [4, 5—c] M
mhk —1- 2 J-2- AR —2- [,

[0142]  1-[4- 2 2% —2-( & & 2% B 36 )-7-(nb mg -3 55 ) —1H- WK ™k J3f [4, 5-c] M
Wk —1- 2 J-2- AN -2- B,

[0143]  N-{3-[4-&2& -1- -} -2- FEWE) 2- (FHEE LR ) -1H- BRI [4, 5]
IR -7 2 ] 2REE ) FEIERE

[0144]  1-[4- % 2& -7-(5- J 2k A BL b mg —3— 3% ) —2-(2- A A 2k & 38 ) —1H- ik e Jf:
[4, 5-c] Wbk —1- & ]-2- N —2- BE

[0145]  3-[4- %2 —2- ( LA AR L) -7 (MERg —3- 3% ) —1H- DKM FF [4, 5-c] Mk —1- % ]
W -1, 2- ZkE,

S
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[0146]  1-[2-(4- & FE —2- L FEFIE —1H- BRI IF [4, 5—c] Ml —1- &) -1, 1- —FF L
5 13- AR,

[0147]  1-[2-(4- & FE —2- ZEFEFFE —1H- BRI IE [4, 5—c] Mk —1-F& ) -1, 1- —FF L
5 13- BRI NR

[0148]  1-[(2,2- —FH -1, 3- "SRR —4-35) PR ]-2-( ZEERE ) -T-(4- R HH
FEREL ) —1H- BKMeIE [4, 5-c] MMk —4- iz,

[0149]  4-[4- &2 —2- CHAFE -1-Q- 25 -2- FRENE ) -1H- keI [4, 5-c] M
Wbk —7- FE 1-N- A4S -N- FFSEOK It |

[0150] 2- ZARGEFPIE -N1- SN 3L -6, 7, 8, 9- PUS —1H- kM [4, 5-c] Wik -1, 4- —

%,
[0151]  1-[4- &HE -2 £ -7 (HbiE —4- 2% ) —1H- BRIEIT [4, 5-c] ek —1- J& J-2-
FN -2- iE,

[0152]  N-[4-(4- &k —2- &3 —1H- BKMEFF [4, 5—c] meEmpk -1- 2 ) T2E ] PRamiiz , =%
[0153]  N-[4-(4— & —2- T3 ~1H-BKME5F [4, 5-c][1,5] 280 —1-38) T 1" -
MR,

[0154]  JLrpr, MEWKER [k AT e B IR BB

[0155]  7F — 4857 75 3 7, PD-L/PD-1 Bl F5 B 22 Bt -PD-1 Hi 44, H 1k H :MK-3475,
AMP-514, AMP-224, BMS-936558 1 CT-011,

[0156]  7F — 48 5 77 3 A7, PD-L/PD-1 b 5 B 22 Bt -PD-1 Pu 44, H ik H :MK-3475,
AMP-514, AMP-224, BMS-936558 Fl1 CT-011 53X (I1) MLAY2EE BER 1 PG EY), BFE
[0157]  2— [AJJEMEMETF [4, 5-—c] Wk —4- iz |

[0158]  1-(2—- FFENIE ) —1H- WKMEFF [4, 5-c] Mk —4- fi% ,

[0159]  4- %% —2- ( LA IE I ) —a, a— — — 3L —1H- BEMEIF [4, 5-c] Mk —1- £
[0160]  1-(4- 20k —2— ZFLZ L FILRKRMET: - [4, 5-c] MBIk —1- 3 ) —2— FILP —2- i
[0161]  N-[4-(4- & Hk —2— ZFE —1H- BKMEJT [4, 5-c] MEmbk —1- 5L ) T35k -] FREELZ
[0162] 4- & JE -2- 5 IE I —aa- — FEL -6, 7,8, 9- PO & —1H- BK M 3F [4, 5—c] &
Wk —1- 2.,

[0163]  4- 2 —aa— —HI3E —2- AIAHE O —1H- DKM [4, 5-c] Mk -1- 4RF

[o164]  1-{2-[3-(FHEE) WHEE ] & 2-( CHEFE ) -1H- KM I [4, 5-c] M
Wk —4- %,

[0165]  N-[4-(4- 2k —2- T & —1H-WKMEJF [4,5-c][1,5] 280 —1-2%) TR In' - T%
7

[0166]  N1-[2-(4- & FE -2 T3 —1H- DKM [4, 5-c[1,5] Z5me —1- % ) &% ]-2- &
5k —4- PN

[0167]  N-(2—-{2-[4- 2 3& —2- (2- FEEIELE ) -1H- BKME I [4, 5-c] MEMk -1- 2% ] £
B} o)’ - FER,

[o168]  1-(2- & —2- RN ) -2- ( ZFIEF AL ) —1H- BRMEIF [4, 5-c] Mk —4- fiz |
[o169]  1-{4-[(3,5- — G < 55 ) fa WE L 1 T & }-2- & 3& —1H- ok mk I [4, 5-c] M
Wk —4- %
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[0170]  N-(2-{2-[4- &L —2- ( ZEFEFIL ) —1H- BRI [4, 5-c] Mk —1- 3% ] 253% )
L) -n" - R HNR

[0171]  N-{3-[4- % & —2-( & & 2 B 2L ) -1H- ok e Jf [4,5-c] W Wk -1-J& ]
g b -n’ - (3- wUUEAEL ) Billk

[0172]  N-[3-(4- &3 —2— T3 —1H-BKMEIF [4, 5-c] MMk —1- 3E ) -2, 2- —FIFEPHE ] 2K
A

[0173]  2- T & —1-[3-( FAEMAMESE ) N 1-1H- BRMEIF [4, 5-c] Mk —4- ik,

[0174]  N-{2-[4- & JE 2- ( Z5EIEFHL ) - 1H- BRME I [4, 5-c] MMk —1- 36 1-1, 1- —FI%E
LFE ) -2- LEFEE O,

[0175]  1-[4- 2 & -2- & % 2 B 2 -7-(nk we —4- 2% ) —1H- Bk & Jf [4, 5-c] %
Wk —1- 2% 1-2- IR —2- JiE

[o176]  1-[4- 2 2% —2-( & & 2% B 26 )-7-(nib mg -3 55 ) —1H- WK ™ J3f [4, 5-c] M
Wk —1- 2% 1-2- IR —2- JiE

[0177]  N-{3-[4- %% -1-(2- Fo &k —2- AL 3L ) —2- ( AR 28 ) —1H- KM I [4, 5]
bR -7 2 ] 2RAE ) FEIERE

[o178]  1-[4- % 2% -7-(5— Jo 2% F BL b mg —3— 2% ) —2-(2- H 40 2% & 286 ) —1H- ik e Jf:
[4, 5—c] Mk —1- J& 1-2- AN —2- B,

[0179]  3-[4- %2 —2- ( LT L) -7 (MERE —3- 3% ) —1H- DKM FF [4, 5-c] Mk —1- 2 ]

W _17 2_ :@% )
[0180]  1-[2-(4- & JE —2- A FEFIE —1H- BRMRIF [4, 5-c] MMk -1- &) -1, 1I- —FR 2
% ]_3_ W%Hﬁé )

[0181]  1-[2-(4- &Ik —2- LA IE L —1H- BRI [4, 5-c] Mk —1- 3% ) —1, 1- —FFL L
5 13- BRI NR

[o182]  1-[(2,2- —HIZL -1, 3- 50U —4-3%) Fd ]2-( QS ERR ) -7-U- BEF
FEZRFL ) —1H- DKM [4, 5] Mk —4- fi% ,

[0183]  4-[4- &2 —2- AR -1-Q2- 25 -2- FRENE ) -1H- keI [4, 5-c] M
Wbk —7— FE 1-N- A4S -N- FRSEOK It |

[0184] 2- ZARIEFPIE -N1- SN 3E -6, 7,8, 9- PUS —1H- BkME I [4, 5—c] Wik -1, 4- —

Hﬁ ’
[0185]  1-[4-Z&JE -2 & -7 (MLIE —4- 5 ) —1H- BKWEIF [4, 5-c] bk —1- 2 ]-2-
%W —2- @% ’

[0186]  N-[4-(4- 24k —2— L3 —1H- BKMEFF [4, 5—c] mEmk —1- 2 ) T2E ] PRamiiz , =%
[0187]  N-[4-(4— & 3L —2— T F —1H-BkMeIf [4, 5-c][1,5] Z8mE —1-3&) T3 1-n" - H 2
FeNIR,

[o188]  JLrfr, MEWKER [l A2 e B IR IR o

[0189]  X—J71Hl, A BHAR AL —Fh 25 Al & 1, oA & s A U A A &4 (431
un, E3Ch T AT S ), LA SR — DL b 2R BT AR .

[0190]  fE—2e5jti 77 A, AR A G W ie t & A/ R e K H ARG ). 78— 28 STy
Ao, Prd HoAth vy 2 oA, Ban, SiACE 2 e b kg T AR A Rg 1T B
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TN BESEATR BB F ) Ok P 383 ) GNRh 55 7 B8 AR A4 -

[0191]  F—J7 1, AR B B AH— bl Jof e 440 W 15 5 %) 7574, il I v A g AR SC A
[RIAL A it FH 1 P 3 e 40 B«

[0192] M T, A &AL — PG 2 V6 & AR N IR / e hE B 545, Bk 7 A 6
WAL WA 2 T IR 2304

[0193]  7E—2esijli 77 =N, Brid IR / e B - Bl B 45 e B e |
A3 HE NSCLC 7E P I e « FLARE S R8T (CELHE 75 3 . 15 M0 R B 508 ) LB ke &
F& SCCHN £E PN (1S 3008 « 155 N JBLS8 B DRVIRA A0 & B« b 20 B 40 s ' i S IR T 2 T
PEREFCREAH B8 LS AL G b B8R AE A R R T o

[0194] Y55 T, A& B A SCATIR (4k B AE ) 4% F T30 97 52 16 & R N i s / 98
SE 25 IR H

[0195]  F—J5 1], AR BHER LA SC TR i 5 4 A D AE i 4% TR T7 52 16 AR Y 1 I gg
/ EIE 25 R R

[0196]  — 51, A & B4R —Fhyf I 7 SRR IR 1R T (I e AL 1 77 7 Bk 7 L 4&
WA BCE T PD-L/PD-1 S5 HUHI DL A BE A5 I A0 A 2 40 M AR S 40 i L BEAE AT S8 4l L . NK 4
JEL T 448 L 8 4 L ) S e YR 9T R 25 25 T il A1

[0197]  7E—4esizji 7730, PD-L/PD-1 $h45$imik B PD-1 2554557, PD-L1 4G4850
R PD-L2 S5 S5 HIH

[0198]  7E—4L5iji 77 5, PD-L/PD-1 S HUHIE PD-1 45 G455,

[0199]  7E—2Esijti /5 X, PD-1 &5 S48 PUIFNHI PD-1 &5 & Ll ik &5 & 37844

[0200]  7E—4E5t 77 U, PD-1 &5 S5 PRI PD-1 454 PD-L1.

[0201]  fE—4L5jl 77 =, PD-1 S5 5 H5 BRI PD-1 254 PD-1.2,

[0202]  {E—26si 7, PD-1 S-S F5H07P0H] PD-1 454 PD-L1 F PD-L2 iX W »
[0203]  {E—4b5ji 77 U, PD-1 S5 A HEHUR R BiE, 44, MDX-1106, Merck3745, CT-011,
AMP-224 B, AMP-514,

[0204]  7E—2E5j /5 =0, PD-L/PD-1 FidEPUHFE PD-L1 255 35PiH.

[0205]  FE—2Esj 5 =4, PD-L1 25548 517400 PD-L1 454 PD-1,

[0206]  7E—4E5ijti 7y A, PD-L1 GG F5PimHH] PD-L1 454 B7-1,

[0207]  7E—4Esjti 7y A, PD-L1 G5 G5 P73 PD-L1 454 PD-1 1 B7T-1 IX P& .
[0208]  7E—dLsjti 5 A, PD-L1 25 & H5 Ul & o fA, #l i, & B YW243. 55. S70, MPDL
3280A. MDX~1105. MEDT-4736 A1 MSB0O010718C ™ ffj—FhHi {4

[0200]  7E—45izji 775X, PD-L/PD-1 fiEHIHIE PD-L2 S5 A H5Hi5HI.

[0210]  7E—2E5jti 7y A, PD-L2 GG 5Pl diig.

[0211] 7285t 7 A, PD-L2 S5 i5 P i 6 5.

[0212]  7E—28sti 77 A, Bk Sz v 07 s 5 AN B B R ALH 7 AH R A S
()Rl 40, Ao (20 (I1) 820 (VITT) B4b&4, 8k (IX) £ (XIXb) Kb &4
WA, B e AT 2525 BT I B B IR

[0218]  7E—2E5ijt 75 A, FEAF 1L 69T 05 IR G 7 FEAMR R = A R S ) B

[0214]  {E—26siji 7y b, Brad iz 167 ANE S, R -
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[0215]  7E—2eszjifi 7y XA, Brid s ¥y FULE PD-L/PD-1 BhFS BRI 2 AT AH

[0216]  {E—Lsijli /7 A, Brid S ¥6 97 75 PD-L/PD-1 #ldE BRI A

[0217]  {E—esjl 7 X, Brid S 2 4697 FI/E PD-L/PD-1 #lidE BRI fF A .

[0218]  {E—4bsijif 7y b, Pk AN T 45 i BV g PR U308 L B /) 40 P s O S
LGSR T e ST ot 3 o 988 B 4 e o

[0219]  7E—4eszjfi 77 =N, PD-L/PD-1 fdEHLAIE KN A LA W ER 2 T T R
e P R P 5% B e P B P e P L R P R B RN 9 O e A T RN 1
77 3 FH < A9 A o0 3 P e B P

[0220] 5 — 50, AR WIS AE—Rhdl &, AHE - (B) A& 1 PD-L/PD-1 FlF5HU A1
(i1) HHCR AR S 40 B AR 5 40 i« BEAE R 5 40 i NK 40 L T 200 i s vk 2 &0 i ik
HEMAA R REZIRTT .

[0221]  7E—4esizjli 77 50, PD-L/PD-1 45k B PD-1 2554557, PD-L1 45 &64551
FF PD-L2 &5 & 5.

[0222] 7465z /75X, PD-L/PD-1 S HUHIE PD-1 45 G455,

[0223]  {E—4Lszjli /5 A, PD-1 S5 AR5 HURIPNE] PD-1 £54 AL AR S A #54Y .

[0224]  7E—4E5iji 77 50, PD-1 S5 AR5 HURIFIH PD-1 454 PD-L1,

[0225]  7E—4Lsiji 77 x 0, PD-1 S5 AR5 H0RIFIHI PD-1 454 PD-L2,

[0226]  7E—4Lsiyti 7y, PD-1 5 G 4aPusfIFNidil PD-1 454 PD-L1 Ml PD-L2 iX Py .
[0227]  7E—4E5t 77 U, PD-1 &5 S48 Hum 2 Pk, 141, MDX-1106, Merck3745, CT-011,
AMP-224 B, AMP-514,

[0228]  7E—4b5izji 773U, PD-L/PD-1 fiEHURIE PD-L1 S5 A H5H057).

[0220]  {E—u6sizii /75, PD-L1 2545 B30 PD-L1 454 PD-1.

[0230]  7FE—Eszjfi 7 A, PD-L1 5 A 35 H0730H] PD-L1 454 B7-1,

[0231]  7E—4E5jti 5 A, PD-L1 G5 A H5Hi73H] PD-L1 454 PD-1 F1 B7T-1 IXPH & o
[0232]  7E—dLsjti 7 AP, PD-L1 25 & F5 P& o fa, 4, 2 3 YW243. 55. S70. MPDL
3280A- MDX-1105., MEDI-4736 F1 MSB0O010718C M f#]—Fhi /4 .

[0233]  {E—4Lsizjfi 775X, PD-L/PD-1 S HIHIE PD-L2 S5 A H5HiHI.

[0234]  {E—4Lsizjili 77 50, PD-L2 & F5HiAE Pk,

[0235]  {E—4Lsijli 7750, PD-L2 5 B4 PUE i &5 .

[0236] 7528t 7 b, Pk Sz VA I F e A SCHR AR A &), SR AN R 1k
FREALER Y, ARG B 2 (TD) 8 (VITD) Bb&4, sl (0X) & XIXb) Bt
Y A —Fh, B8 e 252 BT sz i Eh B e

[0237]  {E—sesizji 77 U, Ak AR At — P 294 &4, A S AR AL APt
2% b2 B, R/ B AR DL 2y bR I

[0238]  7E— L5 77 S, Pk 29 4L A Wi A & AR VR T . E— 2L st gy A,
BT IR HoA 367 SR BURE . AR — LSt 7 X, BTk oAb s 7 R SR 25 R 7
O TR P00 S AL T T A 0 o1 700 o 22 A ) k7 0 0 5910 e e A 322 ) GNRh 3 55 77
BHEEAIPNREY . 825l 7y X, Pk HoflvG 7 ik B B3 P5 2% (tamoxifen) ,
W1 B 25 (raloxifene), [ E il M (anastrozole), & Vi 3€ #H (exemestane), & il M
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(letrozole), imatanib, EA2EE, HENIZ , 184fth?T (lovastatin), minosine, 7 PHARIE
(gemcitabine), PHEMLEF (cytarabine), 5— FRWENE , FFZMENS |, L PH4ih3E (docetaxel),
& & I AR (goserelin), KRB W, A B, WE % ME Wk M (nocodazole), B JE H H
(teniposide), KFEHT (etoposide), FHPUfliE , WIHFHEZR , K&FIE (vinorelbine),
WA, A& R (daunorubicin), JUZEPE D, KIGENE , Wy ne, &R, REWE,
BUEFARERAFER,

[0230] X —J5 T, AR B AR — il i) o Jeg 440 Mo 35 0 1) 5 0 P 7 VR L RE G AR R B
ATt FH T Pk Jie 2 40 o

[0240]  7E—2L5i 7 2, A BRI —RiiG T 2 i E AR R/ JEE I T, ik
THFEBFE AR R ARG A 25 T IR 203 76— 285 7y A, Prikas / ek g
BIERE B S B JERRE RS NSCLC 78 W 1l  FLIE < a B e (hE+
B B AR ATGE ) DR AL RS SCCHN 78 P (SR 308 | 75 P IEE B NIRRT A7)
Wdes P2 BEAE N B0 IR 22 T MR IR 0T B 40 g LU S A0 b Rz e N I R e o

i = 154 BA

[0241] AR BH (RHTRE R 76 T B RRCR) B2 sk A b BAR Ui B o G0 I 455 )5 T 510 28 R0 7 18] 1
(19 527 7 X 0 40 30 AT S b A R W R SR A CABE A, £E 7 19 1 1) S e 7 =
A8 T AR B SR, I H A8 1 1 Sty R B B

[0242] & 1 IR B16F10~her2 J8d & J& [ 40 il . 5 B16F10-her2 40 ff 754 Py 5 4 42 Rk
PD-L1 () fpJeq 40 B, o o FBL A0 40 0 238 PD—1. b K% &) TR 4 i 5 A ) B B B PD-LL1
PD-1 BT — RIS 6, A6 A SR — Bl AH G RR TG AE A B Xt I, B 5 E AT R4 B
THUIEE , AEH FlowJo #At A S EEE .

[0243] & 2 IR PD-L1 HifR4: G s A . Lhi T R A K &2 RSE24 100mm’
i, 3 AR 58— RS R, AR T 2 X 10° 4> BI6F10-her2 41 fiuft) 6-8 RS HEE C57/B6
/N R EK S T PBS, PD-L1 $144 K PD-L1-TLRL 2 J& i B8 A K 10

[0244] [ 3 TR PD-1 HLARGE S EI R A o B T AR IR A= K 2 RF oy 100mm’ B,
S AAESE — KRR R, MR T 2X10° 4> BI6F10-her2 40 Jfuff) 6-8 JE# M C57/B6 /)
BURH K T PBS, PD-1 $i4k & PD-1-TLRL 2 J i1 8s A= KA vt

BiExiEA N

[0245]  JEIL 455 HI 28 UL B K- 9 MR RS, £8 B SO AR IR 22 A4S 5 T IEAT #3A
o7 2 AR IR A2 L VE 2 AR 40T L R AR VR R T B AR A A B o SR i, AN
HBAN 3R] 75 3t T DRI A B Y ] AN SR AR o (8 — Al sl b DL R S B0 ]
CAICAb TR R S0 o AN AN 32 25491 Ut B PR35 4 s R R B, (R DAy, — S sl g f
GRS N i) 00h i s A T i = 1 (= 1 B T R

[0246] 120, ANZPTAT 2501 UL B 3R A1 s R0 o SR A A I ) 7 2ok S
[0247]  ACSCAGE B ARTE AU T Ul W RAR ST 50, BB BRE A R . BRAE S
A7 DR UL A SCAR T R AN SR BRI B3] ( “a”, “an” F1“the”) RAEMIE R AL
e BEAh, £E R RS 5 202 AT/ BOBOR BSR4 T AR “ 245 ( “including”,
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“include”) . H 4 ( “having”, “has”, “with”) s H &2 A & /£ G 5 R EHE“Q &
(comprising) ” ALK 77 o

[0248]  RiE“Ly” B RLY” 8 AU E AN 53 5E B E {87 ] B2 iR 2230
Bl P, 1200 22 30 [ 30 4 O e T AR e 00 2 Bt o, B, DB R R I B Akl o 90, “ 297 W R
R TE AU P B — A ETE | et dm 2= e [ W B0l I — MRl 22 . ATk, “407 /TR
IR pe ik 4 TE LI 20 % RG], D03 1 e ik 45 52 1 1Y 10 96 (RG], SO 1k Hb v TR 25 7 {8 1Y)
5% FVE FE JF HE Ak Rk 25 2 (10 1% VE B m e, U TAEM R G sl fEm &
EAE EWRE TR ME R AN E G A, JUE AR REAME R 5 A5 Ja P, SR
TEFEAMEE 2 £ I N o TEAS Fil FASCR sk A rp id e e (L B A, BRAE A U, B
YEEAE L) BWE R S EN 2R EGH N . LB XS

[0240]  [RIAESIA ULEH, ARSCATH I ITrE EARARE MR ARG R F BA SRR EER
AR P A A0 5 AN R AR K SCAH R 3 o — R &, AR S FH ) i 44 R i 48 i
BE IR O TR 2 A AL R B AL 2 DL R 2 A8 F I S 30 4 4 A AR sk s e 1) EL 5 3 s
Rty 24 RGEASLIERAE o AREROR FH TR AE B A e Frid SRR E 8 AR e
AU 1) 55 T T7 VRN 25 AN [R) R0 02 2 SCRR AT » A SIS e R0 7 25 R 45 b AN [ () 0
S22 CRRAEA SO o AR SCAE I G 42 R AT TR IR 1 43 B AL 22 R0 WL A iR 1 SE 36
FRAE 2 AT 1 HL 30 A5 FH 1y 2 R AR SR A o AR v R B o R A2
ML I3 M o

[0250]  BRIAETIA UL, RIE“ReIL” H B 5 8i/EA o — B —& o 2R A TR B
[ IR 7 (B, C—Cyp A2 %R 1 22 10 MR T ) W EBEBCC R EOMIRGE B BT LA A,
b EARESCSCRE RS B AR EE HALE A] O 58 A MR L BN TR R 502 AN AT F HL
AR AR 20 B 3k MRS B R R S LR AN R T R R e, 3L &
FEn-NEVRANEE - TR BT E R TEM TR A CE, (FCE) FE FNEFE,
AR R ST AR, B, n- Fs  n- B n- ek on- IR, AR oy B
— A AN UL X =B . AR 1 SE B AR R T - L3R 2- AR
B 2- A FE 2- (T 20636 ) 22, 4- IR FFEE 3 (1, 4- JRRFE ) L LTk 1- TR
FERN 3- IREE . 3— THRE L L K R R WA Sk, AR B W, RE R EELE
ALHE T T S INTEAH 2 SRR Le R AT A, A, “ A I B e M IR R IR e SR IR B R A
“Wfedt (homoalkyl) 7.

[0251] ORI “MELEdE” o 8 S aEA I —BURIE R — & o 2 e N AT AR 2 — 4 B
H 3%, 40, (HASPR T =~ CH,CH,CH,CH,—, F HIB AL FE T 40 « A4 B dE ™ B fifidd il A8 L L [
S (BUOEEEES ) EEITHA 12 24 M R, AR P e o A 10 Ao
DR T R IR R T . ARG 2R BRI e 27 SR B R e S B e SR 2R A, o L
A 8 A s DK IR 1

[0252]  ARiE “HEaIE 7. “RHidE a7 M Beidl” (i E ) DI s U, JF
HA 2 e SR s R B sl S 1 5 2 (R R A8 o0 T e I I e e SR [T

[0253]  BRIAEIIA UL, RIE“Heleit” H H B8l s 5 — RiEE5 G T e 2 H ik R+
Fa/b—A1EE 04Ny Si RS B4% IR 14 B Aee I A B SCRE B IR E B 2R B I
M, 5 H, For, FURIR IR ¥ 1] AT M A A I BB R 7 T AT 2= ek . 281 0.
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NFI S LK Si B4 T A4 Be 28 AT N A0 B B A e 2 5 23 1 IR AR o e B AV
SEA A AR AS R T+ :—CH,—CH,~0—CH,, —CH,~CH,~NH-CH,, —CH,—CH,—N (CH,) —CH,, —CH,~S—CH,—CH,
, ~CH,~CH,, =S (0) —CH,, —CH,~CH,~S (0) ,—CH,, -CH = CH-0—CH,, —Si (CH,) ,, ~CH,~CH = N-OCH,,
F ~CH = CH-N (CH,) —CHj o 55t 2 P > 2% J5L 1~ ] LI 4L, 91 41, —CH,~NH-OCH, F1 —~CH,~0-S1i (CH,) 5.
AR, ARTE“ FM e o B 5 BUVE A I — BT B — 8 43 2 48 e AT AR A3 2 ) — A
H H3E, 1 W {HAS R T :—CH,~CH,~S—CH,~CH,— Il - CH,~S—CH,~CH,~NH-CH,—. X} T-Z% ¥ krltFE
G 5 » A% -3 AT o 4 B o 5 — AN AR v B o ) PR A Ao (g4, S B S e —
AL WhE LR L Wohedk 23, 5555 ) o i B, X TR 38 F0 240 e Sk M E B L i 5
T 5 WE IR A 2 X 5 i AN RIEREE A 7 . i, 733K -C(0),R” — R
#* —C(0),R” = F1-R” C(0) ;=

[0254] —fRIMI &, “EREHUREE” it B BT 2SR . WA F AR TS “ IR HUAR
57 RIRERE 2 AR A VIR 2 8.0 5 B B P 2 B R e 2 A %
I AL A DI 2 I O 3R 3 I AL B o

[0255] BRI A Ul B, ARG “BRpdt” F “ ARkt ” H B & 8 5 HALARE 45 7l
TR “REIE” TR IRIE R AN, XA T S, 2R T AR S T
(IR AR TR IER AL E . eSS R E AR T R O - O 3- 3
OV R PEIE, 2555, IR 1 SE A FREABR T :1-(1, 2, 5, 6— DU e 2L ) L 1- WRIE
J5 32— WRIEFE | 3— WRIE L\ 4— N IpRIEL | 3— MEbk 3L | DU SRR —2— 2% | DU SRR —3— 2k | PU &M
Wy —2— 2E DUSEWy -3 JE. 1- WRIRZE . 2- WRIEHE, 655

[0256]  BRIAETIA UL, ARTE Q7 8 iz 2 H S s E A I — B R — &R 2 TR
AR o AL, 18 A AR 3 72 R IR TE B AR A4S B A N 2 A2k o A1)
UL, RE“R (C-Cp) HE"EEAFEART WA 2, 2, 2- = 4- JARTE.
3- RN E, 55,

[0257]  ASCAE RS « s ARk 38 7 R FRHE — N B AN D AR SO e S i 2% 55 AT
[RIAR SO X b dk . AR AR e m] oA B i AU 3 — iR Bl 2 A (s 4
RAREERE ) o BB IABEREESE I P ] B — M R RUEOR . — e AU I 2 i A
AR b a] A AN B A DL EAH R o 35 IR 7 BN R e w2 A A A . ik
Hi, 2 AR E 218 12 4, 10 B8 A, B 6 AN, B4 A, B3 4N, 8L 2 AN R 2.
AREZE 1) AR R 5 P S04 4% G QP 2 AR 3 L = AR SR 2 &R L =
FACH I AR S 28 B RARN ZE AR 2 — SUAURAR 2 . AR 2 0
RAEE SR ST G I . 2 s A SE 2 40 I A I SR 5k o 2= s+ BRI e
Ho

[0258]  ASCAFAHEIARTE“F5 AL 2 HA 1 2 8 ML A NL0.S 88 Se IR T 5 T H
14 TR BB AR A 2 R RS ik, 24524 5 02 10 ST RS, A% 3L
S ARG 2- WEMy FE By, 3 WEWY 2L, 2— WRIRFE BY 3— WRIRZE, 2 n ik gl 3— b ik, 2 R
JA- BRISE B 5 DRI, 3— MiE M (4— nip ek Bl 5 ML MRS, 2 BRI |4 IS Bl 5 1€
e, 3— SRMEMRIE  4- REM LR 5 FMEMESL, 2- SRMIL 4- SHmIEEY 5 ML, 3-
ML 4- SRR ER 5 ML, 3-1, 2, 4- = MRIEE 51, 2, 4- =MREE, 4-1, 2, 3- = MgFLER
5-1, 2, 3— = MpIEL, PUMKIL, 2— nib e 5 3— MbE L ak 4- MEREFE, 3— WARRIL BN 4- Mk JE, 3— ik
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MRk 4— MR FLBY 5- MERESE, 2— MERIE, 2— WRNE AL \4— WENE JLal 5- MEnE gk,

[0250]  RiB“H L7 TR 5 T S — A8 LA D5 B3R CEOR R DT A s B e
SEMH A R A, o, B AR R f T a5 R e AR E M S B EAN R T
1- el (indolizinyl), 2- Faehidt , 3- ihaendk , 5- P aleidt , 6- PR, 7-
REAEEL 8- P AEAZE, 1- ML | 3- S| | 4- S|k | 5- S| | 6- iyl
FEE T MR, 2- MGIWRSE | 3- MR | 4- MWL | 5 MR | 6- M| RZEEY 7— IR,
2— W] M3 | 3— Mgl WL | A | Mg 3L | 5 WG| WS | 6 M| M JE Bl 7 Nl MR, 2 MEERA I | 4 nit
WL, 56— WML | 6- WM JL | 7— N Nd LBl 8- WEMe I, |- MEMRIL  2- MERIL  3- mEnR
J, A-WEREEL ) 6- WENERL  T- WENERL | 8- WEMEILEN 9- MERIE, 2- MEMRIE | 3— kL | 4-nd
RS | 5 SRR | 6— WEIRREE | 7— MO FEBR 8~ ML, 1- MRS | 3— St | 4— Smsipk
5, b FMEMRIL | 6- MBI, T- I ILEY 8- IR, 1-2, 3- T RUUNERH , 4-2,3-
RIRERIL 572, 3- RUNGREE 62, 3- RURSIE , T2, 3- RN AR EI8-2, 3- AUk
IR, 21,6 RN EEEE 31,6 TARANEEE 41,50 TR EEE 61,50 ZARER
B 6-1, 5— "R NS, 2- WEMRIRIE | 3— WEMRIRIE | 5 WEMRIRIEL | 6- sk | 7 s bk
FEBl 8- W MEIRR L, 3— MENRRIL | 4— MEWRIE | 5 MGWKIEL | 6— MYIRRIE | 7- MYRbkIL Bl 8- MM,
2— WEwE SL ) 4 W SL ) 6 wEmE FLEk 7 W I, 1-4aH M MEEL | 2-4al MWL | 3—4aH He
He, A-dal MWL | 5-dal MEMESE | 6-dal e MRSE | 7—dal M MRIE ok 8—4al HEMRIL | 1— Hemp
B, 2- PRMRL | 3— IRIMEEL | A RMRIE | 5 MRS | 6— RIS | 7— RRIEJE BN, 8- MR, 1- I
WKL | 3— IRUBRIE | 4— IRIBRIE | 5 WRIKZE | 6— FRIKIE | 7— IRIBRIE | 8— IRIBRSE B 9- PRI,
1- JEmE 2L, 2- JEmE 3L, 3— JEmE S, 4- JEne L, 6 JEmERL , 7 JEmERL , 8- JERE 3L, 9- JEnE S
B¢ 10— JERESE, - IRk | 2- WY WESE | 3- WYWESE | 4- WY ngdk | 5- WY mgdk | 6- Wy ngdk , 7- 0y
Wk , 8— WY MEFLEl 9- WY mE2E, |- Tk BRI, 2- Zim R Rt | 4- Bk B
B, 5 T R AT, 6- ZRik AN AREE , T- ZRIR RS RS 8- Wik RN AR
9- ZEik — AR EE (perimidinyl), 2- JEMEMKEL | 3— JEME WKL | 4— FEMGWRIEL | 65— JEME Ik
55, 6 JENEIRIE | 8- FEMGIKIL | 9— FEMSIRILEE 10— JEREIRIS, 1- Wy R | 2- WyIREL | 3- Wy
PRI, A- WyWRIL | 6 WyWEJE | 7- WylRIL | 8— Wy MR JE B 9- WylEdk, |- WEWy I | 2- WEWy IR
B, 3- WEWyREIL | A- WEWYBRIL | 6- WEWyBEL | 7- MEMyBEEL | 8- WEWYREIL | O— WEW;BREL o}
10— WEWYRERL, 1- Wy BEEL | 2- WrlBBE3E | 3- WyslkBRIL | 4- Wpkme st | 6- Wy SRmRIL | 7- 1))
MR, 8- Wy R L, 9- Wy SRR L B 10— Wy TR IR A, |- RO Rk L |, 3- 2R I S ek
5 4 RIFFEREE | 5- R RERRIE | 6- RIFRIEMRIE | T- ZROF R | 8- K e
IR , 9— ZKFF SR L 8K 10— 2R JF S bk 2L, 2- MWy 9 [2, 3-b] Wil 2L, 3- ey 3F [2, 3-b]
RN I | 4— Wy IF [2, 3-b] WRIGIE R 5- BEWy JF [2, 3-b] MRIRJE, 2-TH- bR JF [2, 3—c] MM
H 3-TH-mEE I [2, 3-c] MEMEIE | 5-TH- MEEEIF [2, 3—c] MEMEE | 6-TH- MLEE T [2, 3—c] I
ML 7-TH- MHEPE S [2, 3—c] M3t | 8-7TH- MLFE I [2, 3—c] M3t | 9-7TH- ki IF [2, 3—¢]
ML | 10-TH- MR I [2, 3—c] MRMEEE B 11-7H- iLiEE JF [2, 3—c] MR ML, 2-2H- R ip I
[3, 2-b]— LA , 3-2H- WA FF [3, 2-b] - MLmEZE , 5-2H-WEmg I [3, 2-b] - MEmE2E , 6-2H- 1k
MR [3, 2-b]— MM ALk 7-2H- BRI IE [3, 2-b]- ki 2k, 2-5H- nibwe 3f [2, 3-d]-o— &iE
F&, 3-5H- L IE 3 [2, 3-d]-o- SHMEIL | 4-5H- nk g I [2, 3-d]-o- W E L | 5-5H- niL g Jf:
[2, 3-d]-o— M&MEHL , 7-5H-MERE If [2, 3-d]—o— WML ek, 8-5H- NtWe JF [2, 3-d]-o— M3,
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1-1H- e M3 [4, 3-d]— Bmedt | 3—1H- it me3F [4, 3—-d]— BmeIEal 5-1H- it eIt [4, 3—-d]- %
EEL, 2—4H- BRI [4, 5-d] MEMEIL | 4-4H- BEME I [4, 5-d] WEMEIE BY 5-4H- BRI [4, 5-d]
WL, 3tk IF (2, 3-d] WAMRZE , 5- bR I [2, 3-d] WAMRILBY 8- nibiE JF [2, 3—d] mkMEJE,
2- DKM I [2, 1-b] WEMESL | 3— DRMEI [2, 1-b] MEMESL | 5 BRI [2, 1-b] MEMESL R 6- I
Mg [2, 1-b] WEMEIE, 1- e I [3, 4-c] MEMRIL | 3- WG I [3, 4-c] MWL , 6- Wi Jf
[3, 4—c] MEmpkIL | 7— WM I [3, 4—c] MEmpkIL | 8- WK I [3, 4—c] Mgkt sk 9- Wiy Jf [3, 4-c]
M Wk L, 1—4H- otk g 9 [2, 3—c] MM 3k | 2-4H- atk g 3F [2, 3—c] M Mg 3L | 3-4H- ntk g I
[2, 3—c] HEMREL | 4—4H- MEIEIF [2, 3—c] HeMpIL | 5-4H- BEE 3F [2, 3—c] MEMREL | 6-4H- kg
I [2, 3—c] MeMEE | 8—4H-MHLIE 3 [2, 3—c] MEMEIL | 9—4H- EmE 3F [2, 3—c] MEMeJE | 10-4H- it
WE Jf [2, 3—c] MM el 11-4H- nibig 3 [2, 3—c] PRMEEE, 2- BE eI [1, 2-b] [1, 2, 4] =&
e, 3 BKMEIE (L, 2-b] [1, 2, 4] = MRFL , 6- BEME I [1, 2-b] [1, 2, 4] =M 2L ull 7- BK M JF
[1,2-b][1,2,4] =BEEL, 7- 5FF [b] BEWEE, 2- ZRFFEMREL | 4- 5 MEIE | 5 R FF e
5, 6 2R ML B T R R ML, 2- DROFIR IS | 4- ZRFFIRIEIL | 5 R FFIKMEIE | 6- K
FEIK MR FE B 7— A FF IR ML, 2— R FFIEMEIL | 4- DR FFWEMEIL | 4- R FFIEMEIL | 5 SR mE M
K, 6- AR IFMEMEILBY T- A TFIEMRIE, |- R AR, 2- ARSI 4- RIS
B, 5 AP AL, 6 AR EIRERL  T- R FF AN RS 8- R IF A A A B 9- R IF
AAEIE (benzoxapinyl) ,2- ZRIF MR | 4- KHEER | 5- RIFMERE | 6- R IF K
F, T- R IR I B 8- R IR, 1-1H- b 3 [1, 2-b] [2] ZR RS2 | 2-1H- L% FF
[1, 2-b] [2] ZRIFE SRS, 3-1H-MEg IF [1, 2-b] [2] ZRFF B2, 5-1H-nkig IF [1, 2-b]
[2] ZXFF RS, 6-1H- mbigJf [1, 2-b] [2] AIFEAREIL , 7T-1H- L& JF [1, 2-b] [2] 2K
FRAFI 8- 1H- ML I [1, 2-b] [2] ZRHFE AL F 3L, 9-1H- mEmg I [1, 2-b] [2] ZHEAR
FHL, 10-1H- mEng I [1, 2-b] [2] AR IFEAR RS 11-1H- L& I [1, 2-b] [2] FIF R E
%5 (benzazapinyl) o JWHY IG5 SEIL AT FRAEAN R 12— MWK | 3— mEsmphs | 4— mésipk
J, 5 WEWKIL , 6- WEMKIE | 7— MEMKIEER 8- MEMKZE, 1- SRR | 3 FRREIIE | 4- FpmEnk
F b PRI | 6 FRREINIE | T e rEnk Ll 8- S MEMKIL, 2— MWL | 3- Mgk | 4- 9]
WRIE | 5— MR | 6— MGIWRZE B 7 WIWRIE, 2— 5FF [b] WEWy 2L |, 3- 2K3F [b] WEWY IR | 4- R
IF [b] WEWYIL | 5 29 [b] MEM I | 6— KFF [b] MEWJEEL 7- 2R3F [b] MEMy I, 2- ZX kM
J 4 2RI | 5 R IFR MR | 6- ZR MR B 7 SRR ML, 2 R IR | 4- OR
FRK MRS | 65— A FF IR MEIL | 6— 2R IR MR FE B 7- 2R FFIR IR, 2— 2R FF ML | 4- R mgms
FE, 5 AFFWEMREL | 6- R IFFMEMEIL Y T A FFIEMREL

[0260] LA AT IARTE “Z8IAIE” B« 3R 2 FRAl A 1 A QI 58 4 TR P 58 AN L R
1) 5 B I B O B IR IR T, Bl an, Hoh 4 62 7 TR RS, 7T iR 12 T RS
10 TR 15 LW RS, Hie 2/ b P EamR TP A 20— Rr. SAR%
JRF IR P R — ] B AR B UR AR IR 1A, 2 B3 AR
+, Horb, FUR A FIB R I A AR B M A A . R IE TR 2% R ki SR AR I
[0261] 75 {4 4 (%) BRLBA 28 BA I A6 4% < L g e 56 MEE Mg 56 bk e i L AU B T e Bk | ik e
bR 25 IDK P | IDR A R | DR s e 56 | — R O M ST e S L S SR AR b L S S e | I
A 5 | VR e T | A o R e O A R S VR A o T | T R D S R | Ry L T e
HEWRIE B DR 2L 2- S AR R 2k | 2- S AR IE 2k 2 AL AR g e ik 2- A ARG A 5 2k
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(2-oxoazepinyl) R HIE (azepinyl) \4— WRIE i FE | AL e Z | L i | g 5 (ki 26 | DY
SN IR | P R JEE MR P ORI | I OB SV L RS IR AL 1, 3— 4 A ADU A -1, 1- 4K
RBEM 1, 1, 4= =540 1, 2, 5- e Mg —2- 3k, Z52E

[0262]  F A8 14 (1 DU 2 FR 5 A0 6 <M1 WL . — M| W 2k R R e Mk I R SRR AL R
S W L R Ry R R IR MR T AR T AL L W IRR S | DY S BRI | T A R | SR R
I VUSRS IR | 5 S M IR 3 . 2 IR IR Wi R IR ML IR 22 | P LB ZE L 2R g 226 | (20 il 22
(chromony1) «F 57 22 J « 2% NPk R 25k | M bR 25 s 8 bl g s 56 | b gt - b Wi 5 ke g - ik
WE S (940, Wi JF [2, 3—c] mibme 2% eI [3, 2-b] nibme ZEBieig 3 [2, 3-b] mibme % ) |
TESMIEIE 1, 3- A -1, 3- AU IR -2 SR MMk (i, 3, 4- & —4- 5
R - WEMRIRSE ) (2, 3- TR SRR,

[0263] 7RI =R Z4 AR AT ALHE (ML . T IKOR R A H A L Wy IR R Ak s R
MGIIR I | SEMGIRRIE: L WY g 2 | JEmE I | Wy SRR 2 | Wiy MR R I (IR | HRIbR S, 555,

[0264]  ARE“HRIRIL” HE— B RIEH 1 D2 803 ANk A R 5 AR B EBA K i
BT 28I ]

[0265] (a) it

[o266] (b) FRHE (BEEHARIIEREL) ;

[0267]  (c) E

[0268] (d) 4,Hl,=0;

[0269]  (e) 2aJ%, Sidba LBl i e

[0270] () HE&ZE

[0271]  (g) HMidk

[0272] (h) &%

[0273] (i) Z&EREZE, Horb, ZeBR AL R HRIE i A B R e R R 1A

[0274]  (§) HEdE —0-C(0) — ;

[0275] (k) #idL;

[0276] (1) HHE ;

[0277] (m) &3 ;

[0278]  (n) Zahedfi2d SO R h 2 2

[0279] (o) 5L

[0280]  (p) idk —C(0)—0—;

[0281]  (q) 752k -C(0)-0—;

[0282]  (r) 53k -S—;

[0283] (s) J7%IE

[0284]  (t) hidk —S—;

[0285]  (u) HIPESE, B, HC(0)— ;

[0286]  (v) ZAFEFEEE ;

[0287]  (w) 53k - bidk — ;BAK

[0288]  (x)  HedE. BRbedik st Fedt B 6 fi 3t —C (0) -NH—— b gt 2 2t . it
el BRI 5 5
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[0289]  ASCAFFHIIARIE ML B3 A 2 % 20 MrJA 1 HEE 20— 0N B
YRR TR G BT 4 2 N2 8 MRIA T

[0200]  FRAESA LB, ARiE “ 737 2T 2 AT F GRS, Hr A 5 e £ 3
(PR 1 A A 3 ), A R B . RE“I7 RS H 142
AL E NSO RS 2% 5 538 ) (B3R ), Hor, SR 5 A it ] A e th A A
I HER PP Tik e Z ik . Ay o7 R Il I R IR 2 0 IR 4y . 253
FRFE LI AR PR 2 T Se A S 2R T 1- 255 . 2- 253 (4- OORIE L 1- Ik 3k L2 kg 3k (3 i
W IR\ 3= MEE MRS L 2— DR MARIEE  4— DRI (nEE 2L 2 MR (4 SRMEIE 20— JRJE —4- SRR
5 ML 3— Sl Mgt 4- SRl 65— Skl (2 WEMRSL 4- MEMREL 5 MEMREL (20— IR
MR  3— WG Ik | 2— Wy L | 3— MWy JL | 2— Mibie 5 | 3 mEb e Ik 4 PLbme 5 2— Mg 3k 4 mR g
JE 5= AR FFMERREL WIS JEL | 2— JRIFIR KI5 MHIWRIE | |- MR | 5 S bR I | 2 Rk
Bk 5— WENRIBAIL | 3— MEIREE AN 6- ML . LR IF LML RN R A — RO R E A
IR ERZ R .

[0201] & T fajviiie O, 24 5 A ARTE (M, 25458 5 st 5 S8 e it ) 416 Al nd,
ARG 537 ARG LR IFF IR Rk, Rl “ 05 000k ” mAE s S 5 S e 2 e
SEIRLE B A (i, R R L ke R, 5% ), TR e R AR IR S T (9, M
55 WA R FEURI IR e (54, R4S PR 2 ke A R 2 3- (1- Z85E4H0)
L, 5% )

[0292]  LIRARTE (40 “Redh”. “ Aebedl” o557 F1 40557 M — MR pTE 1)
B EE R HATE R BT R IX P # . RS B B2 0% AR TE T S it
[0203] Bt A ZNbedk F 2 (AUFRIE RN BT EE IR 2 A4 e 5 L 2 55 L 38
S I R IR N NG FE R B AT A ) AR IR 2 R AR A e BRI
“CORBEREIARIE”, IF HOE AW Ak B R A0 2 MR A ) — R — A L b EANBR TR A1) 2k
Fl:-OR’, =0, =NR’, =N-0R’,-NR’ R”,-SR’, - i 2%, -SiR’ R”R””, -0C(0)R’ , —C(0)
R’ ,-CO,R’, ~CONR’ R”, —0C (0)NR’ R”, -NR”C(0O)R’ , -NR” =C(0)NR”R”’ , -NR”C(0) ,R” , -NR—
C(NR’R”R’”) = NR””, -NR-C(NR’R”) = NR’”, -S(0O)R’, =S (0) ,R’, =S (0) ,NR’ R”, -NRSO,R’,
~CN 1 -NO,, #4240 2 2m” +1), Hodr, m” Az EH HEMKIR 788 R ,R”,R” FIR””
A3k b 43 AT B i S R BICR B 1) At 2 - AR BICR B B 7 25 (o, 4 1 223
MR EBUCHI Y %), BURBCRBUR ke 3 e S L B A e 4R 2, Bl 5 e 3 1. 49
U, UK LS ARE—A L E R EEHFR, R P S — M por i 5 5% R, R7, R
ARG (UAFAEIR SR P — AN L ERE ) o 24 R F1 R7IZER: EM R &R T, e
A SRR PSS S JUHR 6 JTTHEL 7 e, Flin, -NR” R” A S H AR T o 1- ik
PSRN 4- R . ik LB XSHURE RIS, RAUBE AR N S ERE, AE i B
TEALFE U R R ] % AR 2 b T A B DA 2 B S5 7, i, i A2 (46
1, —CF, I ~CH,CF,) FIEEIE (451101, —C (0) CH,, —C (0) CF,, —C (0) CH,0CH,, %545 )

[0204]  ZRAAFXFoe 5 B i R EUREE IR, O FEEUA QIR A Z% 0 BE A QS 38 0 4% 20 il
FRA o7 FEEUARIE” FH “ 405 FEHUR L, IF HOWASFI, 18 B, <1, -OR”, = 0, = NR’,
= N-OR’,-NR’ R”, -SR’, - B2, -SiR’ R”R”’,-0C (0)R’, —C (0) R’ , ~CO,R” , ~CONR’ R”, —0C (0)
NR’ R”, -NR” C(0)R’, -NR” =C(0)NR” R””, -NR” C(0) ,R”, -NR-C(NR’ R”) = NR’”, -S(O)R’,
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-S(0),R”,-S(0) ,NR’ R”, -NRSO,R’ , =CN Al -NO,, R’ , -N;, ~CH (Ph) ,, FaAt (C,—C,) %E4a FEF %R
X (C=Cy) Bidk, FEA 0 2 FBHEN RS &0 1 5%, JF AP, R, R”, R
FR””ARIEH SRS Bk B (E (C—Cy) BEFERNAIERE R T FE R 44 75 55, CREUR Y
773 ) = (C,=Cp) FEFELL R CREURII DT 2L ) & - (C=Cy) Kidk. #lin, AR &S
—AUL b R ZEFI, R PP R — ML B R7 R, R MR BEH] (U FEEIX L
SR —ANEL B ) .

[0205] U5 B B 2% 0% BRI AH 48 R 7 bR O 2R AR b B e S AT AT 1R B
X - T-C(0)—(CRR’ ) ,~U— [ HUARTEEUAR, Horpr, T T U 744 -NR-, —0—, -CRR” — B A4
fh2egd, IR H g o 0 22 3 I BEER . Wk, D7 BR BN 7 FRBAHAR SR b B EUREE A AT
Rk @ L - A= (CH,) ,—B— BIHUAREEHAR, Hordr, A B 574104 - CRR” -, -0, -NR—, =S,
-S(0)—, =S (0) ,—, =S (0) NR’— BLAb 225, FF H r 4 1 2 4 B8 TR e 20 (1)
B A () — N AT AT I HB AR . mTIE M, D5 SRR a4 05 SE AR A AR R 7 I ER
REH A AT EHAEE N - (CRR7) —X-(CR” R’ ) ,~ MIHUARTEEAL, i, s 1 d Jhor
Hioh 0 2 3 BEEEL, HF H X O -0, -NR” -, =S—, =S(0)—, =S (0) ,-, B - S(0),NR” —, HUfUE:
R, R”, R”HI R i 7 bk B S8l # BRBURBURRT (C,—-Co) Hidk.

[0206]  ASSCAE FHEIARTE “ %3+ AFE4 (0) A& (N) VB (S) 8§ (P) ikt (Si)o

[0297]  ASCAFH FIARTE “ 58 E” 24g —0- JFEER -0~ Fe 5 X &, oy, D5 S f 4 5
FEAe ARSI E S o

[0208]  ASCAE HYARTE “ 252 b nT 82 (9 ER 7 JE ¥ IR A R B A 0 (R A4 D R orn vk
R, AR A EABAER, A2 HAABEBR. 250 T, A RHRE
Ve Wi A AR 2 ZE M/ BORFE B RRIE A (), Kl 8 512 (hydroxyamic
acid)) B IRINERH / sl Eh . 257 BT RS2 I 0 s £k nl T8 i e LR AT MLER B 1k o
AIRT A TG R B JE WL BR B 45 , 491 G, BRI  SVR IR VLR A IR B IR, S5 5% . T AT AR TR I I
AR CLEE, a0, BER VIR « ST BRIV IR« Bl 2Rk IR VTN IR VIR IR « & IR VW A
FR KA IR 25 FF R IR IR e MR IR TR RIS . 00 R X AR ARG . K IR, 2555 . 242 bl
P52 (RN B R RT3 o TEA LA MU e PTRT AT B R ) e LB A 55, 49 2, ik 6 L 0
AR VB AR VB R VEG ER VEEER VERER VR ER VE ER VER ER VERER, SRR, R A M kB kB AR L B
ERVESER R R . WIRTAR TR RGER A ML LS , 481 s AP APl RT AU B i (LR
SN BRI ) A Bl e B - A e T, S5, JU G an, e R . = iR . — L&
= O A G o AR B 245 bR sz () ] o AL 25 v T BRI A,
Bk IR P BOR M 2R A B Bl — I 75, 3PP 3 ] i X etk S R R T A S st &
= AIE B (0 an, A, SRS, S BB E ALY, BRER B, IRIR A, S5 )
(1) SN R i) 2% B R T8 e 3K AN S W R B AR 35 Ak A T B I TR T R A
P o TRUE S WO AR K BUCA HLE I AT, BB KA VLSRRG kAT . |, 76
SERRH R B AT (B, Bk L8R L BE SR SN BRSO E ) APk HAth 53E 1
THH L] ZEH U0, Remington’ s Pharmaceutical Sciences, % 20 iz , Mack Publishing
Company, Easton, Pa., (1985) "3, i%Z 2% ikl 51 HIFA AR,

[0200]  AICAS I ARTE “ 252 Ll B2 Ak / OB B4 AR s @ R A 2
ST AEART R A ) 23 BN ot A AR S 3R I PR B AR AR B3 R (A s BB AR P
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FL@ ) B WCE R 2 2 25 RS E N A S T AR
RIS AR G, 5%, DL ERIMA S (S0, 4140, Remington’ s Pharmaceutical
Sciences, 5 18 iz , Mack Printing Company, 1990, pp. 1289-1329, 1% %% kil L 5| H I
AARIL) o B T IE4 TR 538 B A BT B Rz 46, iR 22 BrT sz 13
&/ WIERI LRI AW A S .

[0300]  ASCAEFHIARTE“Zi0E 7 etesht. Lkhh, ks hiFLah. ZihEieTe
B, REE Y (Flan, N2, A gmE = S A 7 KRR AL S, 5,
TEPLE R St 77 =, BTk 2 ia 8 N

[0301] AL &I G

[0302]  —Jjil, Ak R EA T (D MEMREY)

[0303] TM-L-AM (1)

[0304]  Horp, T™ SZHE ] #5400 40 4E 4 PD-L/PD-1 RIS HUH KPRk sk Hooh e /B (ot
Pt -PD-L1 Hufk, P -PD-L2 ik, sibi -PD-1 Pifk ), AM 2G4 ie. AR /A4, T
1 o sl R i e sl AT AL A TS AL 2, L iRk,

[0305]  A. AR EB4)

[0306]  SMAIT &, A K B B4 G 3 58 ) 340

[0307]  ASCHR) “EERIES A (TM) 7 BC“HE 3] 7 A2 detke e b B Fe et 5 H bR s+ 4l
M RORL A AR B R SRR E 5 1 7 1 B BB AR, ik B A5 7+ 4l i ks  ZH 2R 8l 3R
SRR AR BB R BCCARE ) I BRSO P P T IR X A8 B AR 4 Rk
HR SRR

[0308]  7E—bsit 77 =, S pn] AR B e IR A B B BT IR AN AR R B
%o

[0300]  iEUIHLIA (FIUT, A TUAE NBEATUARFI AP ) S AR ECAR A AR 2 IR
FEUL e — BE 1) JEC A 2 S ) 7 A9 1 PR A ) S AE AR Al U] ELAS 52 PR )t T S
AR HAMER B FE— R U N EY) 2SR R IR T, A &Y
BAENE 7> 7 TR I 2 i 2 BRI E W ( QR ) 2RI Ry 1 28, URE
QIR . Mo LR R AL 25480 0 2, Bl an i g 2 2 1.

[0310]  7E—dusijti 7y 2, SR ] 4 APk, Bk B, SURE S ME DA s Al 2 T P A )
Gy FEALEY) . SR, S [ 5820 0 L Ath S5 DAy ARGk ) 0 P 5 L T A R BB ) 38 0 1) Al 5
B, 40, TR avimer 2RSS SRR IR EW B - SRR LS A0 4 S IREUE AR, &
o R CHEEME 3 R “ G5 A7 AEASC T R AT A .

[0311] AT “ BB A7 BCFREY 7 BT AE T RE SR e 1k &5 5 o B 1) 38 40 () SE A, A1)
41 PD-L1, PD-L2 8% PD-1.

[0312]  FE—HL5i0j 7 X, Prad 8 1] 30 3 BE WS e S k&5 A PD-L1, PD-12 B PD-1, B 4H
X TARSE SR B AL SE 454 PD-L1, PD-L2 B PD-1.

[03138]  ARSCH R RS & BN SE A B 7 SR eI G B FE RS 1R) (90, 758 1] 36
Iy MILEEGRERIZ 0] ) [ E5 G0 A G5 G F5 R B s B 1k 0 Bl AAS AR ZE i sl by e 1
FEAEH o ke B0, PrIR G5 63053 456 K8 e PR PUR P 08 7R 1K B8 ) nl 3 ik g K f 2z
W Bt 43 B (ELISA) A ARG AN 52 B R R (i, R i 55 5 IR R (18
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BIAcore {X#% L3 #7) (Liljeblad 25 A, Glyco J 17, 323-329(2000)) FfL G 454 i
(Heeley, Endocr Res 28,217-229(2002))) & . ARE“Hi -[ PR 1 ok g4 [t
J& 1 BIPTAR” R st i A 0 2R G ) 456 B IPUR KIPTAE, XA, Frid §i 4 FH /R )
PURKNZWIAIR / 806970 27 200, It - L iR 1 PUiARES AR & B iU
FEREE/NT B (o, T8 o M S 20 Mt (RTA)) FIPTIABLIR 45 G REE 2 10% . 76—
et A, g A [PUR ] PRS2 (KD) /T 1 My/h T 100nMy /N T 10nM, 7]>
T InM./N T 0. InMy /T 0. 01nM BT 0. 00 InM (4541, 10 *M B E /N, 4401, 10 °M 28 10 M,
B, 10 °M 2 10 °M) o REYEE S, IR SUET N T 5 PUR S A I BURSE A 4 .
[0314]  ASCH ) “PD-L/PD-1 BhAEHUH” 2 Fa i R 43+ HADHI PD-L/PD-1 fh&s &P 5
HAEGHEMP AL R EAER, AR PD-L/PD-1 15 55 S5 LE
SRS AR T A MR D RERERG, A T AT Ee ({91 4n, BEBE L 40 M R 1K A SR A R
1) WEBEE R . AT R PD-L/PD-1 RS HIFIELHE PD-1 45545517, PD-L1 &5 44541
FF PD-L2 &5 A5

[0315]  ASCAFAII “PD-1 g5 BHEHUA)” 2Fa i T 7+ HEBRAR FHIT 3 BE B4 i
PD-1 HH MR — 8Ll E (40, PD-L1, PD-L2) BAH B AER w7 A1 5 4%
S0 fE—EsE T P, PD-1 5 SRS BURE I PD-1 S S MY A0 T ER 2
J7 1, PD-1 &5 & 55173 PD-1 5 PD-L1 1/ B PD-L2 W&5& . B, PD-1 GG H5 P
FEht -PD-1 Hidk, HPURE & F B R G5, a8, TR LA S ILAR BRI | BRI 6]
HUOHsiT4H PD-1 5 PD-L1 #t / 8% PD-L2 [IAH BAE i ™ AR MG S8 I+ fE— Rk
77 o, PD-1 &5 S A PURIgs B SRS 5, AT DhREREASPE T 40 i A4 /D 1 2
RERR AT (440, 32 et PR RO RN i N ) Jerh, Bieads [ P 3E 005 5 Bl i Tk
EL40 i b 32 R 40 26 T 285 LA S0 o PD-1 [RE S SN S 75— s 77 0, PD-1
SEREHONRDL -PD-1 Pk 7EFREE 7T, PD-1 5 S 35 PR A SR I MDX-1106. 7F
T4 T, PD-1 G AFEHHEA SCHTIAN Merck3745. 7855 —H¢ 5 J7 T, PD-1 45444
PURRA IR H CT-011.

[0316]  ASCAFHIR “PD-L1 -G 5P AT W H 40+ FBRAR . P U A
H PD-L1 S5H A HER P — N E—ANBLE (B4n, PD-1,B7-1) KA EA/E W= LRI 5
g, fE—2stiy Ud, PD-L1 2SR5 HIAEH PD-L1 5 HE 58-S G140 . 12
SERJ7 T, PD-L1 S5 &F5Pi54H] PD-L1 5 PD-1 F1 / B B7-1 45 & . 7625ty A,
PD-L1 &5 &45PiMAEHL -PD-L1 Judk, HHtJR 46 h B i & =, flG S, FI0HH
Al FEARG  BELWT D B JH 8P | PD-L1 &SR A 1 — A sk —ALL k. (f)4n, pp-1,
B7-1) WAH BEAE R A5 S 7 5+ 76— RS )7 X, PD-L1 &5 &5k s5 1)
PEIL AT 5, TS D BEBarG 1t T 40 ™ Az s/ i Dh e ket (451 4, 42 moe B R 1 4%
R R ), o, BT IR B LR S sl ek Tk A R IR R4 R T R O A S
Wit PD-LL KfE S5SNI £, PD-L1 455 F5Pifl2 sl -PD-L1 Hifk. 7&
R 7T, $L-PD-L1 FLARZ AR SCHITIR ] YW243. 55. S70. 15 55— & (771, Bt -PD-L1 $it
AR SCHTIR I MDX-1105, 5 X —%¢ & 77T, Bt —PD-L1 HLA & A SCHTIAR K] MPDL3280A.
[0317]  ASCH G “PD-L2 G5 GFEHUA” AFan T 70+ «H K BEIT 3 BOH 830
PD-L2 HHAGHER P — A si— LA (Fl4n, PD-1) BIAHEAE T A RE 55 5. {5
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—2esyt 7y A rh, PD-L2 g5 GAE DU IIE PD-L2 5 HE S BME G0+ fERE
I, PD-L2 45 45 50579MH) PD-L2 5 PD-1 W& & o 6285 75 301, PD-L2 45 S5 5057
FEPt -PD-L2 fidk, iR g & 7 B Sk & 3, Bl & a8t B, SO At B ARG BELDBT 7]
BUH ST H PD-L2 5L SR PR — e LLE (i, PD-1) BAHELAE M - 42
555 0T o AE—PhSEHE 772N, PD-L2 45 G35 Hi g9 I HEIL 03 5, i {E2h
REREAG I T 40 = A 5 D I Dh RE RS (9 21, 4 X B s U R N e ), Jerp, Bk B
MEILREE 5 e Tk A R A i SR T SR A A T R PD-L2 1fE S
P TE— 2l 77 A, PD-L2 5 G HR R i G 5.

[0318] Btk

[0319]  fE—48SEj /7 2 rh, Fradh 0 ) 38 70 B & AR s 3L D e Fy B

[0320]  ASCAFHIH “ e Bk 7 8 “ Bk ” it (R, RONA B sl o 1E % fu iz
AR BREALRERE ) REIREB T (B0, 16 Hifk) siZmREn 1
RS im e CRD, R M8 ) 8y, BIAngiik B AEA R W SRR BRITE N, P4 sk
U P BOAT R 4 & BT A o IR BEHTARELEE TeG1, 1gG2a, 163, 1gG4 (LA TgG4 TEAY ) Hl TgA
[l

[0321]  ASCHIARTE “Hudk” LU U A 60 35 B A A R R STAA S 1, B EA R T 8
SLREDUA . 2w EPUA 2R I PUA (D, XU TR ) FgiiA s B, REEAIERE
BB PUR S ST B S S BREE Y Fe DXIREREE [F] 9% Fe IR X . A3 w]
HLHAT IR TE “ KPR, e B PR ” AR 2 tis A 5 RIRPUR G I FEASE
LR S5 A B AR B B 3 A SCE X Fe DO BB B4

[0322]  ASCHY “RRGUAR” IR HA ARSI RRE R sk E/ 7 1. flan, K
IR TeG LR R £ 150, 000 T /R4 S5t VY SR A4l e B, I P e — o Bt a2 40 ) 3 /A [ )
BTN R B EE AL Ao AA N 3 2 C i, 5 — TEBE BRI AR X (VH) , Rk 4w A2 R 45 1)
ol B ] AR S A S, EERE S O = MEE G I (CHL L CH2 1 CH3) , M FR A ERETH E X .
FABIHE, AN it 22 C i, BF—FRRE LA W AR X (VL) , AR A ] AR Fe i 4 f I sl A e ] A 45 1)
S, BB N R E RS I (CL) , WA R REIE E X o FE T HUMAE E 45 U 2 2R R
A, HUARBRRE P Te 2 A RRETRY (FROh x R A) TP —F.

[0323] AP R “Pilk B ZIEAF TR BEHER 73 7, Tk TEE 4 & PR
H 58 BB — &8 70, ik vt 5 e i ih g & PR B L BB EA R T .
Fv, Fab, Fab’, Fab’ —SH, F (ab’) 2, XA, dtbdifk, BEEHUAD T (B0, scFv),
g R A M TR i BOE ) 2 R e BTk . R T 2B BU 51815 2 WL, Hudson
N, Nat Med 9,129-134(2003) » X T scPv i B 48R 2 W49 U1, Pliickthun, in
The Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg Fl Moore %
4% , Springer—Verlag, New York, pp. 269-315(1994) ; LA & WO 93/16185 ; Fll 35 [H & F] 28
5,571,894 ‘5 HI% 5,587, 458 5. KT EHMKZ AL G RAIE B HA RS HARN
W Fab F1 F(ab” ) 2 v Be B 11 ig, 5 2 W36 [E L F) 58 5, 869, 046 5. XA HT 14 4 7J
A A B EOBURE MR B A PR S5 S A AU BT B WS WG 4N, EP 404, 097 ;
W01993/01161 ;Hudson %5 A ,Nat Med 9,129-134(2003) ;1 Hollinger % A , Proc Natl
Acad Sci USA 90, 6444-6448 (1993) . —AARPLAARFN VYA PL A ZE Hudson 22 A, Nat Med
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9, 129-134(2003) ik . BG5S H HUR B P 85 70 B8 ] AR 25 ) I el
R IRl S i o R R S o VAR O 7 R A = P El =9 1y s W R 2 YA 7 N
NGRS HTA (Domantis, Inc. , Waltham, MA ;22 WL 0, 25 [ &) No. 6, 248,516 B1) .
U BOPT L S AN R AR 1 4 PR BOR EAR AR T A SR 1, 58 BEHTAAR
S KR A A SR I EE 2R R (A, DR R s A ) A

[0324] AT “ LRSS S S5 I IR E BRI AR s —E 0 A S B A AR
() DX I B A B — 73 o BUR G5B 548 S0nT Jd a9, — A Bl — AN DR AR AT AR 45 4 45
(WRRAPUARFARX ) Skfefit. RAAM S, PibR g & 2l SR sn & X (VL) Mt
REHER AL X (VH) .

[0325]  ASCH ) R AR X B R AR LRI AR W MAT PR S PR S5 A TR ERE L
IR RE S . RARDUAR B RENU R RE R AT AR Z5 s (43 0 oA VHAT VL) 38 B 2R AL
Gikt), Hor, B — Gl & TR ST BIRERR X (FR) A= mAR X (HVR) « 25 WL 4, Kindt
2 N, Kuby Immunology, ZE75hR , W. H. Freeman and Co., #5 91 7@ (2007) . H VH 8¢ VL
g5 R R] R LT R TR & ke e M

[0326] A« EAR X B HVR” 23R A i BT AT AR/ el i A I E RO (A
M) BB AR SR A X — M AR DU BEHTAR AL 5 75> HVR, =M VH(HL,
H2\ H3) 1, =/ME VL(L1. L2, L3) . HVR IH 5K B RN R EREIER / 80k A
HAMREX (CDR) KR EEMR LI, Jo# HAT f i R nl AR VEA / 8 Rl . BR T
VH "F i) CDR1, CDR 3 %40 & JE e AR P ) s L R i s . iR X (HVR) WARFR ok “ BAMRE
[X. (CDR) "I H. 5 1B it Js &5 X BRI AR X 73 A7 oK IR BB AR AR SO LA o 1208
X 1k £ Kabat 22 A, U. S. Dept. of Health and Human Services, Sequences of Proteins
of Immunological Interest(1983) Fl Chothia ZE A, J Mol Biol 196:901-917 (1987)
&, o, AR S EL I, & AR BRI L E S B 4R . AR, O THUMARAY CDR B AR
PRI 78 SR A AR SO SR RUAS ST T AT G N o L8 RF 7€ CDR FIRA DI
BRFEEFCE Bl CDR [P AR R SF AN RN T ANl AR5 B BRI mT AR X SRR P AR 4 1F T
AU AR N 53 7] R 22 R e B A 5 Re 7E CDR.

[0327] AR IAHUAAT] A ik & PiiE NG PUIE AP BS ARG EE .

[0328] AL “ R EHUAR” TR AL S HUR ERE AR BEIX Y AT AR S I A
J50, ik AT AR S R AR RS T — MR R p AR (ORI 3 o mE A S B R, SEO A B
Bahpidk) BIEANRE X (CDR) , M HUAR T HITE E 5 A BORIE T NPT RITE E S5 14 5
XS BN S S A BRI R E &5 80n] RIS T e WA B PE E 45 f B0 Tid e )
Ffaltun, 2 NS R A 88

[0320]  ASCH C NIEATUAR” RIBWTF EAE D AAXEHAEAT, kKB T— MR
itk (BN, WA shdiik ) 1 COR ARSI Sh Bt vk B w] A2 BB AT n] AR e A A% &2 N T
AR G R R N e w] AR S R ssh o A T RVIE E G A BORIE T NPT RITE E G i
FE— 2ol 7 2, AJEAL BT RHE SR X e 58 S 2k, T e Fe A s FEXT CDR F 471 6 28
R 78 Bk, AR A, B ann AR B T R IG IS B I NS RAC SR B AR DY ke 2k LA
IREN V=

[0330]  ACSCH Y« AU SR an AL R DR/ R 3R A B s A, P e BB R E
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Bl heads” Ay o B R RIECAE R E NP . TR B T, N REIE PR R N AR R S ]
JRE BT TCAT A 5 LN RV T TR G 48 B R 1K DS B it B P, T O VR NG 40 AR A N U R R
i R o T B e e R Joe S80S ) DT 2R o R R ERL /S BRI B ot A e B B A R e 1 B N AR, IF
H/NEAT T AR W NBUR I A8 o IR DR/ IR 3R1S NPT 572 i Green 5%
A, Nature Genet. 7:13(1994),Lonberg %% A\ , Nature 368:856(1994),Taylor Z& A , Int.
Immun. 6:579 (1994) #ik . €45 APkl ] 18 ik 55 K 55 Yo v ol e €0 ARG Yeyd DL R 0 1 Ak
JEREE AR R G, T XL 55 AU DA . E S DL, McCafferty %8 A, Nature
348:552-553(1990) , Hrh fiid 1@ I oK B TR Sz 1 AR 1 So 2 Bk a5 1 0] AR 25 A el 2[R
T RN NGRS LT B TEAEAR A, PR w AR G5 74 IS ERIAE P w22 22 4R IGE TR 14
() = B R A s AR R, 9 BAENR AR RORL SR T s o DhRePL AR v B, BRI 42
PRI A, 5 WA T R T2 PRI 2 1) B A DINA 95 DL, J T-Hu A i D Be 14 o () e 83 3 300 9 hE 2R TR
H S B LR SR R e o I %07 2, R B AT B 4 B — Lok it R R A
7~ A] UL PO AT, 8 TR B AR 7 0 253815 2 WL T, Johnson 1 Chiswell, Current
Opinion in Structural Biology 3:5564-571(1993) . AHiHAIET] i it AASMEAL B 40 ™
4o IS IEETAHE 5,567, 610 SHIE 5, 229, 275 5, ZFEE TR AHN FELT I H
HAEL,

[0331]  ASCH R “HitAmGEA” RFREL EA - ENPURES S 51, Hb, ERAH R B
AR AR R A AH R 8A R e e B SR B B AR B AR Borh i A~ s A~ DL b il
HEAMT 20— MR RrMg A M. BEEAN S RormG Ea AR ShUREER
R g5 4568 B g A RS RE, S0 i A = s 2 . 20 iikmi &
HAATRZPUARG &AM 28 5 P0URE S B AR, BRI I S PR s8AN [F 5 R
SEWEEE . PR G R AR S 2 DMA R N PUREER 4 & R,
FRIRE I RURE S e =R e I 2 e o AT IR e S, RARBUAER (BN, 1g6) A =4 i,
AR S A WA S5 A0 (R I B etk 1), RO LSS S — R R R BT IR 8GR AL B 7
M2l s &0 B A AU B TAHRISUR BRI S5 A0 m o 0, BRe e MR BT iR
J HAMA SHFE PR R V85 GA SREE R A . fia & AT e S ARPURS 2
M2 R A G BUE PR 2 A5 DL BlG S B IE v B 5897

[0332]  H -PD-1 Hifk

[0333]  7E—2Es5ji /= rh, TM 2 B e fEHt -PD-1 Fiifk.

[0334]  FE/FMEZET: -1 (“PD-17) & PD-L1 (HFR N CD274,B7-H1 5 B7-DC) )32 {k. PD-1
s T 40 B 4 775 R+ CD28/CTLAA K K [ K 29 31kD (1) T BB (A Bl it (Ishida, Y. et
al. (1992) EMBO J. 11:3887-3895 ;3 [H LA Hiif 24 JF 28 2007/0202100 5 5 2008/0311117
555 2009/00110667 5 ;2 EHFIE 6,808, 710 5 55 7, 101, 550 5 ;55 7, 488, 802 5 ;5
7,635,757 5 55 7,722,868 5 ;PCT A FF WO 01/14557) » 15 CTLA4 AHLL, PD-1 S0 32 #
A0 I Y B 5 S

[0335]  PD-1 FEZEALITY T 40 B2 B 40 o Al s iZ 4 e | KX (Agata, Y. et al. (1996) Int.
Immunol. 8 (5) : 765-772 ;Yamazaki, T. et al. (2002]. Immunol. 169:5538-5545) 3 H 7F H
RFA (NK) T 40 b LUK 2635 (Nishimura, H. et al. (2000) J. Exp. Med. 191:891-898 ;
Martin—Orozco, N. et al. (2007), Semin. Cancer Biol. 17 (4) :288-298) ,
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[0336]  PD-1 [¥) M #h DX I3k H H 0l () S e BR a1 (T@) V45 44 I3 A it 1% 45 44 85 5 CTLA4
HRRE)E Y R &5 R A B 23 % 1 — B0 (Martin—Orozco, N. et al. (2007) Semin. Cancer
Biol. 17(4) :288-298) . 4k TgV Sl Ja M s B IAL N 2. My B & T2 T
3% 52 AR A TR FRT I ol T 5 R 0 T e 3 52 A TS 2 T2 1) e 4555 1 b T P AN BR AT R, X
F 0] PD-1 A7 T TCR (55 (Ishida, Y. et al. (1992EMBO J. 11:3887-3895 ;Blank, C. et
al. (Epub 2006Dec. 29) Immunol. Immunother. 56 (5) : 739-745) .

[0337] R o Hr R4 A W PD-1 BBk Ak R (= W, 4 4, Agata, T. et
al. (1996) Int. Immunol. 8 (5) : 765-772)

[0338]  $i -PD-1 HifhZs4 PD-1 3 HA% v T 40 shAg, i V40 A SRk NI
HF697 T 4 Th e 2R Va ke » 460 4, e iz

[0330]  7F—4bsiziiti 7, Hii —PD-1 ikt MK-3475 ( Z Bi#k A lambrolizumab,Merck),
AMP-514, AMP-224 (MedImmune/AstraZeneca) , BMS-936558 (MDX-1106, Bristol-Myers
Squibb) B{ CT-011 (Curetech) .

[0340]  Pembrolizumab MK-3475) & ANJEALIER FEE ST -PD-1 Fodk, A vt H EHEIL
UM Rz . Pembrolizumab I HNHI T 40 | PD-1 5 L& PD-L1 F1 PD-L2 FAH HAE
FH T & 38 XCEC PR BELIST PD-1 3l % AEH

[0341]  7F—2852)i 7 b, B —PD-1 Hifk 2 USS, 354, 509 FlI USS, 168, 757 1 A T HIHi 1A
W, 1235 B B SRR A Py AR I 5 TR R A AR

[0342]  Nivolumab ( th % 24 BMS-936558 B¢ MDX1106) J2& 5¢ 4= A TgG4 ¥ g [ Bt 1K,
Bristol-Myers Squibb W, F T I8I7 JE%E

[0343]  7F-—L6sziiti 77 A, B —PD-1 Hi kA& W02004/056875.US7, 488, 802 Fl US8, 008, 449
WA FF BT I — P, X L8 LR SR I A ) A 5 T FEAAAR S

[0344]  AMP-514 FIl AMP-224 & 51 - F& /¢ 4l 2L T2 1 (PD-1) 5 5L BEHi /& (mAb) , I i
Amp1limmune B % , #% Med Immune 3515,

[0345]  FE—4850)i 77 30, H1-PD-1 Uik 2 26 B H il 2 F 56 20140044738 5 H AT HIHT
R g — R, i35 [ HOE A T A N Al 5 IR AR

[0346]  7E—E5ijiti 77 A, /AN CDR A2 < (A) BT -PD-1 Hiifk 1E3 1 =/M2%E CDR Fl =45
HE CDR ; (B) $L -PD-1 Pk 1ES ¥y =42%HE CDR Al =ANF4HE CDR ;8% (O) $t PD-1 Hifhk 1H3 [
= ANZ4E CDR F1 =~ EH% CDR,

[0347]  Pidilizumab(CT-011) &M LAEF¥] Curetech Ltd AR R P -PD-1 B T[T
(U

[0348]  7F— L5t 77 b, Bt -PD-1 LA 26 B L) BB 2 1 28 20080025980 5 A1 %S
20130022595 5 h A FF PR TR I —F, %36 B &R E AT A s S T IR AR
Lo

[0349] I -PD-L1 Hiik

[0350]  7E—HEsiytiy S, TM 22 5 oe T -PD-L1 Hifk.

[0351]  FEJPPE4N b= 1 BoAA 1 (PD-L1, KA CD274 F1 B7-H1) & PD-1 HECAK, HAE
TEAGE T 0 B 40 Y LB BE A B A E AN i LBl R . EAR PD-1E AN P YR PERC A& PD-L1
A1 PD-L2, {H 2P Je 7 V2 kT Pt -PD-L1 Hifk. PD-1 I PD-L1 K254l CDS+T 4 i
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38 JF PR S ) . (Topalian et al., 2012,N Engl J Med 366:2443-54 ;Brahmer
et al.,2012,N Eng J Med 366:2455-65) . $i -PD-L1 Hiik L T-I697 /N0 o fiives | 22
R 25 B e B AN e e s | B ON L LR AU YW (Brahmer et
al.,N Eng J Med 366:2455-65 ;0tt et al., 2013,Clin Cancer Res 19:5300-9 ;Radvanyi
et al.,2013,Clin Cancer Res 19:5541 ;Menzies&lLong, 2013, Ther Adv Med Oncol
5:278-85 ;Berger et al., 2008, Clin Cancer Res 14:13044-51) ., PD-L1 /& B7 &M,
% BT S5 B R A0 AL HE APC FIVEAL I T 40 oA N IV 2 R AU 40 i B3R IK (Yamazaki et
al. (2002) J. Immunol. 169:5538) » PD-L1 5 PD-1 fl B7-1 iXWF 454, it PD-L1 5 T 41
MuRIAM B7T-1 (456 DLk B7-1 5 T 41 RIA [ PD-L1 (45538 T30 T 41 f 52 240
#) (Butte et al. (2007) Immunity 27:111). AL O UFHE 220, 28400 T oAl B7 SRk
571, PD-L1 3B 1] T 40 f 3 it 4 )i/ 5 (Subudhi et al. (2004) J. Clin. Invest. 113:694 ;
Tamura et al. (2001)Blood 97:1809) .,

[0352]  F&AESS A BHRAUE A, AP “PD-L1” 23803k B 2K 2 IR & /b —Fi s
PEIY B 40 e A AR R IA LA A AR sk R AP AL / sle T B BBAh, RiE “PD-L1”7 B35
PD-L1 (Freeman et al. (2000) J. Exp. Med. 192:1027) FlEAT 4K 2 Ik 2 /b —Fh A 4035 1
1) 40 0 AR R IA ATl AR ok sk IR AT / SCe I 7 B o, A4 O ansk 3 aFRE A
HBAEW A FE R PD-L1 541 ( Z 0, 14, Chen et al., SEEEF)H 6,803, 192 5, H
ANFFT AFUNE PD-LL JE51, Wood et al., SEEEFEE 7,105,328 5, H/AFF T A PD-LL
JPA, 3X W e 225 SCIREI il N Al 5 | - IR AR SO ) S

[0353]  $ii -PD-L1 $ifkt PD-L1 455 FF1Gam T- 40 M Dy fe, M b6 40 fa /-5 10 55 O,
HFE97 T 4 M Sh e 2R VR e vs » 491 4, e 4z

[0354]  7F— %65z 7 21, BT -PD-L1 HL A 2 MPDL3280A Al YW243. 55. S70 (Genentech/
Roche) , MEDI-4736 MedImmune/AstraZeneca), BMS—936559 (MDX-1105, Bristol-Myers
Squibb) F1MSB0010718C (EMD Serono/Merck KGaA) .

[0355]  MPDL3280A (Genentech) & — i v1 Ay 1L v 7 JIt I8 40 Jfa 0 Jirh 8 ¥2 30 1) %0 3 40
| IA M PD-L1 (3L R T AT -PD-L1 Hifhk. MPDL3280A #% 4% i1 4 FH 1F- PD-L1 5 PD-1 Al
B7. 1 &4 o XF PD-L1 [ FhEELIT e 05 554 T 40 o, MR 53 T 40 B 9 R0 5o o 9eg 4 Ja r)
MPDL3280A A, 7 ¥ vt Ay il i e /MU BT AR MO TR 40 B B e (ADCC) AR AT RACRH 22 4 11 1 255 (A
THREABAIE R (Fo) gdifglk.

[0356]  7E—485ji /7 3 rh, H1 -PD-L1 Pk UST, 943, 743 th A FF BB i i — M, %36
] &R A A 5 H FF AR

[0357]  BMS-936599 (MDX-1105, Bristol-Myers Squibb) &l PD-L1 . f£5 PD-1 1 CDSO
X A 584 N 1g64 $it -PD-L1mAb,

[0358]  7E—485ji /7 A rh, Hi -PD-L1 Hifhse UST, 943, 743 th A H BB i — M, %36
] &R 2y A 5 | R AR

[0359]  MSB0010718C(EMD Serono of Merck KGaA) J& 5 PD-L1 454154 A 1gG1 F [
Prig.

[0360]  fE—2L5ti 77 X, $i -PD-L1 Huif@ W02013079174A1 A FF HIFL A A (1 — i, 1%
LRSCIR I AT N A I 5 HIE AR .
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[0361] MEDI4736 (MedImmune/AstraZeneca) 45 k454 PD-L1, BH1E PD-L1 5 PD-1
CD80 &5 &N TgGl Hifk.

[0362]  7F—4bszjiti 77 b, HT -PD-L1 HifAk 2 W02011066389A1 F11 USS, 779, 108 1 /3 FF 1
PO B —FP, 1% TR SR 423 0 2 i 5 FF AR S

[0363]  7E—4850)fi /7 3 Urp, $T -PD-L1 HiLfks2 USS, 552, 164 WA F B i —H, %36
LA Ay il 5 L R AR

[0364]  7E—2L5iji 7 =, BB ) 73 £ & Fab, Fab’, F(ab” )2, L5 IR, T FIl Abs
Z W), Fv, scFv, dsFv, ds—scFv, Fd, &MU, /Nl SURSTAR  SURE = B i 7 B
bibody. tribody.sc— XU AHi#A. x (A )body, BiTE, DVD-Ig, SIP, SMIP, DART, 8{ & &4 — 4
a—ALLE CDR TR

[0365]  ZHKrks

[0366]  7F—485 7y X, B ) 0 B B ORI [ R ), D0 M A oK R, A G
N TERE 2 AL 0] 3 R [n) K BIORE, BT IR BE n) 2 ] R e e A B B e 4 A S Al R4t
S 7 b, B kL B 5 5 S A R B AL A A (4, T8 sk TR i 40 B R 40 2R
5, i 5 GBI [+

[0367]  ANSCH “ ARtk 7 A2 FR LA/ T 1000nm TR . 7E—28 5t 0, 3R
JYRIR ) SR T SR AW RARG A AE— 28 0, R o T S R AW
RIS &G fE—2esiyy d, I 46 B ihn J o 75— 2852t 7 =0, 1975
Al SR EWIARKIE &, BEEAERGWREAN, WR G YRR, F / 8 TR
EEAR . SLEER 8, 246, 968 5, 1% 3K [H F R A W AL LB o 5 | R AT,
[0368]  SMAI 5 5 A< B AR K RURE A 35 AR AT S R R keE o RRLARS AR D BH R A R AT A SRk
TE— 265 7 b, ok 2w AR BEAR ) ELAE AR 2R 16 o SR 5 5 ZE AR 22 M) SO 41
ToFg. L2577 =0, an SR ISR TN 22 40 M b AR T 40 R AE T S — B R 45
3 WA LI T LA ) o AE— 2S5t 7 2, an K SRR ) S 2 40 b A5
RIERL IS AN R TR AR o BRI 5, W] AR B () 40 o 22 Tk V7 AH G I )
B (0an, B8 B BUE R ) AR AR AN RAE SR . AE— 2S5y X, T
A=) S )4 5k T 3 Tk AR BRNL A IEAT S R A T . AR 8 S 7 S, R AR B A
S A A R R . A S Ty b, kA A AR A HOT A B 4
Jo AE— 285 77 A, BURL R AL AR P BT, AR A 2 W] AR BRI ot A — S8 S 7
A, BIURLAE W] A A R A0 51, ABAS 2 A A 25 14 o

[0369] 7485t 7y X, BORL PR B K T B HEME AR BR (90 4n, B4R KT 6nm (KRR ) .
FE— L8zt 5 b, Jok RO~ 2 DL S0 a8 ok A A gt i B o (e, AR/
1000nm FIRIRL ) o AT 5, FOURLERT A AL 27 R 11 I 22 50/ 288 [ SO0 208 e A A B R At R T
RV SR AE M R EF

[0370]  E Y, BHAR BRI RST R / B R R 350 B O, 3XFE, B — ks B
HIRBIIME R Bl4n, 2220 80 % FEURL, 2220 90 % Ytk ok 42 /D 95 % H ok i B4R el ik
JSF A PR EAR B KRS I 5%, 10% 8% 20 % o 76— 285t 5 b, BORLEE I R T B
RN/ B ] AN —

[0371]  C (Zeta) WALA A UKL T AL # Il (. 78— 28 sl 772U, JUki g ¢ du iz
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A =50mV &2 +50mV . 7E—2eS i 7 =, PORLIKT ¢ FLALA —25mV 22 +25mV . 7E— 28 S 5 X
o UKL € FLALA —10mV A2 +10mV . 7E— 2S5 o, BORLES ¢ FAT R —BmV 2 +5mV
E— ezt 7 AP, ORI ¢ WA OmV & +50mV. 7E— LSt o, ORI ¢ HLAL R
OmV &2 +25mV, 75285 7 X rp, ok ®) ¢ A OmV 22 +10mVe 7628 7y X,
Ry ¢ W7 OmV 22 +5mV. 7E-—28sit /7 b, Joki ) ¢ W2 —50mV &2 OmV, fE—4&
S 7 B R ¢ AR —25mY & OmV. £F—SBSzit 2, BRI ¢ HLAT A —10mV
£ 0mV, E—2e5zjl 5 rp, ki) ¢ ALY —5mV & OmV. fE-— 2Lty 2, BURIEY ¢
HAZEA R PE (BRI, 29 0mV) o

[0372] M4l A ok B AT 4 FH 22 POAS [) R R o 70— S8 Szt g 2, Bk A Bk B sE BB . 78
— s 5 S, R ER T SR ERTE . AE— sty SR, SIORE R T B BRCIR (. AE—
e sl 5 A, JIORE A ST AR RN T R . AE e sy e, Ok A O AR . #E—
e sl 7y A, JORE A [ AL TR | R HE TR 54 TR T

[0373]  {E—eszjl 75 A, FORCA RGO (4, SR ) » BRI S, “ROmRL” 2R B AR
/NF 1000 1 m BIATART R o 76285 7 0, ok A i ok (picoparticle) (41,
WERR ) o SRS, R R 7 S T8 EAR/N T Inm AEFI0R . #F— 25t 7 X,
TR A e o AE— e s 77 =, Jk S sl

[0374] ORI AT Ky SL B R S I Bl B8 — AN — AL EE (B, 99K 5%, 99K
W) o Aoty A, B R AR T A 5 B A R X A BRI R PR R B A, R
A HAW ) sedii, b, B — R, e SR Bk BE 2 NAFMNE . E sk
T, — B R AR, B EA R AR, S 7E— LSty b, AR E R —
2 JLZ ST A BT & —Fhalk— P DL R a7 R s2 WiRl. fE—2esii i =, —
SR E R IR ), T — RS Rk 25 /), 65 o AR —28st y h, A SR =
AL AN A A7 B I I 25 R BRI B

[0375]  FE-—esijit /7 =, ki o 2 AL, HOR e ROk, 2 FLBOETE , Ik L B E
EE SR ) SF /N o 0, Sk ] kg 22 FL S AR RSB0k, 504, A FL SR AR R AR R, B
i HA N LSRR E (Lin 28 A, 2005, J. Am. Chem. Soc. , 17:4570) , Pikin] A HZ
K% 1nm %247 50nm K7L, B U1, EARKHZ) Inm 22 20nm (9L, PORAATR L) 10% 2 95% 7]
F LSO E P 25 B A

[0376] ki n] B R ZE . B, fun SR 2 6 40 i B d PR, A A 2k
WERAEH AR AN GEMREDEREEANRT WA miE A EE BSA)
KRR R G WS 2 2 (PEG) 5% PEG #7246 W2 K A= AR e M2 K Ay
JIg — (PEG) « AR AAE IR 0T 58 60 5 A 26 RO - R Bk AL B 400 T 5 AR O BH R 4l oK
i 2 G B AL AR ROk, 555 . YR E AT IE v Rk R - EEOR . B 4Lk LA E T 4
(K2 Por AORE A . B4R R R A R R N 2 5 R R, 2 R T v R
TR sy (N, 5 ) b [N EAR R S E o i F80d 0 25 T RS OB IR Ak siiqb
SV T L 43 1 (I BEATLIZ 3 FH B 14 TR 1 & 2

[0377] AW EIER L (Fln, B 25, BREEs (Fhn, % (1, 3- —H 332
Bt -2 1)), RE (i, 5 (BZRRE ), R (B, R (8- FREREIRRE )) , 5
METHR IR NG, 2 ORI ER, R (B0, B OB ) , RAGEEM G, ZEmE, R Bs (451, 2R
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FLIR, 2R O RACHR ) » 28 (JRIRMR ) , 58 CIAEE, R ls, RBEHE, RN IRNS, 2R AN MR
s, R NIGIEREE, SR IK, R SR B i o A8 — 285t 77 3 rh, ARV A B I 26 ) 046
O 56 B A 5 25 S P B =) (FDA) R4 21C. FL R, § 177. 2600 #itHEH T AR A4, s (H
ANBRT 2R EE (I, LR, 2R OWER, 5 (FLIR —co— LR ), R CIR W BE, RN R, R
(1, 3— 5 CbE -2 ), BB (lan, 28 (28 IR ), BN (Hlan, R ) , R4
Wi, 2R AR NG TR IR, 28 TN A IR ME AN 2R S L T AR PR IS

[0378]  {E—4bsiyt 7y A rh, Bk n] 4R S G Rk (9, <8 WOk, B R, B BRIk, 2
AN B S, a7 ERAEL B ACH W R EERRL, 5558 ) o 78— 2SI 7 0, i
REIATT RIS WA T S X R E R S PR (R 454 . 75— Ssuii 77 R, BSR4 Bk
NAER G M MBS, Hlan, IR (Flhn, &R+ ) MERSEE. s U0, £7F
IR VAT BGOSR AT 53R R S B R R AR R R T 45 5 M/ sl e e R R A o 1
HEMRN BAER G D MEREARFIZN / B0 BUT B ER A U R

[0370]  JUURL (481 2, A K RURE, SCRORE ) R A R AR A5k O 0 IR ART D7 Vil £ 8, R
FIBS AT T 51 7775 A S AR AU T AR DL N AR TR TE B A A KT iE , T )
b - i ST b= WL B S S Y 7 D I | P o | oo O 2 o e 1 7 € Y o
T, oK IE, 4 2, TR PR AR AR . nl s A, A REIR T H T Bk
SARGKIIRL, 5 HL P G KRIORE, BT G KUK, A LA K s R EL At 8 K RhE () 7K ek A
ML G 77k (Pellegrino 28 A, 2005, Small, 1:48 ;Murray 25 A , 2000, Ann. Rev. Mat.
Sci., 30:545 ;LA Trindade Z& A , 2001, Chem. Mat. , 13:3843) .

[0380] i) & FH T 26 b 25 1) 24 70) ORI 1) 1 v SCiik R R (L, 1201, Doubrow,
4 B, “Microcapsules and Nanoparticles in Medicine and Pharmacy, ” CRC
Press, Boca Raton, 1992 ;Mathiowitz & A , 1987, J. Control. Release, 5:13 ;Mathiowitz
4 N, 1987, Reactive Polymers, 6 :275; UL Sz Mathiowitz & A , 1988, J. Appl. Polymer
Sci., 35:755) .

[0381]  FZIRAL In]f

[0382] 465 7 2, 40 ) F  A E AK R AL [ 5 0

[0383] VAN &, EEREE M A AR A5 A S A A2 4 4 B AR I SRk o R/ B4 TG
WIEEA R (BER) BT 2R

[0384] 485 /7 2\ rh, AL IRAL [m) 8 73 Ayl A4k

[0385] i {4 A SR E BRI A G I 2 E TR, Jridfe € ARG SR e84 T
AR A 41 PSR B A/ B B I A G BT AR A 1] Dh B2 T A
R = e GE i AR — 205 7 2Ny, i A 5 BB U 456 T8 HH & 1R R I 3 1 4
M/ B =g 2 IR A AR AR 78— 285t 77 AU, i 1A 5 8 S &5 B AU E
TOEAARRZEA 5, e TOd R/ B S =4 25 A0 — 285 7 =0, il i ok
Watson—Crick FAMEZERIX 5 AL R4 5, ITid Watson—Crick B E Be i B AR 5 e xof
(K& (i, I ) G

[0386]  fE — 4851 J7 2 P, 1% IR HE ) #8 2  spiegelmer (PCT 2> Afi WO 98/08856, WO
02/100442 F1 WO 06/117217) . EMAKT F , spiegelmer K& B IIBHEZIR, Hrl R e PE 45 &
AU CHP, BE150E A ) o spiegelmer I 41T G RFIEZRAE < ik G5 MRFAEAEAR AN 5 52
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SV — IZIRBEFT A T) — A% IR g 52 M o

[0387] AU E AN 72 BB, YA K B w s FATAT e 5 e e 45 &4t
SIRZERBE 3 43 (B, SE KB spiegelmer) o fE—28S2il /7 xUH, MRS A & BHARAE FH
A% TR 1w 38 3 AT RE S5 0 R/ BORIE A RIFR S o A8 — 28 7 b, R A
AR5 A5 P 1) A% TR IS [ 38 4 T 3PS [ S AF DG Ao E — s 7 0, AR AR 2 WA R A58 FH 0 A%
PR LS ) 488 4 T A o SRR RS o A5 R A A B A2 R A 1) 3570 P S ATAT R AR B e SE
SR/ SATAT R ARG o 2850 5, REBRAL Im) 843 P HE E S A0 A e e FLIE B
T b N RN e S N R = LS N R N = N N F ) N
EFIRA / BA A KPR EY) .

[0388]  AKHIMIZIE (ELFEIZIRYE R0 40 A1/ BUAF IR Y D BE T RNA, 41, RNAL- 5%
SEAA, 1%, tRNA, 555, R HEE— A TR IR ) TR AR AT A] SR AR A AR A%, B AR E A
BT A5 B B A 8K R T R ) Il 2R AR A 2 SR, 2555 . 5 A RNA Y 5V A A 40
s (S W, Gait, M. J. (4w%5 )O0ligonucleotide synthesis:a practical app
roach, Oxford[Oxfordshire], Washington, D. C. : IRL Press, 1984 ; Fll Herdewi jn, P. ( 4%
% )0ligonucleotide synthesis:methods and applications, Methods in molecular
biology, v. 288 (Clifton, N. J. ) Totowa, N. J. :Humana Press, 2005) .

[0389]  JE R M AL o) 1 73 HAZ IR AT AL &5 AR AR BRI AL 1, B A% 1, BRAAE— 1 Eli—
LB 2 A AR RIERAR (a0, Wheht ) slZRmEERR (11, PEG ZERR ) IR
MR, RN B2 A AR RIER A K PEG R AR BB i) %
o BUE A G o AR 285l 77 A, AL RS 1) &1 73 R 7 IR BB U0 P A 1 1R ] e e e e
IR BRI e AR A, AL R AL 1) 3 0 B &5 5 2 5 ) A B MERE AR AN 2 ey T BUARU T B A1
(A, A2 R AL i 30 o TS A0 PO AR B9 8 BN B K440 1X 10 °W) o

[0390] ARSI T H AN 51 A0, R A W FAZ IR P A 35 TR AE B AZ IR mh R B 42
T AL B IR B AT A — A — Rl L B IR BB A 5 R IR A LR () 45
AR SR . SEEEFIS 6, 403, 779 5 .55 6, 399, 754 5.5 6, 225, 460 5.5 6, 127, 533
555 6,031,086 5. 5 6,005, 087 5\ 5 5,977, 089 5, 1X £ 3¢ [H L F (19 S % Uk A
T 2 FA A B B AR R R A A ] 48 AT 945 22 I Crooke, S. (4% ) Antisense
Drug Technology:Principles, Strategies, and Applications (55— ), Marcel Dekker ;
ISBN: 0824705661 ;55— it (2001) LA H AV HIZ25 30k a0, 27 — AR 46 xR fe o
SRR AR . B2l 50, 27 —OH PRk 1k B R ZI 2 A B :H, OR, R, X%, SH,
SR, NH2, NHR, NR2 5, CN, H:1, R Oy C1-C6 Hidk, Mhdk, s, JF H 34 F, CL, Br sl I, &
VA P R B ) S 9] B FE AL B R R AT 57 —N— P A I I e R

[0391]  RYEA KB, WAL HI AL & 22 MhAS [F] B AZ RSB A6 i )1 2R AR TR AR A B
ZH ERR LR . AR TR (BRI, e 0 S8 R
IR iU A S AN SE R B R R 1 SE A B S
WiktazE (B, BIRELE (aracytidine) WU H RS H KM% R (nebularine) (IR
T2, 6- E BN 20— FIELIEN 20— G AU T 3 Wil -5 BN 27 - i AUR T L 3- Bl
LN (A— P EENGI A— B QR 1 A B AU L 2- SR IR 2 B A 7 L 2 AR T
b WA 5 MR T UL 6 BUR TR 6- SRR . 7- AR 7- IALS 1. 8- &
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FMRTF 8- B BUREF 2 FF WK M | M1— FRFE AT L L g | 2— 2058 —6— AN\ 3- 2L
B 5= TR 5 T BRIE K 15— IRACIR 5~ S AR 15— IR 7- Bl BUIR
7- BAS 1T 8- R 8— S 1. 0(6) — FFIE MG 2- T AT ) , A2 A AE A 1)
s (n, AL ARG ) , (B IRE SRS (it 27 - ACRERE 27 - IR 2 - B A
P27 -0~ PSRN  L— 0P S A pRAZ P BB OO ), B BERR Be 25 2] (9 4, Bt A IR
BEFN 57 -N- e i ekl ) LAACENIAL G o T AZIR AL 255 B R AR A R R AR
M IR S TIR1G . 7B 2805 00N, & A SR (AL R AH X T i R AR AL B
AT BRI I R BR R IR HH 3 PR i e 78— 28 St )7 U, RSP iR % BR & 1kl FH T B
ICH / 8RBT (kA% IRl (194, = BRAMUIE, A% TR N VIR, 5555 ) Ak #lan, EIRIG 25 ml 18
SHE— 2B BN 255 R 37 s B HEAZ EP IR S DA PG T A ke AR e

[0392] BRI AT WY E 7+ TR KT R &M ARPIZERIEIN / B0E 4L
SERNAEE T RIS DA R E . AU E BN 230 BRI 2, RIS sl L
fAE AT AL TAT L BR ) D RE R AAS 25 ) KL R AT A B . 28090 1T &, AB A ] AL T8 %
R A ) 3503 7 e e 1 65 5 L R D B ) AR AN 52 52 W) (R AZ IR ES [ 388 40 R AT AT 7 8 A8 T DX Ok
AL T4 BEEN 4 BE 0 57wl /B 37 e A, O a0 NS A IR BR AR 1) 8 4 <AL
TAZAER A% BREE ) 35 73 v I 9 2B R (AT — 28500 57 sl / B 37 Bk R4 1 22 5 A4
WRILAZATIR BN/ sLHA B YUEM . FridEimmT o 57 88 37 RimfEih. —4& 8P4k
MRBE T A5 2 /0 50 % R IAZ IR, 220 80 % R IR, 2270 90 %6 RAEAHIM %
HER B 100 % KSR I H IR -

[0393]  f41] a1, R 4 A< & B PR A% R W] A 3 00 BB 28 L % 07 BORK T TR) 3 e B R4S, 491 2, 36
L) B A T 5 2003/0175950 5, &5 2004/0192626 5, & 2004/0092470 5, 5
2005/0020525 5 LA J 55 2005/0032733 ‘5 iR R B LL . AU B ALEE BA A SCHTIR (R 1E
HR AT AT — PP e — P DL AT AZ R O S o B, E3RIE T 2 AR gE 54 (Blhn, B8R
(fFltn, MR EE ) A HEES . AR (aluric acid) K SCBEREIL ) D40 s . o4, w i
FH AR AU L0 B AR AT 536 IR 5 VR AS I A A 15, A T SRe A v 7 S B2 Wi ) F ack
IEAT LADICE | A A% IR 1 8 vl 50 5 008 0 R S P 5 4 DA 003 5 S ) I L8 SR AL RAE A
FE— 2500 77 =, IR A A B AR T B FE— A E— AL B AR R i e . A1t
S 77 A, — AN BN BL B TR 1) 5 2 1 37 U5 e 37 IR 57 Sk P i T
TEAZ IR B AL AL i i 37 -3 IR BE 57 -5 IEH B 2 R E B

[0394]  7F—2L5i 7y U, iRAE AN i B LR AN 2 & BT, Hoh N RAR IR T 40 5
HER R AR A R SR

[0395] W] 4 FH AT {1 J7 ¥ o B v B I A% R B ) 8 43 (3F 2 WL dn R A1) 56 1 B R
6,716, 583 ;6, 465, 189 ;6, 482, 594 ;6, 458, 543 ;6, 458, 539 ;6, 376, 190 ;6, 344, 318 ;
6, 242, 246 ;6, 184, 364 ;6,001,577 ;5, 958, 691 ;5, 874, 218 ;5, 853, 984 ;5, 843, 732 ;
5,843, 653 ;5,817,785 ;5, 789, 163 ;5, 763, 177 ;5, 696, 249 ;5, 660, 985 ;5, 595, 877 ;
5,567, 588 1 5, 270, 163 LA T 41136 [ £ H HHiF 2 HF :2005/0069910, 2004/0072234, 2004/
0043923, 2003/0087301, 2003/0054360 F1 2002/0064780) . Ak BHERAE—Ff H T & oH B 1
LR B ] 873 1K 735 o A AR HR A — i F T MG 1B AZ BRHE [n] 8 73 VRS0 mh 40 B R )
BT B AZ R B () 358 73 R 7 1
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[0396] W[ ixit A/ BEIRA S S E B iR G IR B/ B R 45 A B BR AR 1] 353
FE— 2652 b, AR A ) 40 AT A v R/ BRI R S R TR/ s R 0 45
HHRARRHKESW T, Prid & a ool / sCHREER 2 an, M br S G R 4
MR TR 52 R L B8 J 2 1 40 B R) 4 0 & Il L AR e B A B LR I G R 5. TE
— RSy AP A R AR ) R 4 T v E R/ BOR B TE SRS AT/ SRR S A
SRR AR SR, iRk A AT/ SRR S 0490 G, BB B (49
un, ok R 2R ) (2 At (BRI, R HCE 41 SR BRI &) s S ok
JAR S ) , 5% FE—2UsE Jy b, AR IR EE W) o nT A v AN/ BGRAATE S IR A / B)
R 45 B AR R Z- 50 h A8, Prd B iR/ BRI 0 439 i, 3ol S P R TR
P& ANV 107 B2« H 9 8 s VIS Tl (A9, IR e DRV 1R ) CHEAE 3 (i, iR 5=
E) IR PR IR A, 5. B 205 7 b, AR [ 3 4 R A VAT B
NIE SR/ BRI 7 4 5 WA R WK E AW AT, Brid e f / s R A5 7
40, DNA A% IR \RNA A% IR A& IFT DNA R IR A1 RNA 1% B A E0 48 DNALRNA ST DNA 1
BN RNA FJEATA & LR , 5555

[0397] W] A% A ART W 3R 43 1Y U7 v v b R/ R 0 A% IR R 1) &8 () A, Ol A4 Bk
spiegelmer) o 7E—SESL 77 A, AZ TR ] & 73 10 1 M AB IE I Z R TR S 4 T IR A AZ IR HE Ir)
okt / BORA . FeUE SRR RAL (SELEX) BUH UL R 7V gL M Z IR TR
A N 5 B R S AL R EE ) 3843 (1) FH 7%

[0398]  iEHEMESE A (AT HE S AZ TR HE ()35 43 ] i SELEX J7 VA ol R 7753 5, 44
ST TR EE A FVE SELEX J7 ¥ rh (8 .

[0399]  B. yHEAkEBS

[0400]  EVATT &, AR AL G A E AL 5

[0401]  ARSCH ) “VEALER 737 A g BE A% I i N AR 1) B 952 2R 0 B8 e 4 L 1) 43— R
WA BRI, FrdiG s o> B kA E R T tol 1 FESZAR IR — 55 28 &5 M ke
AR RIG-T- FESZAK . ¢ BYBEAE 2232 R BT DNA JAZ 45, B A4l & .

[0402]  7E—Es5it 77 2, Frd vl A0 20 v A0 N S e 40 i B b s 40 e, sl AT
Pl A o Pz 40 Hd AL FEAEANBR T - B S0 M« [ ot B A% 40 e SR AE S Tl 40 i . NK 41 B
YA T 4.

[0403] M ZZ4ifiw

[0404] B2 MR A o DT IR 2 EB A0 B o WS4 BRAE S5 Bl e R ME S S S R SR AP e e
RN RAE EEAER o W SR MR TE 5 AR R S B 52 5 T R O BEE A .

[0405]  ARSCH R B S L (DC) 7 A 48 7 B 40 o A, H A AN - B W B, BUBEAF
DC(mDC) F13EZ 40 fa A DC (pDC) (Steinman Z£ A , 1979, J. Exp. Med. , 149, 1-16) . X ¥ i Ly
DC WA s W@ BAT I CD1le (EEGFAMESZ A& ) 1 CD123 (IL-3Ra ) HFRIERX 7. pDC
A mDC B A — T ke e A AR Y PBMC BEIIZY 0. 296 2229 0. 6% .

[0406] AT “pDC” S Fif J¢ 4 MO A B4 5 40 e, I He AR 1 A8 Iy A A F ik 2
A E R IR S 40 B ) B . X 2 4 i 5% 2K 3R T bR 7R 499 CD123, BDCA-2 (CD303) FH
BDCA-4 (CD304) 11 HLA-DR, {H 2 A1k CD11c, CD14, CD3, CD20 B CD56, iX f# pDC 5 — B H
SEAMM - RAZ AL T 40K B 40 AT NK 4H AT LLIX 75 VRN e R ME Sz RGEI Ls) , 1K 4
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A0 Mo RIS ML Toll BEAZAR 7 R 9, T A 9 B A 41 11 A% IR e 6 43 B AG: 0, JIr 3k 9 743 A1 41
R AZ IR 11, ssRNA B CpG DNA KRy o ZE A ORI B 5 B AL 2 i, IX 24 i 7= A2 K T Y
T ZE (ETH IPN-a FIIFN-B) F1 11T BFHE (B, IIN-N), XA T %2
N FEZMAEHMEZENZHMEIURFAEY. B ERE T TR AR A
PR 7, R A0 MRFER SR A )2 2 5 NAR S TR e e Jse A SR A M e e S o AT T
TNK 0 T 40 B A R A B G 5 S N i T e 8 SR S B AR 4, BRI,
ATAE R SRR B A e e i v RS R B EMAE A (Liu YJ. IPC:professional type
1 interferon—producing cells and plasmacytoid dendritic cell precursors. Annu
Rev Immunol. 2005 ;23:275-306.Gilliet M,Cao W,Liu YJ.Plasmacytoid dendritic
cells:sensing nucleic acids in viral infection and autoimmune diseases.Nat Rev
Immunol. 2008Aug ;8 (8) :594-606)

[0407] AT “mDC” S Fa BEFE P AN L, HF BB ATIZR S LA A b Ji bk (2 45 5 e L)
TR S G0 i ) 070 o S S i e R 1A R T AR 2549 CD11¢, CD1a, HLA-DR B & BDCA-1 (CD1c) FH
BDCA-3 (CD141) HfE—Fh. "EAIIAZIE BDCA-2 3K CD123, X mDC 15 pDC #FLAX 3. mDC
HAKIE CD3, CD20 B CD56. 1A SERIERIE RGBT, mDC KIE Toll FEZAK (TLR),
%2 4035 TLR2, TLR3. TLR4. TLR5. TLR6 F1 TLRS, HL A% 41 B AU 25 45 Be s 15 2k« 7
R PRI BE 5 BT A i T B0 i DAy A A8 B0 i 52 0 L, DA T 3 A 0 D R e 1 CD4 A
CDST 4 fitd. Uk4h, mDC HAT =4 K& 11L-12 H1 1123 [IRES, X FhBE 1% %S Thl 211
8¢ Th17 40 3 S e 4R B,

[0408] W} 53 & B VF 2 SE AR (45 4n, 3L IR 88 R0 Sk 3508, B SR8 ) b A pDC &
W (Treilleux I,Blay JY,Bendriss—Vermare N %% A, Dendritic cell infiltration
and prognosis of early stage breast cancer.Clin Cancer Res 2004 ;
10:7466-7474, Hartmann E,Wollenberg B, Rothenfusser S %2 A, Identification
and functional analysis of tumor—-infiltrating plasmacytoid dendritic cells
in head and neck cancer.Cancer Res 2003 ;63:6478-6487.Zou WP, Machelon
V, Coulomb—L Hermin A, % A, Stromal—-derived factor—lin human tumors recruits
and alters the function of plasmacytoid precursor dendritic cells.Nat Med
2001 57:1339-1346) , & HLF 5730 2 B0 i i 988 41 i 43 3 F DX 7~ 90461 DC e #% (Gabrilovich
DI, Corak J,Ciernik IF Z& A, Decreased antigen presentation by dendritic cells
in patients with breast cancer.Clin Cancer Res 1997 ;3:483-490. Bell D, Chomarat
P,Broyles DZ& A, In breast carcinoma tissue, immature dendritic cells reside
within the tumor, whereas mature dendritic cells are located in peritumoral
areas. ] Exp Med 1999 ;190:1417-1425. Menetrier—Caux C,Montmain G,Dieu MC Z£ A,
Inhibition of the differentiation of dendritic cells from CD34(+)progenitors
by tumor cells:role of interleukin—6and macrophage colony-stimulating factor.
Blood 1998 ;92:4778-4791) o iX 4L Al #KT DC 4l Mo TGV A imr pi e S5 7 T R A AVEH
FHECZ T S RS EE b B8 DC T8 1 100 1) 70 Jbb 8 St e AR 10 A 2 i iy (e 8 PR A A . AR
R Tol 1 FERZAR 7 B 7K SLRE AT To L 1 BERZ AR 9 JBh CoG 24l Il i 8a fl A 45
Y pDC, M PR EE & & (Dummer R, Urosevic M, Kempf WZE A, Imiquimod in basal
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cell carcinoma:how does it work Br J Dermatol 2003 ;149:57-58. Miller RL, Gerster
JF, Owens MLZE A, Imiquimod applied topically:a novel immune response modifier and
new class of drug. Int J Immunopharmacol 1999 ;21:1-14.Hofmann MA, Kors C, Audring
H%& A\ ,Phase levaluation of intralesionally injected TLR9-agonist PF-3512676in
patients with basal cell carcinoma or metastatic melanoma.] Immunother 2008 ;
31:520-527) .

[0400] 78S 77 2 rp, Prads A KA 400 B 2 S A A AR 5 40 e

[0410]  7E—48SE J7 2, ik A B 40 B e A B S 40 i o

[0411]  7E—2esijti 7 A, ik i A 4 Re e e 45 & AN TLR7 B3 TLRS, H L BR A TH 1L
pDC 8}, mDC.

[0412] {5 —2BSejti 77 Srh, Prid b 46 &0 7 Be 17 S 1t 45 5 A TLR7 H1 TLRS, HH I REAE I
& pDC F1 mDC. pDC 1E & P K 1Kk Pk 4 Toll #5324k (TLR) 7 1 TLR9, Ho 7, mDC ik $5ME %&
15 TLRS. Bao M, Liu YJ.Regulation of TLR7/9signaling in plasmacytoid dendritic
cells,Protein Cel.2013Jan ;4(1):40-52, Hémont C,Neel A, Heslan M, Braudeau
C, Josien R.Human blood mDC subsets exhibit distinct TLR repertoire and
responsiveness. J Leukoc Biol. 2013Apr ;93 (4) :599-609.

[0413]  EHARRANANMY (NK 419 )

[0414]  FE—2E5pti 77 S, Frid v A 8 2 B s Ak B AR AR 4 e (NK 48 i) , Hiize A NK 48
Jl.o

[0415]  HARAAS (NK) 40— 40 M 25 1 Ik Lo 40 1, FLAA) R i 2R G ) F= 22 53 NK 4
Jf 2k H1 CD56 B CD16 [ZEIAMT T 41052 1A (CD3) R 2 F 5 ¥ &M P it 309k 2 40 i F) — > IF
Ao FriR B AR A% 40 I LA MHC =E B i 1t 7 U0 I R A e A I 4R B R e 75 51 % o NK 48 i
EFI I b8 A0 7 1 20 52 3] 7 R U T A 44 T AR Y o NK 40 VR S A i O 8
155 DA B OV A I A P R T ) R R i R 52 AR AL 2 A 5« 4 NK 5
LRI NK B 5 X7 T8 KA HIE A2 4406 MHC-1 7351 40 CDA8 A1 Clr—1b 2Z ZE A HE MHC
BRI o B A sl B A 4 i (532 B 5 ) 1 NKRBIE R 5 Rs A 32 4k (48,
NKG2D, Ly49H 1 NKp46/Ner 1) YA N0 S RIECAR (45140, MICA, MICB, Rael, H60, Mult1)
sopE IS IR R (B0, m157, MmgEss ) 7Y,

[o416]  NK 40 g A 3 7 7R s B AT 40 Mo B A 2 5 280 A ot v b B 3 229 2 4 41
Ji, I B AT AR XA I IR B i AR B e Uk 3% T BAE A (Reittie 8 A (1989)Blood
73:1351-1358 ;Lowdell Z¢ A (1998)Bone Marrow Transplant 21:679-686). NK 4 i /¢
B B a5 Bt B L i MO R S Ry 7 T R R FE AR G STk [R] B
Lowdel1(2003) Transfusion Medicinel3:399-404.

[0417] A NK 40 B il AR A0 M 25 P RN 5T AR O 40 B B (ADCC) 3 e 40 L ) e
I 3 RS B 4 B VA

[0418] A NK £ g pi BH 14 A0 B M s it s 2l B (el ) 5 5 il 05 32 4K
CD94/NKG2A ) C— Ha ) HE A 28 G M el — SE R S e BR el AR 32 A (KTR) 3o 3L
PEAS 50 NK VA A 1 T A8RR O B JRR R 7 B, b, AR e 1t HLA (RS A0 B T 1A 1Y
I 2REEALEED ) 55 NK 40 E R HMdIES2 ARG 5 o b J8g 0 ML AT — 20955 23 S G i 4l e, (437 2t
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CMV) _EF HLA 737 T A X Ah il B 22 H A B4 LA R O B SR S0 it 4517 NK 51 %
AREAL T 15 TS HE 20 0 ] 2245 5 52 NK AR S AR Al M . TLR7. TLRS B TLRO s
AIEAL mDC AT pDC IX P #, T A2/ T 24 TFN FF 3881 a1 GITR Bt i 2 28 S iy +» bl
JE T NK 40, MTTTAE B TEN-g T Z0E0E NK 40 fe 540 Dh g

[0419]  HIHITESZARIT A I, —ZH AR A A S BeBREE FFE 32 AR (KIR) 1) Tg— B IR, )
— AT 5K (NKG2, FEAN R T 5 CD94 FE R — 51K ) » KIR B 2 AN g ikt 4n
M A G R B 3 A5 R I 4 B AR 45 44 3 HL 5 HLA-AHLA-B B HLA-C 454 . NKG2/CD94 B4
Wy &ki& HLA-E.

[0420] il KIR BAT 23k 4 DI A &5 F 380, Pk 45 /38005 TTIM JF HA R RS &
L B0 i P KIR O 250 5 HLA-C 43 1~ 455 K KIR2DL1, KIR2DL2 A1 KIR2DL3, KIR2DL2 Al
KIR2DL3 £ 55— 420 HLA-C S5 ZE A, 171 KIR2DL1 45658 A5 2k . — 2 (i / W2
Jo M AR B — 21 HLA-C S {0 FEDRIRI S5 — 41 HLA-C 2507 FE R P 2 9% H. O AN IX 28 (4 ifn 5 /
Pk B8 41 R BT NK A 5 40 YA L 1 o

[0421] ¢ T-BH 35415 5, ADCC # Wk 4 &l ik CD16 /3 i, JF H ViR T K& T
B AR 4 25 M A R T2 Ak, £ $E D2, CD38, CD69, NKRP—1, CD40, B7—2, NK—TR, NKp46,
NKp30 1 NKp44. U6 AN, 5 RN 5 A 2 8 i LA KIR 23 1t o I BoME . A iX 2
KIR(KIR2DS1, KIR2DS2 H1 KIR2DS4) 5 HLA-C Z54, EA T4 Mo b b 25 f 155 S AT TR AR Sl
PEKIR AHIF] . 346 KTR $RZ TTIM, S i 55 320 NK 40 e ii AL 1Y) DAP12 445 2l KIR
HEEAL KIR BIERIERIALHIT SRIEATERE

[0422] e

[0423]  FE—8sti 77 U, ik i AL ER 2 Be e i AL IR 4l e . — B4R IE CUHR T TLR 7E
/N R BT E B E AN A AR P 26 3E . B, TLRT 48 TLR6 3B L 45 il < 7 41 IR A 22 65, 25088
/NERIP R AN I R 15 (Huang B 28 A, Toll-like receptors on tumor cells facilitate
evasion of immune surveillance.Cancer Res. 2005 ;65(12):5009 -5014), TLR3 7F
NFLIRIE 40 e h 215 (Salaun B, Coste I, Rissoan MC, Lebecque SJ, Renno T. TLR3can
directly trigger apoptosis in human cancer cells.] Immunol. 2006 ;176 (8) :4894 -
4901), IF 9% A0 8 40 M 3% 1& TLR2 A1 TLR4 (Huang B 2% A, Listeria monocytogenes
promotes tumor growth via tumor cell toll-like receptor 2signaling. Cancer
Res. 2007 ;67 (9) :4346 - 4352), JF H TLR9 (Droemann D %2 A ,Human lung cancer
cells express functionally active Toll-like receptor 9.Respir Res. 2005 ;6:1)
F1 TLR4 (He W,Liu Q,Wang L,Chen W,Li N,Cao X.TLR4signaling promotes immune
escape of human lung cancer cells by inducing immunosuppressive cytokines and
apoptosis resistance. Mol Immunol. 2007 ;44 (11) :2850 — 2859) 1 ik A e 40 e 14 . 78
N e g 40 it o & B TLR7 A TLRS (Cherfils—Vicini J, Platonova S, Gillard M, Laurans
L, Validire P, Caliandro R, Magdeleinat P, Mami-Chouaib F, Dieu—-Nosjean MC, Fridman
WH, Damotte D, Sautés—Fridman C,Cremer I.J.Clin Invest. 2010 ;120(4):1285-1297),
(04241 5%F Jih 8 40 Jf B9 A/ FH AT DA 25 i % A5 1), 49 s A8 N SL IR R R (LR 4 i,
i Poly 1:C il TLR3 B #:fl & MR 40 fwdi T (Salaun B, Coste I, Rissoan MC, Lebecque

SJ, Renno T.TLR3can directly trigger apoptosis in human cancer cells. ]
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Immunol. 2006 ;176 (8) : 4894 - 4901. , Salaun B, Lebecque S,Matikainen S,Rimoldi
D, Romero P.Toll-1like receptor 3expressed by melanoma cells as a target for
therapy Clin Cancer Res. 2007 ;13(15Pt 1) :4565 - 4574) o % —J7 11, AJilides 40 ffn 2 15 .
A INBETETER Tol1- #£52 44 9 I HLIE L CpG-O0DN Xf TLR-9 KA f & A549 Fl HeLa [1#l3%
R BT AR . R W, SRR UL U] TLR 1R 474 5 0 40 iu b 5 JF Hon] B
B )5 1 52 o e 4

[0425]  JEAN L7 AN S A R

[0426] ST &, A G AL 200 8 1 BT PUAR K TR /N 73 1 B A4

[0427]  fE—485j 77 b, AM RERr 2 ME 45 & A TLR7 Al / A TLRS.

[0428]  7E—Lsijiti 7y A, FEALA A7 < () HRBE RNA (ssRNA) , fLib b 24 ORNOZ2, ORNOG,
ssPoly (U), ssRNA40, ssRNA41, ssRNA-DR 8% Poly (dT), 8¢ % (b) T2 1k 25 L4, 1 2k #b 4
CLO75, CLO97, CL264, CL307, Gardiquimod & &AL (Loxoribine) | BRI SERF Bl I S48

[0420]  {E— 2L 77 A, WAL AR 73495 TLR Bi A& (TLRL) « Nod— #ESZAKELAR . RIG- FE52
PREEAA CLR Bl A CDS FEfkmk 4 MEKiE S

[0430]  fE—48S2 77 =\, i AL A B — A — AP DL ik B LR B TLR AYECAA < TLR2,
TLR3, TLR4, TLR5, TLR7, TLR8, TLR7/TLRS, TLR9 F1 TLR10,

[0431] AR —LE4RTE CAIR T TLR 76 /) BBl JehE sl 40 il 3 T 3808 . 4 4, TLR1
%2 TLR6 7525 7 /) B JbpJe 4 o 3R A /) Gt ok 8 40 J 35 < i 270 JUR /) Bl 40 L 28 P 2 22088 /)
SRR 40 i 22 3814 (Huang B, et al.Toll-like receptors on tumor cells facilitate
evasion of immune surveillance.Cancer Res. 2005 ;65(12):5009 -5014), TLR3 7 A
LI (Salaun B, Coste I, Rissoan MC, Lebecque SJ,Renno T.TLR3can directly
trigger apoptosis in human cancer cells. ] Immunol. 2006 ;176 (8) :4894 - 4901) h &
125, e AN a8 40 U3 1A TLR2 A1 TLR4 (Huang B, et al. Listeria monocytogenes promotes
tumor growth via tumor cell toll-like receptor 2signaling.Cancer Res. 2007 ;
67(9) :4346 - 4352) , 3 H. TLR9 (Droemann D, et al.Human lung cancer cells express
functionally active Toll-like receptor 9.Respir Res. 2005 ;6:1) F1 TLR4 (He W, Liu

Q, Wang L, Chen W,Li N, Cao X.TLR4signaling promotes immune escape of human lung

cancer cells by inducing immunosuppressive cytokines and apoptosis resistance.
Mol TImmunol. 2007 ;44 (11):2850 - 2859) 7E A fitf Ji 40 Md o & 2. TLR7 I TLR8 7 A Jii
J58 T 988 40 e b & B (Cherfils—Vicini J,Platonova S,Gillard M, Laurans L,Validire
P, Caliandro R,Magdeleinat P, Mami-Chouaib F, Dieu—-Nosjean MC, Fridman WH, Damotte
D, Sautés-Fridman C,Cremer I.]J.Clin Invest. 2010 ;120(4):1285 - 1297) .

[0432]  TLR /N AEY) = / 80UR B3R1F I G e S N 8 F U5 o TLR i AL 5 41
fi (DC) o TLR A& H & & a R S oo ush a5 el Bs g MU 40 N TIR (Toll/
HER A ) G IR B I 5>+ TLR YO AE D AN [R] G5 4 , 308 7% 4 “ PAMP” (i
JRARARIR 7> T o 5 TLR &5 G HUBCAR S RS A0 B N 15 5 B Y S S Y., 1 K I Y 1555
25 RAE PR 5 A B

[0433] W] H] T3 4852 UK 1 7= 45 P A sh R A R AN BR T 2 e E 8 R 2 K IR SRR
PEREERBE IR 2 0. 25 B IRIR W L2 A #F & 28 A profiilin, galactoceramide. g B¥
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Tk — BK. giucopyranosyl g it A (GLA) FT 3w W 57 (R848) . Ik 28 ¥ . JIG &5 11 71 fiis ol e
M A G M BE S 7. IRZBEH K2 MW ERE. MEEO VHHBEENS
Ty BG4 > B 3k 4 T S0 2 1) 45 A6 BG4 R AR A B b e 2 LB A R T i
(Galactosylceramide (a —GalCer)) ARARAA T(NKT) 40 MU vG AL Bl B e — JTK A Py
B4 I A E IR R Y . XS Toll- FEZ2 RN S RE R s,
WA L TRV 2 R (R S 45 5 TR R S ARk . AR R IR AT LLZY 10 ! B4
LOM " [MIZRE 186 o SRE BT Ky = Koo/ Kon (kope AR BRIT L K, N 45 A I8
50 Ky PR ED) o AT BN B AN TEh
[0434] C© K BT N4k £ 4 UM TLR. 4 4 M % 1 £ & [ TLR & §5
TLR2, TLR3, TLR4, TLR5, TLR7, TLRS &% TLR7/TLRS, TLR9 1 TLR10, 3 H TLR i@ it ER iz % %
Ko AWFA M]3 T AR TLR RABAKR SN . 4140, $8FE DC 5L “H L7 DC W2
(mDC) 444 R K IA TLR2 22 TLRS, FF Hp= 4 —IE B i br &4 (Fi4n, CD8O, CD86, T Al
IT 2 MHC, CCR7) , i 48 40 i Al 1~ FIHA Ak Rl - o 3 A ofil) SR B 7 A () 2 08 A 45 T A i s s
ME CDA+T 40 J AT R R Sk CDS+T di U5 | A 31X 4% DC SRR = R B PT R I BE )y 3F LA
HIEREAME PR 2B T T4 M. A5, DC 2R AN ke 2R (pDC) 7EVEAL J AU SR TLRT
I TLR, HH U IE 40 NK 4 T 4B . A2 AR ArTHRs s 2V 1 BRI, S0 T 110 M 8g 48 i m] %6 DC B
RE P A AN B s, AR e 1 TLR BB FE AL DC 78 Y7 0E B S 8897 bt T3 | R B #
P e 0BT AT BB AL Ui R T 5 2 TLRY V&1L
[0435] A4 O N0 HLAE A & BT oA A TLR S4Eh 700 F5HAS R T :Pam3Cys (TLR-1/2
B ), 40 B BE B 5 7= 90 (LAM, LM, LPS, LTA, LTA) (TLR-2 ¥4 3} # ) , MALP2 (TLR-2 ¥ )
5l ) , Pam2Cys (TLR-2 3505 ) , FSL (TLR-2 ¥#zh57 ) , B REEEME (TLR-2 $&3)7) ) , PGN (TLR-2
¥ B 3] ), polyribosinic, polyribocytidic acid(Poly 1:C) (TLR-3 ¥ ) #I| ), 2 B3
- BIRFFIR (polyAU, TLR-3 ¥BNH ), 18 ik 5 —L- Ma IR AR 28 4F 4 A e i L
- BHIEFR ( Hiltonol® ) (TLR-3 33h71 ), % B BEIE 5 R A MPL, TLR-4 ¥ B0 A ) ,
LPS (TLR-4 #3h5 ) , 40w ¥iEH A (TLR-5 #zh7) ) » FLA (TLR-5 3 #h3) ) , ORNO2 (TLR-7/8
BENF) ), ORNO6 (TLR-7/8 Bt 5h 7)), ssPoly (U) (TLR-7/8 k571 ), ssRNA40 (TLR-7/8 &
7 ), ssRNA41 (TLR-7/8 ¥ 5h 71 ), ssRNA-DR(TLR-7/8 ¥4 5h 7 ), Poly (dT) (TLR-7/8 ¥
), CLO75 (TLR-7/8 ¥ ) 71 ), CLO97 (TLR-7/8 ¥ %l 71 ) , CL264 (TLR-7/8 ¥4 5 71 ),
CL307 (TLR-7/8 ¥ zh#) ) , Gardiquimod (TLR-7/8 ¥#Eh#) ), ¥& R 7.5 (TLR-7/8 zh7) ,
DK s SR (TLR-7/8 ¥l 7] ) » B W B4l (TLR-7/8 #3171 ) A1 ODN1585 (TLR-9 ¥ zh ) ,
ODN1668 (TLR-9 #5171 ) , ODN1826 (TLR-9 #3517 ) , ODN2006 (TLR-9 ###))5) , ODN2007 (TLR-9
BN ) » ODN2216 (TLR-9 3zh# ) , 0DN2336 (TLR-9 #4zh71 ) , ODN2395 (TLR-9 #4Z5 ) » ODN
M362 (TLR-9 #3051 ) .
[0436] 7Lt 77 A rh, SEALES B
[0437] (i) TLR2 fBcAK, Jk B : (a) FCRICHILN =4, Hik sy HKAL, HKEB, HKHP, HKLM
, HKLP, HKLR, HKMF, HKPA, HKPG, &% HKSA, HKSP, F11 (b) &0 B 23 7= 4, ik ik LAM, LM, LP
S, LTA, LTA, PGN, FSL, Pam2CSK4, Pam3CSK4, BEEREESBE |
[0438]  (ii) TLR3 FECAA, Hiik B :Poly (I:C) Fl Poly (A:U) ;
[0439]  (iii)TLR4 MyECAA, Hik B :LPS 1 MPLA ;
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[0440]  (iv) TLR5 HyACAK, Hak B FLA MEERED ;

[0441]  (v)TLR7, TLR 8,5 TLR 7 Al TLR (B4, FLi%k B :ORNO2 (TLRS), ORNO6 (TLRS), ss
Poly (U) (TLR8), ssRNA40 (TLR8), ssRNA41 (TLR8), ssRNA-DR (TLRS8) , Poly (dT) (TLR7/8), CL
075 (TLR7/8), CLO97 (TLR7/8), CL264 (TLR7), CL307 (TLR7), Gardiquimod (TLR7), ¥& & 7. %
(TLR7), BKMESLHRE (TLR7/8), FlEGMESLE (TLR7/8) ;

[0442]  (vi) TLR9 fFCAA, Hik H :0DN1585, ODN1668, ODN1826, ODN2006, ODN2007, ODN221
6, ODN2336, ODN2395, F1 ODN M362 ;

[0443]  (vii)TLR10 HJEC{E ;

[0444]  (viii) #% 1 B - 5 5 4 ) B (NoD) #% Ko f&, H & B :NOD1 ¥ 3 7l
(C12-iF-DAP, iE-DAP, Tri-DAP) . NOD2 ¥4 zh %] (L18-MDP, MDP, M=TriLYS, M=TriLYS-D-ASN,
vk T lE (Murabutide), N- $2 ZFREE -MDP) A1 NOD1/NOD2 #4%)7) (M-TriDAP, PGN) ;

[0445]  (ix) —HPE{—FPLL L RIG-T F£524K (RLR) BIRECAK, Hi% H :5” ppp—dsRNA, Poly (dA
:dT), Poly (dG:dC), FH Poly(1:C) ;

[0446]  (x) —FpEl—FP DL b C A YEE R (CLR) KIEA, Hk B &R 28 AL,
HKCA, HKSC, WGP, F-REZE MR e -6, 6— — 1L 3riR £k

[0447]  (xi) —MiEl—Fh DL 40 M 5t DNA f£ %48 (CDS) HIBCLAR, Hk B :c—GMP, c—G-AMP
, ¢c—G—GMP, c—A-AMP, c—di-AMP, c—di—IMP, c—di—GMP, c—di—UMP, HSV-60, ISD, pCpG, Poly (dA:
dT), Poly (dG:dC), Poly (dA), 1 VACV-70 ;DL A&

[0448]  (xii) RYEAEFESW, Hik H : (@) NLRP3 R IR AR E S, Mk B 5
&, ATP, CPPD {4 1A, Hermozoin, MSU g4, 442K Si02, Je HA W % (Nigericin), LK (b)
AIM2 RPEREARE AW, ik A Poly (dA:dT) .

[0449]  7E—sbs it 7 =, WAL AU % IM02134, IMO205, MGN-1703, MGN-1704, Fi[ 46 5%
153 (Agatolimod), SD-101, QAX—935, DIMS0150, Pollinex Quattro, OM—174, Eritoran, TAK-2
42, NT-0101, T BIFHRF, 1T BT, 111 BUFPLE, 1L-12, 1L-23, TL-18, TL-7 5 1L-15.
[0450]  7F—esijifi 7y 2 A, SEAL 4 A% TLRT FH / 8% TLRS ¥,

[0451]  FE—Esijit 7y A, FEAL A BRI e e 455 N TLRT R/ BN TLRS, ARIE IR 7+
PEZhE 4 TLRT R0 TLRS IX PR (40, Il B4l (R848)) , HHILIE AL 343 BEA V5 1k pDC AT mDC
XPIE . TLRT 1 TLRS /2 5 RG KA ML AR . TLR7 B pDC F1 B 4 fe it kR k.
TLRS 5= %L mDC k% 40 I o 5 ik 4 P B 9110 Tl 40 MR R 0k o TLRT AR5 e MRS 135 AL 48 i
F£ DC (pDC) » M AERCR TR 1 2 TEN 3 HARIA KRR 5+ Pk 3oy v ek T
SN NK 4182 B 40 HeFl mDC 1354k . TLRS R MBS AL BERE DC. Bk 4N Ma . B4 g
BB BE AT A IO R4 i, AT AE OB 1 B8 TRN, TL-12 #1 1L-23, Jf HE A E/KER 126
MHC. TT 28 MHC FHALHE 5+, Frik T 28 MHC. TT 38 MHC 3Ll 3873 (€ ik P e v 1t CD4
FICDS+T 41 M [ 54k

[0452]  JEid TLR 3546 A Sz 4 Mo g oAt 38 43 87 ] B TLR RS A 4E e & (i, ok B
InvivoGen [] 293/TLR #R &5 AR40 i ) 1A,

[0453]  W]¥E4k TLR7 F1 / 8K TLRS [ HAh A 7 807 ] I8 A 2K B InvivoGen 1) 293/
TLR $5 45 A48 Mo 1 g PR 550, I HLAT 354k TLR7 A1/ 8¢ TLRS (9 Ho Al 34843 5023+ W] 4 i i 26 HoAil
T3 33 pDC ZE K% 1 &Y TEN Y88 3 mDC 2B i 1 &Y TFN A1 1L-12 #9#e ) LA B CD8O
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F1 CD86 [ IE I BE 7 M IR

[0454]  fefa i | 28 TFN AL s+ (0, s A6 pDC Al / B mDC FRIA ) GITR- Fi
A) A NK 20 0 5 A 350 20 m ad a1 A L B A% 40 RS I NK 40 i G B R R A bR S A
CD69 HIF LRI .

[0455]  REME VG AL MriRg 4t Ja LA HC 28 [y 40 BB T~ JF A i fn 1 8% TFNL IL—1a/b TNF 5k IL—6
Z A0 R PR A R R At P AR A R ) TR A

[0456]  BEMEEAL DC 40 JHd SRz 40 e . E et e R EF0 RN MM L B &ML NK 40 e T 40 sk
928 240 J P EL A A 23 B0 T ASE FH AR U L N 1 5 v A

[0457]  7E—Lsijt 77 XA, 40 ) 5 7 B G BT PD-L1 8 PD-1 Hudk (B BY) sl AR,
TEAL > LS CpG AR .

[0458]  7F—2L5i 7y 2y, JUALAE 88 ) & 0 S BT AR B v Bl 1 AR, A6 75
ALFEIRIT ), PGy e wn, Ay RIEEE R (i, Biik - 2904 A0 ad E AR H 5
). Bk, — S, Ak S IABTETUER - 485 (ADC) .

[0459]  TLR7 £ / o TLRS ahHI4s 44

[0460]  7E—sLsizj =, im0 2 i Rl (TD 45387 1%) TLRT F1 / B TLRS
PRI 2525 Erl Bz M Eh BRI

[0461]

{Rin .
(1)

[o462]  Hrp, AR IRAEIEA A BEBUANAEAE AL B, s N SIERRMAROERE I AT 5

[0463] X & SE -NR, R, &2 ~Wo—W,—W,—W,—W,;

[0464] W, fEAL g, ik, I 2L, Pudi, e del dh - fedk —S- Bidk —,

[0465] W, J:fb2F4t, —0—, 8% - NR,—, Hih, R, 24, fedkaliidL,

[o466] W, ;efb B, —0-——, —C(0)—, —C(S)— = -S(0),—,

[0467] W, je b #8E, —NR,—, 2o, Ry Je 5, ek sidit,

[0468] W, 25, Hedk, Mk, BRIk, Bedel 2k, B b gk, J7 5, JF 0%, 20 07 SR Bl BRI, el

AR A AN BN BLEIE B R A0SR BRI IE AR BRI, B AL, et M

T, RIS, BRBEIL, O, AT I, JRIRIE, NI, A, — el - Rk, — Bl - 5, —

- AR T7 AL, — Bk - RIS, —O0-R, —O0- 483 R, — KidE -0-R, —C(0)-R,, — %t

5 -C(0)-R,, — HEFE -C(0)-0-R,, —C(0)-0-R,, —S-R,, —S(0),~R,, —NH-S(0) ,—R,, — %%
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K-SR, — %% -S(0) ,-R,, —NHR,, —NR,R,, —NH- %3 —R,, %12, —CN, —NO, fl - SH, H
W, Ry MO AL, Be gk, ML, —— etk - BRI, D7 Ik, R0 I, QNI AE Bk AR

[0469]  Z J2 &, bidk, Midk, Bk, brael g, J5 3k, miRE 5, 2 07 26, 293k, AP i
— AR A B AN BL B G B R A3 F BRI e AR PR, AL, S, M,
I, T EE, F O I, Je IR, R, WU 3L, Ny, — BEAESE - B, —— WA - M
5, ——C(0) - HEdE, ——C(0) —0— HEdE, —0-C(0) - Ftdk, —C(0) ~N(Ry) 5, J7 5, Z2 53, —CO- J5
FEFN - CO- Z% 053k, Hodr, Ry 40 BRI HON &, P, iR, — fedk - 5 3Eak - st - 2%
PP

[0470]  RONEL, B, B2t mRedE, )i 38, J7 48, 2905 55, 24303, el i — A
— A I AL ik H R A5 BT M AR FR 3, e, B, MRS, I, BR g
By TR AT A AT, —NH,, if R, — BEkE -, — ik - TR, e - e, —
Fe— JUIREL, ——0-R,, —0- e dE -R,, — %eH -0-R,, —C(0) —R,, —C(0) -NH-R,, ——C (0) -NR,R,, —
Y3 —C (0) -R,, — %23 —C (0) ~0-R,, —C (0) -0-R,, —0—C (0) -R,, ——S-R,, —C (0) =S—R,, ——S—C (0
)R, —S(0) ,—R,» —NH-S (0) ,—R,, — J3& —S—R,, — %% 3L -S (0) ,—R,, —NHR,, —NR,R,, —NH- %%
B Ry, KIE, —CN A - SH, Hordr, R SIS AL, e, I3, e s 3E, — Bidt - BIE, 753,
AR 9 ARIAHE, B AR

[04711] n K 0,1,2,38(4;

[0472] Y K3 - NR.R,, - CRR,Rg BY - %idik —NH,, ©A T B — g — A ek—ALL F ik [
AN B R BT AR I, e, B E, M, I, NN, 8, N Ry, — HE
AR - B, —— BEERE - EEE, ——C(0) - ks, ——C(0)-0- ke, —C(0)-N(Ry) ,» 5585, A4
5, ——C0— J7EEM - 00— 4053,

[0473] M1, Ry, Ry AT Rg SN S, Bk, Mk, e S0k, e Bb Bk, e Bh e i, bimii g,
T, — Bidk - I, — fedE —C(0) ~0-Ry, — Hidk —C(0) Ry B — HiFk —0-C(0) Ry, Hif,
Ry 73 AT A &, Be sk, ARk, — Bedik - Dy Fhmi—hidk — 24053k, Hoh, Ry A S, ik,
g, 2R B A

[0474] {3k, X F1 Z —[FW]JERK 5 2 9 JoIfR.

[0475]  7E—2esjti /7= 0rp, =0 (T Ry X 22 So

[0476]  7F — 2L 5t 77 =0 b, X (ID R X 02 - NR, R, by e 2, — ke 5 W, — #E
B —0-W,, — %5 B -NH-C(0) -W,, — %% 58 %= -NH-C(0) -W,, — %% FE -NH-C (0) -NH-W,, — %% %,
55 —NH-C (0) -NH-W,, — %2 —S(0) ,-W,, B — ke -NH-C(S)-W,, Hrb,w, & b3ohe L.
[0477]  FE—sesiji 7 =0, 58 (LD) i Z W& et et 07 8 205 2 i AUe 26, 2
TP B — A2 =Nk B N AR R BT AR R e D7 R AT 2
FRINEE IR —— e IE - BEIE A EERI—N(Ry) ,» JLTP, Ry 0 Al S & e L iUk
B Wik - OB - i - TR

[o478]  {E—4bsiji 7 =, X0 (T Y Y H—NH,, — $EdE -NH,, ‘EATP E— M — 4
2N BB AR A A A RS T AR

[0479]  #E—2L5jE 77 rp, 20 (TD) i n o4 1 8L 2,

[0480]  fE—esijfi /7 X, X (TD) A R A R s 24 05 5, eAilh s — g — 42
=ANE AR EF R BRI AR R, SR, — ik - B, —0-R, —0- 42
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K -R,, — fEHE -0-R,, ——C(0) -R,, —C(0) -NH-R,, —C (0) -NR,R,, —— % —C (0) -R,, — 3L —C(
0) -0-R,, ——C (0) -0-R,, ——0~C (0) -R,, —S-R,, ——C (0) =S-R,, —S—C (0) -R,, =S (0) ,—R,, —NH-S (
0),~R,, — $iEE -S-R,, — 43 -S (0) ,-R,, ——NHR,, ——NR,R,, ——NH- %% -R,, Bi2%, —CNAI - SH,

Forp Ry M7 A S, B, R, e s, — B - RO, OF I, O A MR B AT
[0481]  {E—2Ls5jt 7y A, WAL 40 26 B3R L 1) TLR7 AT/ B TLRS #iahil. & 1 iy
B WAE R 51225 SR R AR JE R AE US4, 689, 338, USh, 389, 640, US5, 226, 575, US6,

110, 929, US6, 194, 425, US5, 352, 784, US6, 331, 539, US5, 482, 936, US6, 451810, W02002/461
92, ¥02002/46193, ¥02002/46194, US2004,/0014779 F1 US2004/0162309.

[0482] & 1 AXFMERY TLR7 A1 / 8% TLRS 343h5H

[0483]

2- 7 AR ok A [4,5c)
4 (CLOTS)

1-2- 7 5 K - TH-oK

[0484]
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4B A 2L B RAY
Hlaa-oF % PHok
3 [45-c] " ak -1- & B
{5 b {?j\}

4¢R%Q¢&ﬁkﬁ
;\_ ‘7%“5{*?““* {4 R :

E)y2-FEH2H (F t#
£ fﬁ )

N4 (-8 A2 2 11
2Rk H-14,5-c .\i%“ﬁi- ?;3‘;
(3M-001, 8%32.,-&)

745 A -7 8- B8 R
B (R 2R

[0485]
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4R HAE2-LREFR
e P 67,8919 &,
-Th- oo 3 [4,5-c] 8 Ak
-1- L8

4B a2 P R2-F
FR TR oihe ok ek
[4.5-cFbh-1- 2%

H2-G-FREJ AR
LRy BRAY

SO TH-oR ek {4,501 %

N-{4-(4-8R-2-T A-1H-
AT AT AR

[0486]
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-JH-sksk A S LR
AR L2 Uk 4

AR SRR

NA(2- 124~ B K 22

- RO 2T R A
SN2 LEA Y EVIB-
sl A o k-4

[IRTNTEEES 4 A

skl 34, S-g k- 4-88
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NP BRI TR
AW K OIH- ok =
[4,5-c]h-1- 51 &
R LE IR T AR

W k- LH- oK s O [4.5-
elebeh-1- 2R B Lon(3-

& EE

SR AR

N-3-(4- 8IR-2-T K- H-
& o o [45-c]% ok -1-

¥ sk

2T A-LB(F R m
EST E QR T
4,5 -C}fg"é‘@ﬁh_;_gyz,

[0488]
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N-{2-{4-F A 2{ LR R
B TH ko SF (4,5
clha- - ALY R
LED-LERA T

H4-8R2-LE R PR
FF{4 S Phek-1- R 12 F
R H-2-8

4B 2T RET
T
ok w3 [4,5-c] o otk -1-
AT A28

N-{3-{4- 2 & -1-2- B &
2-FRAHR(FRE
A IH-R o H-{4.5-¢]
ok T TR R P orkE

ey
ity

[0489]
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[ ART(5- B W A o m—
W32V R AT

FO-TH-sd 5H 14, 5-c
o138 ]-2- ¥ G238

A-RA(LRLT
R T -3 I
e B E R ok S P
FpkE-1.2-8%

244 B R -2-LRAY
A TH- R v 4 50
-2V R G
F 3 2R

S -TH-w o - [4.5-c1%
L T G B O
ESEE -G8 9 4

[0490]
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| BT de Mol I Mot
BRI EYF R LR
A28 —lw(dwfw TR R
FTH-sRed F 4,50
R4 }&'

ISR T RS TR
d2-BER2-FAS
BT H-wkd A [4,50] 8
ak-7- 2 ]-N-F BN
RS

,.ggg,“ﬁﬁ,&?}— \:'3.;? g& }}}ﬂz}" ,“f;i
LR Lo O I Bkt

i%ﬂﬂ SR T,
5 4. 3 ) 1H- O
[4,5cha-1- - Y
-2

[0491]
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3

sk 314 S b -8

Nefd-(4- B 22T 8- TH-
s I 4S5 LAf R R

IM-34240

IM-052

IM-BS4A

\,‘\;k\\\\\\\\\\‘

&
R
o B
By
b3

lo492)  fRithHh, AM LTI S FE SRR IE SRS
[0493] {5~ S5 Kol LA T3 (VITI) (OSEHIFT IR TLRT L/ 25 TLRS
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BFIECL 25 E ] RS2 I #h B A -
[0494]

o

{ VIIT)

[0495]  Jrfr, wwaw i HIEBAARIEREN AT

[0496] A1, V /& — NRgR,, Horr, Ry Fll R, 23 BB Hb A &, Bk, i, e de 3, i s ot
ORI AIE, B AL, SRR, — B - AL, — Bt -C(0) -0-Ry, — gk —C(0) Ry 5k -
Fidk —0-C(0) —Ry, Horr, Ry 2 &L, e gk, Ml i 2= Bl i fUbE 2

[0497] Ry A Ry, M7 MG, bk, fdt, 05 5L, pifAbesE, 2907 28, MR B2, 2 A1)
A — BN BL BT AR AR R T IR HU AR FR 2L, e da o, S 2, 4
BRI, K, NRy) , — BEAESE - B, — B - M, ——C(0) - i, —C(0)-0- ¢
55, —C(0) ~N(Ry) 5 J7585, A4 555, ——CO- 5L, DL R — CO- 05 &, o, Ry 43 RS ok &
Pk, RAESE, — fdk — JFAEEN — Bk - A0 EE STMOR L2 b SORR SO e LI

[0498]  7E—4bsizji 77 x U, dEAL A2 T 3 (IX) I 45 #4 AR %) TLR7 AT / B TLRS 3

7 -
[0499]
(1X)
[0500]  Hirr, === R XUEH B R, A Ry M HIE B H ARG 28, 8038, R, FIR, &
P EA 3 2 7 AR BRI R, FH Rg TP —AM2 -
[0501]
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&

wi\
[0502]  3f ., R, M1 Ry IS —ANEEL iR, 2—NRR, Bi—OR,, sR. F1 R, ALkt T,
kA B AN B E—OH A MBI SRy, S, Horh, gl — AN el — AL F—
OH TS HIE A 57 2 C, s=teme S WU, B 7 2 N, L S B SR IR, BRSTHIE [ <12

B Mk BRI R, B, B BER Al B L E—ORy BR, ARIEHBEUC, R ZEH - —
NH,, —NH (FE3E ) BI—NCEEHE ) 124 o T RUREIT, Ry AAEAE, B 2 b Ky HEREI, N, —

R, 5 R, B8R, A AMERIE BRAT 5 2 7 ASFRRE T AR 38 73 ANV AT ) 3 AN AT 1Y
AR, IFHL R, BUR, Y T — AU SO T 3E AR I 7 SR M AFAE s IF HY
HIAED PR D—A AR ARE B) Ry AZEH R, MR, RS —DARE O Z 52
NED)N—R, 55 R, 8RS —MERIE A 5 2 7 DM BRI 57 AN AT,
AR ZEH . US20140088085A1, HH 2 JF ) 4y A Al 1 5 | IR AAR L. R ARIE R
2 PTIR SN AT REAERRAL P I A, B, e A R, SR,

[0503]  fE—sti U, A (10 M EMHRIR, &2 -

[0504]

K

Y

- AR, ,
Q"
/_,» fff’}\\;e\. (_,/F\\,\;‘! P

ié“""ﬂ's\j\ﬂf” o ﬂ \T >
< , N
£ a2

[0505]  ph4h, £ (IX) K&, R, FIR, 2R D—AAEE, 80, B, R, FILR,
FI—A ki, R, AR, A — 2. mH, X (X)) HRLisal R, BUC. FEAIE KL
77, R, R R, X F A A b, B, R, R, P—A2 R R FR, R — D 2.
B, 2 (IX) i Ry AN 2E -
[0506]  FE—LEm] ki s =0, Ny fsl (O0X) WP R, B R, WP I —DMERE A 5 2
T AR AT S 3508 70 AN AT R B A AT 2438, 35 H, R, BUR, FI S — M RE B
Ty N T N IR AN RN B ) 7R SR ASAEAE, Sorh, Pl B2 oo Eh, 53, 46040, BTk BR A2
[0507]
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7 \/‘ \\' &
[0508]  7E—dEsijti =, X (IX) MALA I R, B R, P &b —ANASRE, 8L, B
U1, Ry F1 Ry JEREIE AR IR, Forb, BT IR VORISR IR JE . Wik, =8 (IX) itk &4
1 7 J2& No
[0509]  7E—2esjiti /7 =rh, dEALES 72 Tl (XT) 1&s /AR 1) TLR7 1 / B TLRS ¥#3))
7 :

[0510]

(X1

[o511] P, R, B H : —NRR, FI—0R,, ;R H1 Ry AR e, Horby, Prid gy — ki —
AL E—OH AR B - AR 5By A LeSE, Horh, iR e gl — 48— AN BL B —OH fR 1B s HUAR
Re Fl R, ARARRGEIE, 83, R, MR, HiEBTH AR F—FERAA 4 2 6 ML
VAR R lan, 20 (V) BE S Re AR, 5 4% T3 B SUR 7[R A Y
FeIR, Jorb, FTIR A AR s ot o R RO B TR BB I ] RE R I B s P B — A, B
41, —NH,,

[0512]  FE—en] kst =04, X (IX) 80 XI) A1 R, f&2—O0R,g, HH, Ry eI &
Heo AT — 5Ty b, A (IX) 80 (XD A Ry 2 —NRRy, 2oy, R AR, B A BERE B8 4
NI T H, fE— 285z 7 U, R 5] Ry P A D — AN A ——OH B e 3%, 3F H., R,
R, D —A2

[0513]

[0514]  JEHA TR R, 8K R, /2N ZE.
[0515]  ZE—LEml k(s =0, TLR 21k B LA L &4 -
[0516]
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[0517]  wmgEHh, FridMb &k -
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[0536]

RE® W oay
[0537]  HHp, Y J2& CF,CF,, CF,CP.R® Bk O7 FEIR B A% 75 530, Horpr, BTk 75 JE A R0 i 2y 5% 2k
B — A — AN AT i B A FE HFE L Br. CNL OHLNRR'. C( = 0)R*\ NR°SO,R’., (C,~C;
FEdk ) ZFEER°0C( = 0)CH = CH,~.SR® 1 SO,R” [(FEFIHUAR, I H., Fo b, Bridk 5 LR RpT A
T 57 IR — Bl — A — AL R B . CL. CFy. CF,0- HCF,0— Bt b R A
ArO- [FJZE T AR
[0538]  R'\R® AT R* M7tk [ H el AGEE Ik Al gk IR G2 IR e 2t L 5
SRR 5 3, Hordy, Bridk ek BTl I B e 36 L Tk 2 B 35 L T IR BRE 5 L I A 445 25
BT Fe RGeS BT I 75 LR BT I 2 05 A — A sl — A DL B B e gk R VR F
C1.Br.I.CN.OR°*.NR°R'.C( = 0)R°.C( = 0)OR’.0C( = 0)R’.C( = O)NR’R". (C,~C; kit ) &
FE | CH,0CH,0-. R°0C ( = 0) CH = CH,—. NRSO,R". SR® F1 SO,R® {3 ATk L ELAL,
[0539] =}, R* AR SR T3 1 R — (R 8 R MLRT 1) B350 4 AN VR0 (R B 3, S, p
R — AN DA E AT R B eI RIS BREECFL C1LBry I CNL OR°\NR°R', C( = 0)
R°.C(=0)0R’. 0C( = 0)R\ C( = O)NRR'\ (C,~C; %tk ) 2 HE CH,0CH,0-. R°0C( = 0)CH =
CH,— NR°SO,R"., SR® 1 SO,R® 112 T iE HBEL AL 5
[0540]  R* A1 R® 7 ik [ :H. OR® NROR' Ve AR 2E LI L Aot 3 R BE 3 L BRI I L AR
Bk 5 BE R O Fk, Horp, BT b gk | B A 2k PR bR S L BT IR e ik TR BB I L Tk
IS T IR FR RGeS IR 7 FE RN 2% 05 4 — N B — AN DL BTk B e A 2 LR
F.Cl.Br.I. CN.OR*.NR°R".C( = 0)R°.C( = 0)OR°.0C( = O)R*.C( = O)NR'R". (C,~C; }5t %= )
S . CH,0CH,0— R°0C ( = 0) CH = CH,— NR°SO,R". SR® F1 SO,R® (1L [F1 (1L HLEUAY,
[0541] R, R FR* Jh 7 #s Ky :H.F. Cl.Br. I.OMe. CH,. CH,F. CHF, 8% CF, ; L\ &%
[0542]  R° 1 R BRA7HBIE H (HBEdE  MRdE BRIEE ARt B A I A R e 3 L DT 3
M2 5k, Jorh, BT fedi T i A 2 L T IR J ik | BT il e i Ik T B e 25 L iR R4 22k L P
TR ZR e T I 5 B R Tk 2 05 B — AN AN DL B RST e B e AR VR L FL CL
Br.I.CN.OR°.NR°R'.C( = 0)R°.C( = 0)OR°.0C( = 0)R°. C( = 0)NRR". (C,—C; it ) &It
CH,0CH,0—. R°0C ( = 0) CH = CH,— NR°SO,R". SR® FI SO,R® fj LA T-1E HBHLAL
[0543]  ©}, R° K1 R 5 FER T3 110 R — [ 8 RTS8 20 ANV R K 2438, S, pr
RAIAHE A LB AT R B eI RIS BREECFL CLLBry I CNL OR°\NR°R', C( = 0)
R°.C(=0)0R°. 0C( = O)R\ C( = O)NRR'\ (C,~C; %tk ) & HE. CH,0CH,0-. R°0C( = 0)CH =
CH,~ NR°SO,R’. SR® Fi1 SO,R® ({3 AT E BN . #E—2ESeit /7 30, R R AR 3 B AL
FE— ez 7 2, R R™ I R™ 43 W&, WO 200702461242 2 FFI-4x 3 N 2538 5 | FH 3F
AR o BERAREFE 2 PR Fsh ) B m] G R s A 1 — A, 451 an —NH, .
[0544]  7E (XID MIALADH—2e sz /7, R 2 OR", fE— 28l 7 b, R 2 e,
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flhn, (C, ) k. ERFERSCE U, R 2 5.

[0545] 70 (XID) HI4LE—2esjti 70, RY & NR'R'. 76— 285 7 U, R°
RYMSTHh Hogedk (i, (C,q) %3k ) siukess (B, (C,,) BidIE (€, ,) %idk). 7F
RS B ST Rorh, R® R 7k H 235 PYSEER CH,CH,0CH, . 76 (XIT) KILE 4
— sty P, Y R ITEE, BN, 23, 2SS IR ¢ (= 0)R® AR, B,
S -RC(= 0) KK, 7E—2esgifi 7 rp, R OR®, NR°R BRZYH et . 76— 285z 7 X,
R® A1 R Shor o H sibeds, B, (C, o) fidk. fE—LeAhsofE 7=, R® Ml R Hidhe 13t
FRREIR TR 4 £ 6 JURAIGEIEER, Flan, ikt fE— szl r A, Y2

[0546]
o Ny 5 S

::§
N

Q MB «ﬁk P H

A

(05471  fE3\ (XID) HIALEIE— LS50 AP, ¥ 72 CFLCFso

[0548]  fE—25i U, AL o A2 ol (XTTD) RYZF BT AAER I TLRT A1/ B TLRS ¥
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[0549]

| NHz o
[0550] i o7 JE HBedE B JEBRIE . A dh IR AE L IR b 3k DT 3 e 0 B L OR® Bk
NRR', Horfy, Brak e 3k i o 3 L BT aR e 3 | BT ik Jk ke 3 | BT ik IR e 3 | BTk Z8 3R bt | prik
JF LR TR Z 5 A — A AN DL B ST ik B B AR R Bl CLL Br. T4 CONL OR’,
NR°R', C( = 0)R’. C( = 0)OR’. 0C( = 0)R’. C( = O)NR’R'. (C,~C, i3 ) 23 CH,0CH,0-.
R°0C( = 0) CH = CH,— NR°SO.R". SR® 11 SO,R® )3 BT Hu Y A
[0551]  R'RO\RPAIR PRA7HIIE B H B RS BRIE  JRbidt R IR 3E  Ze bt |
77 FE R H 5 H, Horh, B e gk IR A i L Bk Bk L BT IR S b ik L BT R IR R L T IA I
JE IR FR BT Ik 55 SR I ads 2 07 g — N Bl —AN BL B RST e B ek A Ik LRI
FLCl1.Br.I.CN.OR*.NRR'.C(= 0)R*.C( = 0)OR°.0C( = O)R*.C( = O)NRR. (C,~C, 1% )
3 . CH,0CH,0—-. R°0C ( = 0) CH = CH,—. NR°SO,R". SR°® F1 SO,R® [y FIE L HBEUAT ;
[0552] B, R' Al R* e T b J5 7 (A B B R (3 sl 43 AN VLR (0 B B, o, BT
BRI — AN B A LA ST 3k H B3 RS HREE L FL CLLBry TLCNL ORP O NR'R', C (= 0)
R°.C(=0)0R’.0C( = 0)R’.C( = 0)NRR"\ (C,~C; %t ) 2k CH0CH,0- R°0C( = 0)CH =
CH,—+ NR°SO,R". SR® 1 SO,R® [ 2 T 1L HBEL AL 5
[0553]  ®Y, R® F1 R —[F] M4 5
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R°0C ( = 0) CH = CH,— NR°SO,R". SR® F SOR® [ F AL 1E HEE A 5

[0560]  R'\R*\R*AIR 7ML [ HBedk MG BRIE bk IR ARS8 A Bt
b S S W D Y i NS Y R N B Y S NI OB N B G 2 N ¢ N 2
J IR FR BT Pk 55 B R I i 2 07 gl — N Bl — AN BL R RST HE B ek A R
FLCl.Brs I.CNLOR*\NR°R'.C(= 0)R°.C(= 0)OR®.0C( = 0)R°.C( = O)NR°R', (C,—C, ki3E)
5% . CH,0CH,0—-. R°0C ( = 0) CH = CH,—. NR°SO,R". SR® F1 SO,R® (L [F T HLELAY, 5

[0561]1 =X, R' A R® SR T3 08 IR — [ 8 B LR 1) S50 20 AS VR0 R B 3, o, f
B — B A LA BB R B RS AR BIE L CLLBry T CNLOR®\NRR', C (= 0)
R°.C(=0)OR°.0C( = 0)R°. C( = 0)NR'R'\ (C,~C, HtHE ) & FE. CH,0CH,0-. R0C( = 0)CH =
CH,— NR°SO,R". SR® 1 SO,R® [ 3 T 1L HBEL AL 5
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R FRIR T TR O LT I 2% 5 Bl — AN Bl — AN BL B ST bk B BRI IR FL CL
Br.I.CNLOR® . NR°R'.C( = 0)R°.C( = 0) OR°.0C( = O)R°.C( = O)NR°R'\ (C,~C; Jt s ) &I
CH,0CH,0—. R°0C ( = 0) CH = CH,—. NR°SO,R". SR® Fl SO,R® {FL [F (L H BUAY, 5

[0565] =k, R® Fl R" H3Ede T30 b0 57— R0 M R () S0 20 AN LRI (¥ 2% 38, 3L, BT
RFRERA A A BLE STk B BERE MR S FL CLUBry ILONVOR\NR'R' C (= 0)
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[0579]  R* ARFREUE T HUR K sl AR HUR K e 55 - B R IR B B R ) AR 22 AR ¥ sl AR A
R pR A B BT SR BB e 2 5 DL K

[0580] R'ARFREAJR F FRIE HEATE FEATEIRIE i AOE 3L | o1 ARBE 4L L BRI sl R Y
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[0585]1 X’ f8& NR*;

[0586] Y’ fRFTFBEDY C,—Co WL ;

[0587] Y’ fRFFEEDK C,-Co WHLIE ;
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B C—Co MAUBEAEZE 2 (NHy) « (B3 ) —C=Cg Bz 2k ( =) —C,—C, Fedb 2 sl 5
R T UL AT e — AN — AN DL 1k B 2 AR 1 A 2% JR - 1 Cy—Cg M T 2%
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—ANCL BT F e E RSB C-C AR 2E L CyCy BRARZE VR (NH,) « (BB ) —C,—Cq St 2
A () -C—Co B a UL L A M AR A — N s — A DL_E AT %k B A0 5
AL R AR 2% SR 1) C—Cg MLRIZRER 1Y) HUAREATE H HAR, Forp, Pk C,—C BRAREIE H -
C,—Cy BEFEIRATE | C,—C, MFEPRAIE | C,-Cy BRIEFRAETE L Co—Co J7 FEPRAIEM Co—Cy 24 7 T T
AL, TR AR S TP R — AT — BN DL BT H R R R C -Gy SR
AR FE I EUAC AT L B AR, 25 R 2 9 AU TP ik DR - LS AN B I 10 5 TR 243 4 — 8K
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REEATIE A, 8%
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NR'R" | NR"*SO,R”, NR"°CO,R”. NR"’COR” [{J EXfCIEAT- 1L B AL, 8K

[0596]  (iii)C,—Cy JEdk\ C=Co Mg\ C=Co BRILEN C-Cy MABEE, AT BB — AW 4 —
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ARSTHIE B C -G etk (HFRIE . C—Co AT C—Co FEAIEIRIE 2L C,—Cy Bz 5L
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Jot s ILE S o TP T TR HR i  WIRIE 255« P R e R BRI AR B HBIUAR ) | C,—Co Mg (Bl
FEEHLEAR ) | g 3R Rk VI R IR VR | C—Cp R 2 . = —C,—C, eI 2 2k L NH,C (0) -
Ci=Cs %% NHC (0) - —C,=Cq %% NC (O) = (=G %%&%iﬁ%w C,—Cs %%ﬁﬁ%@ﬁ%\ Ci—Cs %ﬁlﬁ%
BRILEIE | C—Cy B piIE IR 2UIE ORI (HORIE S P IR A AR ) L b Be 5 | bt e
J WRIE B 2 W e Ik s g 5 ) B IR BB LAY

[0597]  RURERE L C,—Cy HEdk C,—Co M . CyCy BIE L Co=Cy FRBEIR SN, & AITTh I —
AR — AN B AN DL BT [ R R VAR TBUEE S C—C g G C M ZE C,C BRI
C,—Cy FREEHE L OR™. S (0) R™. CO,R'. COR'\ NR"R'", CONR'R""\ NR"*COR'". NR"°CO,R"*, SO,NR"’R"" |
NR'°SO,R"™ 8K C4=C,o 75 & 8 Cy=C,o %05 35 B AR IR 1 HUAR AT JE MU AR, Jo A, Co=Cy 05 81
CsCro 2475 FE BRI — A B — A DL BT [ C—Co Je 3 . Ci—Cy TR i 5. S (0) RS
CO,R™, COR'®JAJE B U (U IR AT HO AR 5 L
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[0599] R° AN R" SR TH EER TR 3 JCE 8 JULF ) 8 2 AT AL 38,
ARG HIE E A % B A S(0), BRI AR 7 B EE A, Prid ] g — A sl — A ELE
BT M R FRIE  BRIE VEIE L OR™, NRYR™, S(0) R, COR™, CO,R™, NRR™, CONR*'R™, NR*
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RZB\ %%%Ej CG_CIO %% y C5_C1o %%%E‘JEX{&%H:IZEi@EX{J@ /E\ZEF' ’ %%%Ej Ce_cm %% s C5_C10
He 07 TR A AN DL BT HIIE B C -G B K2R R IR BRI A B AR B HBEUAX
[0600]  R™fREZAL, COR™, COR™, SO,R™, C,~Cs HEIEH C,=Cy FRBEIE, TP E— A1l 4 —
A e — AL RS MR H 2 R NRTR® (B AT I HB AR,

[0601] RIO’ RH, Rlﬁ, RN, ng, ng, RZI, RZZ’ RZG, RZ? ﬁ RZS %%Uz&iﬂﬁ’fﬁ%@%%ﬂ Cl_cﬁ %%g—z C3_C6
Wikt

[0602]  R™ I R” 43 BT HAR R AN C,-C HEFEBK Cy=C FBESE 51K

[0603]  R™ Al R” 5 TH EEIRF—RBE MK 3 J6E 8 TR0 4 WU 1 2438,
AR &A% H & S (0), B HAL AR R el e [

[0604] R’ R", R"™ FlI R” /L C,—C kdtnk C,—Co MkEdt ;
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[0606]  R™ fREE A — 48— LA Mk 3 RSk OR™ (AU JE AT 328 1 BUAR 11
C,—Co BEZE 5

[0607]  m.p.q F v Z3 RS HARR BEE 0.1 B 2 ;3F H.

[0608] A 4R 3K CoCyp 75 8 B C=Cy, 2% 7% KE. 2 UL W02008004948A1, USS, 138, 172, #il
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[o611] 1, R /& Me 8 H.
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FRFE A ~C (0) CHNHLR®, Ho, RT 2R I SR B R IR pe 3, JF B R A2 H, s R BER BRI
Bk

[0617] R’ & H, 0, OR’ B N(R”),, Horpr, R® Jhsrdty H sededit, 3F H, Horp, RO pdsr i o,
BRI AR BUAR e 2, bt olias R 58— R U W SR BAR 6 243 e 5638, JF AL,
Ho, W3R 2 -OH, FBA R EEFH H 1) 28— AN R AMNE e R LRI F] —C (0) CHNHLR?, L- 5%
D- S M EE A —C (0) CHNH,R4, 23 W, US6, 924, 271, %26 H L FI 458 N A T 51 H IF AR
o

[0618]  fE—bsjil 5 s rh, R L PG & /b — AN &AM e I R FEE R 2L 2] —C (0) CHNHLR?,

L— 8% D~ S LRI [F] ~C (0) CHNH R, Horpr, R J2 AR (K sl AR BUAR e 36, I HL, 2oH, BRI R
FEFEH, R & OR® BUNRY) ,, Hirr, R® A7 il ik Hjik*%,ﬁﬂ,,ﬁlj R@_Li’@jj H B4R
(R AR AR B R R, 803 R 55— AT OB SR B R R 2R B 38

[0619]  7E—4L5jfi 75 5, R FEHI it 22 b — N0 L- 2SS S A C<0>CHNH2R“MEP R
SEBUR A ECR B A kE 3L, JF HL, Hod, R G R ZEF1E H R 2 OR® B N(R®) ,, Hirpr, R J2HL
R BEEE, I35 H, Hodr, RO Azt 2 H s EUC A sl R B e ik .

[0620]  7F—4esti 7 A, R S 1 &8/ — AN - IR FE ] —C (0) CHNHLR?, Hoep, R?
J& —CH(CH,) ,, 3¢ H., Forh, TR iy R' ZEF1 2 H, JF H R 42 OH,

[0621]  7E—2&5zjti 7 Urp, TLR7 A1/ 8% TLRS sl B F Atk &4 -

[0622]
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QOH

o

[0623]
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[0624]
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A B

[0626]  FE—LLsij 7 X A, WAL A B A IR ZE M TLRT A1/ 8% TLRS $3h7)
[0627]

ol
o

&
o
&

DRY XV, X (XVIb),

{XVilc), s ™ {XViid},
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N e
{(XVile), X\_"‘*‘ (XVHD,

=0

& (XVIHg), VAR {XVIh).

[o629]  Hirp .

[0630]  R' 433k H BRERAR (0 s AR BUA R R et I i B bR, s BUA R A B R BRAR 0 57 2 B

He 55, TR IR B T I B IR R B T A — A B—ABLE 0, S BN %51 5

[0631]  R® & H, OH, SH, &I 3%, SHUR 1 BUAR B IR Bt 2k 42 B, B R 1 sl AR AR

) —0—( ik ), —0-( F53% ), —0- (& 753k ), —S—( ek ), —S—-( 53 ), -S-(Jho53L ) , 753k

BN T 3, TEPTR R 25, iR m B s i e rh 4 A— AN B— AL 0, S BUN 4R 7

[0632] R’ & H, OH, 5 SH, BREUAR 1 B A B 1 e 3, Mo, 3k, 75 8, 2405 36, —0- (¢

F), 0-( T EE), 0-( R 73 ), S-(kt k), S-( %), S-(F& 7 &), NH( &

B, NHOFFEE ), -NH( 24535 ) , -NHRY) (B ), -NH(RY (5556 ), 80 -NHR®) (F2545),

Hor, R ZEUR ISR BUR R 5

[0633] X ZO0HS;

[0634] Y /& H, X, OH, OR", SH, SR*, SHXAR ¥ AR BUA R e 3 0% 25, DL

[0635] 7 /& H, % 2%, OH, OR*, SH, 8} SR*. Z: I, US7, 576, 068, 1% [E L | (43 Py A i

SIHIHFAAR

[0636]  7E—485Lti 77 Arp, WAk A B R A (XVILD) &5 #) ) TLR7 F1/ 8% TLRS ¥
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il -
[0637]

Y
aay
i

{(XVIHIL
[o638]  Hirb .
[0639] Y—7Z /& —CR'R™—, —CR'R*—CRR—, —C(0) CR'R™—, —CR*R°C(0)—, —
NR*C (0)—, — C(0) NR*—, —CR'R’S (0) ,—, Bk—CR’— CR°—;
[0640] L' &—NR*—, —0—, —S—, —N(R®*) C(0)—, —S(0),—, —S(0)—C(O)N(R®)—, —
NR® S (0) ,—, —S(0) N(R®) — It

[0641] R J2bedk, BUR IR, pifRbEsE, %, BUR AU 2, gk, BRI ek, Jubi s,
AR 1) 2 ot 26 BB AR B B, B BR e 356, AR KU B B o 2 298, AR I 2% 3R, 2B ¢
52, BRI 28 IR B 2, 05 JE e 2, BRI 5 2 e 2, 2% 05 JE e 2, AR 2% 05 ZE e 2, T 34
P it MUV SAT e B SPAS7 AT oo S MINPAS AT of S VR A oo S AV B SAT
B, I 5 FE AL SR W % 5 FE A e 3

[0642] X' 2P BEE, HUAR I e 3, 24 0 e 3k, BUAR IR 2% 0 e » 0975 22, AR I W 4 25
S B A (1 S0 o 5 L B B0 5 B R OB AR R 3 B [ 2 IR 2 . —NR™—
,—0—,—C(0)—,—S(0)—, S(0),—, stk & ;

[0643] D JEBRIN, HUARIIERIR, 2R BRI 2538, o, Frad i3 iR AR IR 2R L ik
PR BT IA B ARl — AN B AS —L*-NR°RT BUAR 53k

[0644] D 2N, BURIKALIR, 2475 S s BUR K 44057 55, Horp, B 2438, BTk BUAR K 2438,
PR A% 07 s TR BRI A4 07 B & — A E AN ER T

[0645] L 43 BBk ST ;o W e 3k, AR e 3, 2% 0 et , AR O 2% M e it sl A i
[0646]  R® 43l o7 Mt ok g 22, U3k, B, WSS, bk, BUR I b, B3k, &3, Jubids,
BRI ke, beda gk, mfkedt, mifUbesa 3k, —CHo, —C(0) OR®, —S(0)R®, —S(0) ,R® ; —
CO)NR'R™, —N(R") C(O) R®, A, BUAR IR IR, B PR B, BUAR IR BR H pe 2k, 4 2 , B (1) 4
B, BRI, BURIIBRIE, —S(0) NRR™, —N(R”) S (0) ,R°, —N(R*) S (0) ,0R™, —0S (0) NR'R"
[0647] n+2£0,1,2,3,48(5;

[0648] R R* 43 HIAST A H, Fedk, BURIIBERS, pifke3E, Jubi s, BUIR G A4k 2k, ik
I, BUAR IR B, B B e 25, BUAR B R BE 356, 2430, BUAR W 24 30, 28 B0 e 2, AR 1) 2% B ¢
Fs, T g g, WA O be 38, 207 R 55, BAR I 2 07 SR e 25k, B I e 255, AR Tk B4
A ST AT e SR INPAS I A ot S SAY R S E NP A o A L AT e iy
BUAR [ 2% 75 36 A e 3, 3, B3, OR', —C(0)H, —C(0)R®, —S (0)R®, —S (0) ,R®, —C(0)
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OR®, B{—C(0)NR'R" ;E}
[0649]  R*FlI R* SR TH L AUBER— R b R BUAR IG5 R 28R BEAR [ 24 R, B8R
[0650] 4 R* Al R A7 TAHFEN 85 IR+ B, RY R0 R 58 T3 BB — R B i—C (0)—
a{—C(NR®) — ;8%
[0651] &%*ﬁ@%ﬁ)fi%tﬂﬁﬂﬁ/{\ RY SR R S T s [RB R 3 J0 & 6 Julk
R, BRI BRI, 28R B 2%
[0652]  R° 1 R' 43Sz iy H, k“ﬁ HUARIIE 5, M3k, ARG 2, o2, EUAR IR o 22,
AT, At 2, BRI e 28, W BA, PRI 3R, BRI , BRI IR I e 228, 2938, Y
B, 2 Be 2k, BRI R bt 3k, 05 e be 3k, UG D7 JE ek, 2% 07 e 3, BUAR I %
ﬁﬁr’% IREFR i dk,  BURHIIRFN A2, 23R bi g, BUARI 28BN b I, O FE i 2k,
BRI 5 B e 2, F 05 B Db B sl AR, Eﬁmﬁﬁ%%ﬁ%, —C(O)H,—C(O)R’, —S(0) R, —
S(0),R®, —C(0) OR®, BX—C(0)NR’R", S(0) ,NR*R" ;K
[0653]  R° I R" SR T3 BIE— B BRI SR BRI 2L IR, iZ 2] &5 —
—NLLEEAN, 0, P 8E S RAMAZR R 1 8
[0654] R'5 L’ LA HHERNN —FE R SCREURY 3 J0E 8 JUAIR, %A 1]
TH—AEALLEEAN, 0, S 80P ISSMY 2R
[0655]  R° J2& H, %3, BUAR I RE 2k, mifRBESE, M3, BUAR I I 25, gk, BUAR IR 3, 2%k
5, BRI e bi 2k, B3R, AR BB, B B 25, BRARII R B bE ik, 2238, BAR I 24 30, 2934
Fe s, BRI 28 B b 2 ﬁ%ﬁ% Exﬁlélﬁﬁﬁk”ﬁ He 05 Ak, B 2% 05 FE b 2k, B E A
Fepedk, BURHIIRI Fele 2, ZeBn e dit, BUR I Ze IR e 5, D7 Fh AR 2, BRI 05 2k Aot
J@E A7 IR, jﬂiﬁ“ﬁm/ﬁﬁ% Yl s LA K
[0656] Rl R 23 BIA ST N H, fe 3k, BUIR I BESE , 455, BRI 25, BRI, BRI B3,
AT, ebe s, BRI 2 bE i, B, AR BR B, B I 2, B BB BR Bk, 2934, X
B, ZLER B2k, BRI 2% Hﬁ%,ﬁﬁ}f%ﬂﬁﬁﬁﬁ%ﬁ%,T%%f’%,ﬂﬂﬁﬁﬁ
%%iﬁ%%,ﬁ}iﬂmk’”% EUARI B BR At 55, AR e bi 2, BRI 28 IR 2o 256, 7 b 2,
WA 5 e 28, 05 S b 2, iﬂxﬁﬁﬁmﬁﬁ%ﬁ’n% ;BN
[0657]  R° 1R 44 T2 L% R BB SR BUR 1 2y
[o658] o, fp AN HUAR B be 2k, BUAR IR A 2k, BOAR Ry b, ARG ) 4% }f’% AR B ER , X
AR iR FR bt 22, EXM&E’J?EH AR B 2 e 2, BRI 5 e 55, AR I 2% 05 ZE e 2k, A
[RIBER e btk , XA B 2 e bt I , BA ) 07 Bk 2 bt 3k , BRI 2% 05 kbt 2k, BCAG I I
5 BRI 2R P e 2 Eﬂtﬁ’ﬂmﬁeﬁ AR 0 ke 35 5 A IR B A ik B DU T R B s JE
— AR YA B SR M B, PR AR B s ki %, —R,—0, —0,—OR,—SR, —
S, —NRy,, —N(+)R;, — NR, —C( b 2 )5, —CR( B 3 ), —CR, (& % ), —CN, —OCN, —
SCN, —N — ¢ — 0, —NCS, —NO, —NO,, — N,, —N,, —NRC( — 0)R, —NRC( — 0)OR, —
NRC (— 0) NRR, —C (— 0) NRR, —C (— 0) OR, —0C (— 0) NRR, —0C (— 0) OR, —C(—O0)R, —
S(—0),0R, —S(—0),R, —0S(—0),0R, —S(—0),NR, —S(—0)R,—NRS(—0),R, —
NRS ( — 0) NRR, —NRS ( — 0) ,0R, —OP ( — 0) (OR) ,, —P ( — 0) (OR),, —P (0) (OR) (0)R, —
C(—O0)R,—C(—S)R,—C(—0)OR, —C(—S)OR,—C(—0) SR, —C(—S) SR, —C(—0)
NRR, —C (= S)NRR, —C (=—NR) NRR, F1—NRC (= NR) NRR, H:77, R 43 B 7 A4 H, KedE, FR
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YL, L, R ER R, 22 0, US20100143301 AL, %2 [H LR 43 N 2@ ok 2| 1 3
AR,

[0659]  fE—bsijl 75 =N, WAL IR 40 A B N S5 I TLRT AT/ B TLR8 $Bh5 -
[0660]

Ny

{(XIXa),
R g&“f“
£ s
(XIXb,
[o661]  Hr :
[0662] L1 ;%—NH—ji—O—,
[0663] Kk, BUR I REIE, J4 et , AR I 2%t 2k, 24 AR 28, BRI 24 IR Be 28, e 30

%%ﬁﬁﬁ%%ﬂfﬁ

[0664] R FII R* 4» HIAS7 #h H BE C,-C, HEdk, 8i 3, R fI R Hi&d: TH Frymk—F Ah—

C0)—;

[0665] X' J& C,—C, WhEdE, C,=Co 22 HEHE, Bk C,—~Cy BURITI AL W HEHE 5

[0666] D 22Kk, BERIL, ntbme 5L, I, ATk 2RI, Ik BRI sl B ikt e FE 4 —L"-NRR'

HUAR 8k

[0667] D JEMLmedt, WRie 3L, mbEdto 1, 2, 3, 4- VYIS A Mk

[0668] n A& 0EL1;

[0669] R’ 2 b 22, T3k, B3, BRIL, B A Le 3L, mifRkedE, —C(0) OR®, —C(0) NR'R" B —

CHO ;

[0670] L° 2 C,—C, WhrIteithp)at

[0671]  R° I R" 4y Bzl H, pedEel 205 2k 5l

[0672] R°FIR' Hi&EETH LA —FE IR SRR IS 0 2 2 MEH N, 05K S 1)
FRIAT I 4 TR 6 JTLAH.

[0673]  7E—ESt 77 S, WAL A 2 HA MR G5 R TLRT F1/ B TLRS Fzh ) -

[0674]
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o

[0675]  7E-— 85 7 SN, AL 7 AN L4 W02014012479A1 H AT TLR F5H0, JoH:
AP A TR I s (R848) IR .
[0676] C. JEHA
[0677] SR &, ARSI SRR, Pk iE B A IE B ) 5 73 AL 75
B SN IERAR, WE AR 2 AR ) R
[0678]  ASCH) “CHERAR” ZIRATE — T 5 o Tl e BRI . EARK
B R AR, ] B W2, MR IRCE — 1/ 88— F I AEYiE e . SRtk
SEF AL S FE A M pH 54 T AR R ABAERAK pH 4518 T 5 T &k A R AL 2= B 3 7 o HAR
MaE, LR EBARR LB A B ELE pH o 7 2 8 IS MG ELE pH R 4 2 6 KT
O T 2RUR A BT 2 o SRR T — SEWUN B B AEAETE R M 451 T 5 T 24 I AL 2 B
(R0 23 o 3 A SO PSR ) 2 AR TR 328 SIS 610 A O, T 3 TR A 2 P ek AR BRI R R0 7 1) o 3
FEARIR) Iy — S Ry R AR A S5 A BB R AR 1O AR IR SR i (A, IR RS
(R B B DEH IR ) 250 T AR B ARAE M B f i (49 s e B Rt i sl e H ik ) 254
TR T T AR A iR AT AR PR R A ) A 2 S AR R A IR T e A . B
M5 > LI I S AL RE AR 5 28 — e B i, vy, D5 oy o [R) 7 =K W) W v+ 8
25 Wi IO ARG AR, AT 2 05 T S5 I s 7 ) — Tt B AU e o AR ) g — SR A
BB R i TR 25 5 T RHR AL A B 7 o 3 S8R S R0 R S B AR X I 22 S 491 A
2— SN IEME, AR B T R dd . BRI 5, IR S BRI Ll SE o an 86 3 <A
TER Bl T W2 A 4 a5 P SRR TP I N AR
[0679]  {E—2b5ti 77 A, AR W HIAL S0 ik B BRI Rk R 2K
AL AR BT A
[0680]  ASICHR) “MFIEIA]” B “RIERAAR” B B MU IRERAER” 2R AEre A (i,
pH A8 ) Z Ja W RAEMAL RNV FF TR 81— AN BL EER R ES 7 o iR, JF LA
A AR . XM RER TR A AR L4 #5r SRR ROV R A BRI, AREIRER AR
A TR AR e B R, RA I M IR I e A R AR R R 2 S
[o681] AL “ T WFIERAR” ¥ & A W 2> 884, % o AR Ak AR R ()
ur, pH RAEMAR ) 2 AT N IFIE A 8— AN LA e s . Rl ik, 1% hociE
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FAR PSR Atk Oy T Rtk .

[0682]  ASCHRIY “ N TCHRERL AR TR & IR 0 788 0 A AR A R A R ()
an, pH RAEA ) 2 Ja AT RN I B — A8 AN LB TuH e 12N TCIE R R ] 1
FACH IR Ay S Te R A

[0683]  ASCHIK) I SN AR TR WEER ARAL E BRI AL, % L R FRoRIE
BARIMETE 3R HRSh 25 A S 73 85 . L 2 m] el i & 0 H.25 2220 909
95 %6 B 100 %6 K17 M) T8 B 58 L o

[o684]  {E—4bsiifi 77 A rh, AR W R AL WA B A T 408 1] 3508 23 G A 38 40 22 TR R R e 1
DI, I BT IR IE AT A7 A T A ML N IR EE (40, i A sl Y R AR BN [T N ) R 2R
TR FERART] AU, BREEEREAR, 2R SE R A b 40 oy ksl 2 e (R FE(HANBR
TR AR BB N RIS A ) AL TR IRIEERAR KRN 2 D I SRR K
EE A > = AN ER KT . JEAI R A 2 S AR B AR E Al D LR, Cand
ZEH BB AL AR D LTSRS ] KR RS RT A, T B AR I P S A 1 2
YR ( 2 WA AN, Dubowchik and Walker, 1999, Pharm. Therapeutics83:67-123) . fx it
R IE R IR TR A, FORT H A7 A5 T4 40 M sl 20 21 b i B 2R o 49 2, W] st B AT E et
WG i A B2 2 e B AR B Ik Ak (0, Phe—Leu 8¢ (Gly—Phe-Leu—Gly) i%&
FeAR ), Frid S B Ik 2 A B R AR B e A 20 Rk . SR S R R A
K E LR 6,214, 345 ‘SR . AE— 2SI 7 =, W 40 L DA IR A SR T
Kl Val-Cit ERAREL Phe-Lys 42K (Z WA, 56 B LA 6, 214, 345 5, %L EH LA
PR T val-cit TERARKIPTE R AE R ) o A8 A0 N B FKIEREBOG T T FIR —
PR P I I6T 0)IE H A AR RN A 5940 3 L4554 ) i RS e MR

[0685] 7 — 245 7 2, W AR B R 1Al pH LR B, RIS 3E — pH B 4% M BUE T
KA. T, pH BUB IR RARLE R M 44T PT K A# . 90 T, AT A FH 0 5 Il A4 i 7K
il B TR AN IERAR (BT, 0 i 2 IR O A 4 2 DR L W2 1% Sk e  Ji IR N 4 1
i i, 55 ), 2 W n, 35 B &R 5, 122, 368 5, 5 5, 824,805 5, 3 5,622,929 5,
Dubowchik and Walker, 1999, Pharm. Therapeutics 83:67-123 ;NevilleZE A, 1989, Biol.
Chem. 264:14653-14661. XEETERARLE M pH 405 T ARXTARE , ] 40, 7 M P B0 A
AR AR AEAR T 5.5 BU5. 0 19 pH 454 ( RZAEERARR pH) TARE « 76— 2850 77 X
KRR I RO TR BRI R AR (A, 3 i BRI AL 25 B 5 VA T R B R Ik, 2 WA
un, L EEREE 5,622,929 5 ) .

[o6861 7 Al S i 7 =, MR AR A AR I8 TR M 2 A T PT R (940, AR Ak )
) o ARG A2 A ALY E R, B R an, WA SATA (N- BEEABE W i -5- &
W FE B AC SRR ), SPDP (N- BRIV i 5k —3— (2— mbwe 55 B AR ) A ERME ), SPDB (N- BE
FAME Y i 5L —3— (2— MEWE HE R AR ) T ERMS ) A SMPT (N- BEIHBE W Iz 5 — ek —a - /1
HE—a - (- mEwE R ZBEAR ) ), SPDB AN SMPT (2 WL, Thorpe %5 A , 1987, Cancer
Res. 47:5924-5931 ;Wawrzynczak 28 A, In Immunoconjugates:Antibody Conjugates in
Radioimagery and Therapy of Cancer (C.W.Vogel 4% ), Oxford U. Hihi, 1987. ibZ: I
K LA 4, 880,935 5 ) A IRLEIERLAA

[o687]  7E M fh H A& 52 i 77 X b, & &K 8 N R BE & # 7K (Johnson 5%
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N, 1995, Anticancer Res. 15:1387-93) , Ly Al I fi& 28 AR IR IL 424K (Lau %6 A, 1995, Bio
org-Med—Chem. 3 (10) : 1299-1304) 8% 3’ -N- FEiZ24) (Lau &N , 1995, Bioorg—Med—Chem
.3(10) :1305-12) ,

[o688]  JF K, S AT 41 ML AP PR B IE AN o AR SCAEIE R AR08 245 FH 1 “ % &t A1 34
BEFEARANGUR” RIRTEAR K AL SRR, SR R A S8 T A i fhER s (41
ur, M3 ) I, ALY 20 96 IIE R AR, ML R AN I 2 16 %6 [P AR SR, B gt
TR AN I 2 10 %6 ZEFEAR A, B 22 BN s R AN i £ 5% IR AR R, AN 2y 3%
(REFE R LR, B AN 2T 1 % PR A . i, vl (a) ARG “i
G ) F(b) FEPER BRI IPUARBGAETT ] (R IRFES ) 7 5 MK —FH
5 E — BOUE IR B (2T, 2 7N 4 /NI 8 /NIRE L 16 /NI BR 24 /N ) IRl S HLEAE AR
TALE WAL S B R AR I B BT AR BIG I7 ) B B A AR T B b R AR AR BRI DL AR B
SR (90 G dd I v A T I ) RN S R A5 N 4T R A IR B B AR AU
[o689] 7 Hifth ANAH B HE 5 I St 77 2N, BB AR e Il e N AR AL o A — 285t 77 2, 4
TEBARARIER THEALEE 7 I, RS R4 M P 7EAk o A0 HE A St J7 20, S B AR AR I T4
[ 35043 RIS AL B 401X T 2 B, S B AR 4 e N AEAL

[0690] W] {EAR I I ZH A 1) H0 5 i TR A FH 1K) 22 A B A1 W02004010957 ( B FR A “Drug
Conjugates and Their Use for Treating Cancer, An Autoimmune Disease or an
Infectious Disease”) LLJ% US20120141509A1 F1 US20120288512A1 ( He /A TR Py At 5
HFHANARTC) HHiiR.

[0691]  fE—2bsji /7 A rh, Rk s s A an i sk

[0692] -Ta—Ww—Yy-—

[0693]  Hirh, —T- ASCHRHIG, a h 0 8 1, -W— 23 A7 M 4 28 FE IR 520, w SRS R 2 22
12 R, -Y- A RIRE o0, v A 0.1 B8R 2,

[0694] L ARETT

[0695]  YfFLESCHLEIT (-T-) I, % SCAR P onH B ) i o i R AR ot (W-) o 1]
RARH B A B EAEAE THE RS 2 (B, Buik) B S se A E R EAR T 5
T VEIEVRE BOKIL AP SR AR . SENEREE SR AL AT E T
W JEPURI o> 7 N AR BEAE . PIaEHE, SRFE Tl BRI R IR I & 2L S 2- WAk
PRI e (Traut 357 ) BRHARSRIE A BORRI S N AR e 78— 28 ST T X rh, Pt &
Ay It Hpk st A a — s UL B RR . e A st 77 b, A hikpl it
WA ARSI, 1, BAMEE DE R

[0696]  7F— &5 7 2, SCAR T S BRI AR IR B AL A B . BT IR B SR ] R U
TR PR (A) SRR R (-SH) » X2 szl 757 X AR R MR S R o E R (XXa)
M (XXb) B 745 h ik, Hod, A- W, Y-, -D.w M y btn EprE R, 3F HR ik
H :—C,—Cy WhEEE —. —Co—Co= BRI = —0—(C,=Cy Kk ) - — W5 EE - —C,—C,, WhEdE - W5
Fe— - WK —C—Cp- WhtHE -, —C,—Cp— WAt FE — (C—Cg BRI ) —. —(C,—Cq BR R ) —C,—C,
T4 JE =) —Co=Cq— 24 R —. —C,—Cyo— W %% & —(C3—Cy 24 31 ) —. —(C;—Cy 2% ¥F ) —C,—C, W k2
F - = (CH,CH,0) r— 1 — (CH,CH,0) r—CH,—, 3+ H. v i 1 & 10 [3%5,

[0697]
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Nt R GO e W Y I

. - {XXa)

Y
A—{-{}H; - (:@N—-—R-‘——{fg@}-}—w YD
{ XXb)

[0698]  7RBITERISCALHRTTA R' A - (CHy) 5= ITHIR (XXa) HISCHRETT

[0699]
i3
L
€

[0700] 55— BTS2 428 0k RY Ry = (CH,CH,0) r—CHy= JF H. v 2 2 B a0 (XXa) #3242

I

[0701]
[0702] 53— R PRSI AR TE A R4 — (CHy) o~ I (XXb) (S 4R 5T

[0703]
O
M NR/\/\/\U}\%\L
&

[0704]  fE— LA BRI 5 2, SO oIl i B AR B TC IR B I R SCAR B T A i iR
TR i ER SRR I (D)« AT AR TR SR TfE (XXT) K565
SR, oA, R A= W Y Dow Ry 2 ST E U

( \}—} W ¥ ( XI )
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[0706] 7 HAth JFLAA STt 77 2 SBR[ A T B AR IR 2 T [ S N 1R e
RS o BIEFEH A RS R B IR « &0 (P S N s AL FR RN T VAL e (49
BEHAE W N2 BE  4— A BE A TR A 2R IR R ) , PRI RS AL S 55U IR s 0 e ot i IR
fi o dX st 7 QAR A 2R B e (XXTTa) A1 (XXTIb) f 5 55 h ik, Jorp, RS
A= W= ~Y—-D.w fil y Jpan b ATk .

H
x~£ CONmme Rl QO WY~ { XXIa)

A G N R QYO W Yy D
i . { XXIb)

[0708]  5j—J7 1, SCHHI ROV ReHTA & SRR TPtk BB iR K AL A 5L ]
SR RONAE f o AE 285 2, B A o i) 7 R S A, AT A B K A )
Tl /KA A YRT A SR N 2 SRR AR R M A AL, 753 301 AL iR KA A 1)
FRIE BTV 5 B iR O MR i B A R R R TR e A O SRR (1
Kaneko Z& A , 1991, Bioconjugate Chem 2:133-41 F TR AIARLEL ) 2 2800 E G F1 1 5 22
ity o AR AR IER S s ooAE sl (XXTTTa) £ (XXT11ce) G5 ik, Hd,
R'VA—. —W—. Y- -D.w Fl vy Al EAFRAY,

AN NH e R e QUO e W o Yo T T TE
&z N NH e R e QO W o XY e D ( XXTia)

A N 0 o R b OO0 oot N oo N oo (XXITb )

A N o N o G B s (0 o W Y oo ) e
{ XXIIle )

[0710]  ZJLMRH T

(07111 4y 2R IW) B 5 oo A7 A8 (11, B AL IR o0 (W) KSR oT (-T-) E R A ARG oo
(=Y=) , B AL 8] B B T ANAF AE TG, 28 R 1 T0oRE S A B 0 I 12 2 440 Mt e 1) e 4 3o i 571
VAL, D) o —Ww— O R =R DY AR LR 7Sk BRI UK AR A — ke =
PRETC BEAS W= BTN BAT QR 7 555 AR i3, IR How O 2 &2 12 [ EREL
[0712]

P

~

. o

5}

¥

R

5 o B
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[0713] M, R AR FHR BRI F TR A TR AR G RILEE, —CHLH, —
CH(OH) CH;»  —CH,CH,SCH,~ — CH,CONH, — CH,COOH, — CH,CH,CONH,~ — CH,CH,COOH, —
(CH,) ;NHC ( = NH) NH,+ — (CH,) ;NH,~ — (CH,) ;NHCOCHs,  — (CHs) ;NHCHO- — (CH,) ,NHC ( — NH)
NH,, — (CH,) ,NH,~ — (CH,) ;NHCOCH, — (CH,) ,NHCHO. — (CH,) ;NHCONH,+ — (CH,) ,NHCONH, —
CH,CH,CH (OH) CH,NH, « 2~ ALt I F B 3 — 3 b i 56 A I — 4 MR 3 AP 3 — SR R L2

[0714]

RN . 3 f{\ \\ ‘ gmnmmggglmmwuiiipw“ﬁ
s,S's\\/’ Mot k H -

[0715]  ERFARHICIRAIER Boen B R (EFEEART PR CE Al ) 1Ak
B4, TR FE AL 2 (D) , B JBUR 123 AL 43 7E AR N Bl A6, M 7= 2R 35 4L 4

D) »
[0716]  JRBIPERT W, oo H N (XXIVa) £ (XXIVe) Fon -

[0717]
O Rt
K @ (XXIVa)
[o718] b, R* MR I N R PR -
[0719]
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R
(CH2)aNH;

(CH1)aNHa;

[0720]

s;"/vv-[z\.rvm
i

(CHy)4NH:
(CHs 1 NHCONH:
(CH:)NHCONH:;
(CHL);NHCONH;

(CH>:NHCONH;

(CH,):;NHCONH.;

Wk A

(CHo sNHCOENH)NH::

[0721]

[0722]
[0723]

[0724]

{XXIVb)

Rﬁ

2k
FR

{CH2 ) NH:;
{CHa)NH:
(CHLNH;
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Y Y‘L )\f \JL l\rlz

[0725] A, RBRL R FI R T R
[0726]

{ XXIVe)

R’ R R* R"
H R OBTHE H

[0727] & iE & KR % s, HA R T 20 (XIva) 8o, 29, R 255, )
A = (CHy) NH,, R A 255 H R 24 - (CH,) NH,, 803 R 4 AR I H R &y — (CH,) ;NHCONH, »
S AEMAEER R TN XXIVD) ot A, R F R R AFEIAR
A = (CH,) jNHy o —Ww— BT AT B 71 IR A Al ok 45 52 14 s AH Q28 (AT IR P M B
A I8 1) —Ww— BT o AR EeE o AR (41ZRER TR BV AR LI C R SR Al D) DL ET
TR AR B BT
[0728]  — 2577 3, —Ww— oA K = IRE DY R G
[0729] 7€ R*\R*\R'\R* 8 R* A HAMAAE R, ROVRWRWR 80 R FTiE B ims 2 1 TR
5 RVRVRS R 8 R R R AR R (S) M BEk (R) #AY,
[0730]  7E—SL5jit /5 b, SR IR P T A R AL N 2R — W28 — Ik (Phe-Lys BY FK 14
) o TE— LS Ty 2, SRR BRI N AN IR — IR ik (Val-Cit B¢ VCEHAER ) o 7
— 2 7 b, SRR B IC N 5 SR IR J R R TN S IR A R DY S M AR R TR P S
TR CBE N 2 R M 2 IR SR WRIE IR (isonepecotic acid) iz R B — N2 BRI 2R  H 2
1 22 5 IR A 28 TR A I e B IR R
[0731]  ZZEFR PR ICH AL & RN BRI . 7EH A S 77 A, &R o] B & dE R
R .
[0732] I ﬁ%‘ E
[0733]  MfFAERRG TG (-Y-) B, ARG R oo R R R B CiE R A BT, MR IT
PR - BVIRR (self—immolative) FIFE HUIBRH. Ak B UIER A R)BE BT 8 76 TM- &
Pk —AM 25 BB VR R G BV R R R B e B 2 5 AL SR T I — 0 40 B4
AR IER T iEAL o BT RIBE T, JE B VIBR R S o i sE i AR RT : (HE

- HER) MERE T HEE WEET. YE&A  ER - R R bR oe &R R
BE T TVM- TR B —AM 4554 18 ik e 40 B AH O¢ 85 1B i 40 M AH % 2 1 B B0k B2 40 e
FHOR R E R R AR BRI, HERR — B &R - 2900 0 BUH &R — 299038 40 AN A-T-Ww—
FAR IR A TR AM, R TE BN A AT ST B KA RO, AT H 2R - 259 0T
b 2E B
[0734]  ZESIY RS 77X, —Yy— AT Qm BRSNS SR 2 mE, Hrh, Q O —C—Cy &t
5, —C-Co FEARIE . — W3R — ek - FUE, FFH o m o4 0 2 4 L.
[0735]  FE—2esiji 7 =0, dE B PIBRIAIRE o0 (-Y-) A —Gly-Gly—»
[0736]  7E—4bsiji 7, AE A VIR ARG BT (-Y-) A —Gly—.
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[0737]  FE—Fpsiciti 7 N, AM- B A WIE TM- EFE K -AM &5 A i = TR0 (v
=0),

[0738] W]k, A HUIBRAIBE S IT) TM- IEHAR —AM 25 59l RE AM(D) , Jo 75 SR 1)
IR B . FEIX LS 7 A rp, Y- AR RIERE (PAB) FJT, 24 2 2 AR (PAB)
JGIE L PAB ZE &R 75 —Ww— 182 I FL ok ik B2 6 2 1] 2 2k AP PR G 256 [ i Mok 2k ] L
ERT D,

[0739] VIR [AIE 5 oo i Hofh SE ) A58, (EAFR T - 5 PAB P ML TS 1 5 & IR tL &
Wy, B a0, 2- G AR M IE —5- FEERTAEY) (S04, Hay %5 A, 1999, Bioorg. Med. Chem.
Lett. 9:2237) FNERALEXIAL — G IE R IEGGME . WA FH e RGeSk it )5 2 T AR Ak 1 1)
FIT, B, BURRFAR BRI 4- &R T IR ME% (Rodrigues %5 A , 1995, Chemistry Biology
2:223) , & H{EUCHIILN [2. 2. 1] FIXGE [2. 2. 2] &S (StormZE A, 1972, J. Amer. Chem.
Soc. 94:5815) VLK% 2- S IEFKEE N AL (Amsberry 2 A, 1990, J. Org. Chem. 55:5867) . H'
AN o - IR & 225 B (Kingsbury 58 A, 1984, J. Med. Chem. 27:1447)
A2 E V)53 1) 5 5 0 1 SRS 1 SIE 4], 50 m FH - M- B0k -AM &5 5400

[0740]  FEW]IERYSEHE 7 b, ARG BT A SCRER (FR 2L ) K 48 (BHMS) Hot, Hn] H]
TEHZAE.

[0741]  BLAIEGTEIRG R T (—Yy-) HFal (XXVa) - (XXVe) IR -

[0742]

\
§ (28

SR
W -}
° {XXVa)

[0743] 1, Qb C—C bt BRI AR EEIE, OF Hom O 0 &2 4 BO%EEL.

[0744] %ﬁ:\“’“{fi{ s O% 1
(XXVb)

% NHOH GOy~ NHOHL GO} —%
(XXVe).

[0745]  fE—2E50i 5 U, EER RO B n] R 1Y o A L85y 3N R AN 2 Bl ] 2
R o

[0746]  fE—LLSi 75U, IORER AR i B X (T EEHRR -
[0747]

3

MTM

~—(ul)u a}h--m)h}--
0 { 111D

[0748] m 4 1,2,3,4,5 806, b 73 3004 0 8 1, FF B Dt Rl (IV) HEia a7 ek
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7N e
[0749]

(IV)

[0750]  Hrp, i Zp ks 0 8 1

[0751]  j Zr ISR 0,1,2,3,4,5 8L 6 ;

[0752] A ZrSIdhS7 ik S, 0 B N-Ra, 2, Ra NE, itk Mk sk 3L

[0753] Byl ST oA B2, M2k, —O0-pedk —, — S s -0—, —S—Hidk —, — S -S—,
773k, 205 3, FREAIE U, AT A A AL BB AT AR BT
GEHBEUAR FR3E, Beaa s, e gk, Mk, BRI, B3, — fidt - 958, — il - 205 5, — %
- BRI, ——0-R,, —O0-%iE -R,, —C (0) -R,, —C (0) ~0-R,, ——S-R,, —S (0) ,~R,, —NHR,, ——NH
- Bidk Ry, K F, ——CN, —NO,, F - SH, Hordr, R, ARedE, Mk, — edk - 32k, 59k, 24055,
FRIRFL B i AUk

[0754]  TE—2esj 5 =, IR R F AL (V) 230 (VIT) H45EE0R -
[0755]

o=

(VID)

110



CN 105440135 A 1«51'1 AA :F!' 96/112 1t

[0756] A, B, i F11 j J& E3CHTE Y.

[0757]  #E—dbszji 7 X, AT E R AL B :S1.52.S3.54., 55,5657, - Gly-Phe-Leu—G
ly-.-Ala-Leu-Ala-Leu—.-Phe-Arg—.—Phe-Lys—.-Val-Lys—.-Val-Ala- & Val-Cit—, H,
S1 2 ST H MR R IR -

[0758]

AN

e 4}
e
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[0759]

S5

'
87,

[0760]  Horb, m A3 AS7 A 1 &2 200 PR, m A 1 23,1 25,1 21082 &5,
[0761]  [Rltk, AR BHEEAE—F0X (D) BILAEY, Sorb, I & BT -PD-L1 Hiik, L H :S1.52,
S3.54.S5.56.S7. - Gly—Phe-Leu-Gly—-.-Ala-Leu-Ala-Leu—.—-Phe-Arg—.-Phe-Lys—.-Val-
Lys— -Val-Ala- 8k Val-Cit— ;AMJ23X (I1) MAEY. 46— FP S 75 X, TM A2 MPDL3280A,
MEDI-4736, BMS-936559 B MSB0010718C, AM /& 1k 3% 1 k&4, Horbr, sk IR b 1 e 3 [
ST SRR R S . AR Rzt r 2, T & MPDL3280A, MEDI-4736, BMS-936559
B¢ MSBO010718C, L & S1, S2 8% S3 ;AM J2i% AR | k&4, b, WEER E R &S
AR IER . 8PSty S, T EZ & 5T, L J2 S1, S2 B S3 ;AM J2: Hijhé
TEPE IR SRR, L rp, WD EA b B R S I B AR IE R I .

[0762] 55— 5, AR —FX (D &4, Hd, ™ &30 -PD-1 Jifk s LiEH -
S1.S2.S3.54.5S5.56.S7. - Gly—Phe-Leu-Gly—. -Ala-Leu-Ala-Leu—. —Phe-Arg—. —Phe-Ly
s—.—Val-Lys—.—-Val-Ala— 8% Val-Cit— ;AM /230 (I1) B4, 76— Rt =, ™™ &
MK-3475, AMP-514, AMP-224, BMS—-936558 B CT-011, AM &3 135 1 A&, o, wenbk iR |-
() B A 2 5 e e RV e e a5 o A0 — P St 7 U, T™ 2 MK-3475, AMP-514, AMP—224,
BMS-936558 B CT-011, L #& S1,S2 B S3 ;AM &2k AR | L&), Hor, wempkEr b 1) e 2L A
Je GIEAERE P A AR RSy 20, MO PR Z b, L2 S1, S2 Bl S3;AM 2
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B B DK A B, L, MR L PR R [ e B R A R R R A
[0763] 53—y, AR IR MEAA R A 21X C MEiH L G BL 252 a2 1
B -

[0764]
o o
. n
e ; )
\/\/\/ N N oz
N
H i
Q.
G N
Nes=o
Fo
KA,
O s
K
O
AB,
[0765]
PORLAPD-
bEERE e LR IRE- Sty
\ / il
j
G
5y N

[0766]  7E-—2Lsijta 7, 20 (TD) 4G 4 2 I e S 1 sl IR s 5ok, oy, IR BRI 1)

NI 2 S B AR B e e 1

[0767]  7E—dL50jt /7 b, PD-L/PD-1 #45 HUHI 2 BT -PD-L1 ik, Hik B :YW243. 55.

S70, MPDL3280A, MEDI-4736, BMS-936559 F1 MSB0010718C.

[0768]  7F—4bsizjifi 77 =, PD-L/PD-1 #lidsHi7) 24t PD-L1 Hifk, Hik [ :YW243. 55. S70,

MPDL3280A, MEDI-4736, BMS—-936559 F11 MSB0010718C ;=X\, (I1I) Hift&Mit B #E 1 PRI S

Wy, HALHE

[0769]  2- TAJZEMEMEF: [4, 5—c] MEMk —4- iz ,

[0770]  1-(2—- FRSETNZE ) —1H- BRI [4, 5—c] Mk —4- i,

[0771]  4- 5 2-( 2RI ) —a, a— — - FE —1H- BKMEIF [4, 5-c] MElbk —1- 2%,
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[0772]  1-(4- &H -2 LA TIHIKMETF - [4, 5-c] Mk —1- 2% ) -2- RN —2- 7
[0773] N-[4-(4- @3k -2—- £FE —1H- WKW I [4, 5—c] MWk —1- 3 ) T3E -] FmEmE
[0774] 4~ -2~ LE AT —aa- ZF K -6,7,8,9- W& ~1H- BKMEJF [4, 5-c] M
Wk -1- L,

[0775]  4- %JE —aa— — FIEE —2- FAUR OB —1H- BKMEJF [4, 5-c] MEMK —1- LB,

[0776]  1-{2-[3- (R4 ) WHIE ] L5 ) -2-( LA T EE) —1H- SR JF [4, 5-c] i
bk —4- Jie

[0777]  N-[4-(4- %3 —2- T3 —1H- BRMEJF [4, 5-c[1, 5] Z8mg —1-3%) T3 ]-n' - T3
g,

[0778]  N1-[2-(4- G 3 —2- T % ~1H- BKMEJF [4,5-c][1,5] 28 -1- %) 23 ]-2- R
e —4- AL LB

[0779]  N-(2-{2-[4- &3k -2- (2 FARIE £ 56 ) —1H- BRIt [4, 5-c] MEmk -1- %5 1 &
5 O ) o - RAR

[0780]  1-(2- & J& —2- FRNE ) 2-( LHEFET I ) —1H- BRMEIF [4, 5-c] Mk -4- i ,
[0781]1  1-{4-[(3,5- Z A R &) ma W5 1 T & }-2- & & —1H- 0k mk 3 [4, 5-c] M
bk —4- fiz

[0782]  N-(2-(2-[4- 53k ~2- ( ZAIETHE )~ 1H- BRI [4, 5-c] melbk —1- 36 ] 205 )
LHE) -0’ - HCERK,

[0783]  N-{3-[4- & % -2-( & % & T 2 )-1H- 0k W JF [4,5-c] M Mk -1- 2% ] 4
e }on’ - (3- AL ) iR

[0784]  N-[3-(4- 3 2& —2— T 2& —1H- WKMeJF [4, 5-c] Wk —1- 2 ) -2, 2- N ] K
PR

[0785]  2- T3k —1-[3- ( FELMAMLAL ) L J-1H- DKIEIF [4, 5-c] Mtk —4- i,

[0786]  N-{2-[d- %k —2- ( LA BE L ) —1H- DKM ST [4, 5-c] Wetpk —1- % 11, 1- A1
L} -2- LRI,

[0787]  1-[4- &% %k -2- & % 3 T 3k -7-(mt 0w —4- %E ) -1H- Bk M If [4,5-c] ¥
Uk —1- 2 ]-2- BN —2- T,

[o788]  1-[4- & & —2-( & & & B &) -7-( b mg -3- 5L ) —1H- X M I [4, 5-c] W
Wk —1- 2% ]-2- FELN —2- T,

[0780]  N—{3-[4- %3k —1- (2- FdE —2- FEENEL ) -2- (WA LI ) - 1H-IRMIF [4, 5]
WM -7 2k ] ORIL ) TIRAILR

[0790]  1-[4- %3k —7- (5~ J2 3 A FE AL e —3- 4 ) —2-(2- F1 4l 5 & 3% ) —1H- K M
[4, 5-c] WMk —1- 2% ]-2- LY -2- |7,

[0791]  3-[4- %% -2- (L5 2E) ~7— (HILWE —3- ) —IH-BRIETF [4, 5—c] miph —1- 3 ]

W -1, 2-
[0792]  1-[2-(4- & 3L —2- ST IE —1H- BEMEIf [4, 5—c] MMk -1- &) -1, - —F3 L
F 1-3- NEEK

[0793]  1-[2-(4- & JE —2- SR FEFIE —1H- BRMRIF [4, 5-c] MMk -1- &) -1, 1I- —FR 2
e 1-3- M RFEK
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[0794]  1-[(2,2- —HIZE -1, 3- 4RI —4- 3k ) L ]-2-( LI ) -7- (4- BT
FEHFL ) —1H- DKM [4, 5-c] Mk —4- fi% ,

[0795]  4-[4- 2 2E —2- SR AL —1-(2- 325 —2- LN L ) —1H- WKW JF [4, 5—c] M
Wbk —7— 2 1-N- AR -N- RO A e |

[0796] 2- ZARIE AL -N1- SR 3L -6, 7, 8, 9— VUL —1H- BKME I [4, 5-c] MEmpk -1, 4- —

Jz |
[0797]  1-[4- & JE —2- & -T- (kg —4- J& ) —1H- BKMEJF [4, 5—c] MEm —1- & ]-2- A
%W _2_ E? ]

[0798]  N-[4-(4- & Hk —2—- L3 —1H- WKMEFF [4, 5—c] MeEmk —1- 2 ) T2 ] FRambfiz , =%
[0799]  N-[4-(4- & FE —2- T3 —1H-BKMESF [4, 5-c][1,5] Z8me —1-38) TH " - %
SN,

[ogo0]  Horpr, EWKER b ik A e B AR IR BB

[0g01]  7F— 485z 75 3\, PD-L/PD-1 B 55 B 22 Pt -PD-1 Hi 4k, H 1k H :MK-3475,
AMP-514, AMP-224, BMS-936558 il CT-011,

[0802] 7 — &5z 75 3\, PD-L/PD-1 Bl F5 HU A 22 Pt -PD-1 P ik, H 1k H :MK-3475,
AMP-514, AMP-224, BMS-936558 Fl1 CT-011 53X (I1) ML&WE AR 1 P64, A
[0803]  2- NZEMEMEIE [4, 5—c] MElk —4- i |

[0804]  1-(2—- FFLINFE ) —1H- BKMEFF [4, 5-c] MElbk —4- fi% ,

[0805]  4- &JE —2-( ZAEIEFIE ) —a, a— — — L —1H- BEMEIF [4, 5-c] Mk —1- £
[0806]  1-(4- ZAdk —2— LFLEIE FILWKMETF —[4, 5-c] Mk —1- 3% ) —2— I —2- i,
[0807]  N-[4-(4- ZaZk —2— &3 —1H- BKMEJF [4, 5-c] MMk —1- &) T2 -] Wl ,
[0808] 4- & FE —2- LA FE I —aa- — AL -6,7,8,9- PUA —1H- BK M JF [4, 5—c] M
Wk —1- 2%,

[0809]  4- ZAJk —aa— AL —2- FIA AL L0 —1H- BRI [4, 5-c] MWk —1- £BF

[og10]  1-{2-[3-( ¥4 ) WHEE ] &} 2-( CHEEFE ) -1H- KM I [4, 5-c] M
Wk —4- fi%

[0811]  N-[4-(4- 22k —2- T & —1H-WKMJF [4,5-c][1,5] 280 —1-2%) TR I-n'-T%
7

[0812]  NI1-[2-(4- & 3Lt —2— T3 —1H- BKMEIF [4, 5—c][1,5] ZEmg —1- &) 23 1-2- 5
5 -4 R

[0813]  N-(2-{2-[4- &It —2-(2- FEILH ) -11- BEMR T [4, 5-c] MEMK -1- 3L ] 2%
I} L)’ - EEAR,

[0814]  1-(2- &k —2- NI ) -2-( ZFIEF L ) —1H- BRI [4, 5-c] Mk —4- fi |
[o815]  1-{4-[(3,5- — R R &) o WE & 1 T & }-2- & & —1H- 0k mk I [4, 5-c] M
Wk —4- fi%

[0816]  N-(2—-{2-[4- & J& —2- ( LI L) —1H- BEMEIF [4, 5-c] MMk —1-F& ] 2583 )
LF)-n’ - REEK,

[0817]  N-{3-[4- & J& —2-( & & Z& F 2L )-1H- ok e Jf [4,5-c] W Wk -1- & ]
F b -n’ - (3- JUEAEL ) Billk
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[0818]  N-[3-(4- 2% —2- T 2& —1H- WKMEFF [4, 5—c] Mk —1- 3% ) -2, 2- Z“HIFLPNIE ] o
PN

[0819]  2- & —1-[3-( FIEMAMESE ) Nk 1-1H- BRMEFF [4, 5-c] MMk —4- iz,

[0820]  N-{2-[4- & Fk —2- ( L5FEFEE ) —1H- BRMETF [4, 5-c] MMk —1- 28 1-1, 1- — 3L
L3k ) -2- LI O

[0821]  1-[4- & 2& —2- & % & F & -7-( 0t m¢ —4- 2 ) —1H- Bk M Jf [4, 5-c] M
Wk —1- 2% 1-2- IR -2 i,

[0822]  1-[4- % Z& —2-( & & 2& B 56 ) -7-(nib mg -3 55 ) —1H- WK M J3f [4, 5-c] M
Wk —1- 2% 1-2- FIEN -2 JiE

[0823]  N-{3-[4- %% -1-(2- Fo ks —2- AL L) —2- ( AR 2 ) —1H- KM I [4, 5]
Wbk —7- 55 ] ZREL ) FRAELIL

[0824]  1-[4- % 2& -7-(5— J& 2% 1 BEmib mg —3- 2% ) —2-(2- H 40 &% & 28 ) —1H- ok e Jf
[4, 5—c] Mk —1- Z& 1-2- FEEN —2- %,

[0825]  3-[4- % 2E —2- (LT L) -7 (MERE —3- 3% ) —1H- BRMEIF [4, 5-c] Mk —1- 2 ]

W _1) 2_ :@§ )
[0826]  1-[2-(4- 2 0% —2- SR FEAJE — 1 H- BRMRIT [4, 5—c] MEMk —1- 35 ) -1, 1I- —FRZ
e ]-3- AR,

[0827]  1-[2-(4- & FE —2- ZEFEFIE —1H- BKMEIF [4, 5—c] Mk —1- &) -1, 1- —FF L
5 13- BRI R

[0828] 1-[(2,2- —FH-1,3- “5URM 4-3) PR ]-2-( CHEFE ) -7T-4-FEH
FEAFL ) —1H- DKM [4, 5-c] MEmbk —4- fi% |

[0829]  4-[4- % JE —2- LAFEF IR —1- (- F2 % —2- AN ) —1H- BKmMe I [4, 5-c] M
Wbk —7— 55 J-N- AL -N- ORI A

[0830] 2- ZAEIFLFIEL -NI- A% -6, 7,8, 9- VU4, —1H- Bk M I [4, 5-c] MRk -1, 4- —
W ,

[0831]  1-[4- & J& —2- &Fk —7- (hkme —4- & ) —1H- BRI [4, 5-c] Mk —1- Fk ]-2- FF
RN -2- %,

[0832]  N-[4-(4- 2k —2- L3 —1H- BKMEFF [4, 5—c] meEmk —1- 2 ) T2E ] FRamifiz , =%
[0833] N-[4-(4- & 3L —2— T F —1H-BkMeIf [4,5-c][1,5] Z8mE —-1-3&) T3 10" -¥H 2
FelIK

[0834]  Horfr, MEWKER b1V ik AT e B AR IE B BB A

[o835] LWl

[og36] LI, 2N (I1) MEMERRFIEAER 2 A T 56 b B & . 228, (D
W, 2CA 1 4- SR -3 B2 5 18 =X RONH, IR IE s By AR X B 1) 3— A ZEmemk —4- iz, 1E
AU 2, OB (1) 3 SRR —4- JElid i, AT AE R C MR —3-4- — ik, fEPIR 3
i, 3 C ek —3—-4- ik SR ER A R SOV, A2 Rk D IR TH- BRIETF [4, 5e] M.
[0837]
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(R

[0838] Wik, X (I1) MIL-&WaTARYE US6, 331, 539B1, US6, 451, 810B1, US7, 157, 452 Al
US7, 301027B2 Hh Bk (16 Bl g v 46

[0830]  Gj—7J5i, 2N (1) HIAL-E 4] A i A FH R A4 DLZEREAE 1] 30 43 RS AL 38 731X Y
Feibil g o P R FH I s AT i S ] BB A RS R A A A o AR — 2SS rh, P
TR 5 A T8 ok TE A B 1) 3 43 RV AL 43 2 (R T RIS A SR AT o 7E— 285 7y =X b, i
S NA FA SR Z IR o AR — 2SI S, IR N A SR AR AT BB IR TR
RS P EFE AR T W P 5 2 L s B FE A L A 4 s S R T IR 1R 1
S AN FE RS [ o A 1o e S RS EAN B T« S R IR U e 2 [ o R B 2 [ A i £
LR A .

[0840] A H PD-L/PD—1 S5 HLFIA 8 ¥ I FIMI I &Ik

[0841]  — 5 I, AN & AR E—Fhyf 7 sl G iR A (i AL 0 505, BTid iR B FE
AW PD-L/PD-1 FlE BRI RN 8 10 22 40 B RER S 40 e, BEAERT 5S40 i, NK 40 T
A o B IR 40 O ) SR B VR T NG 20 T IR ANk . SRS, TR 97 4, PD-L/PD-1
PRI Sz v T A B A — i, 9 e A i e B B e — .

[0842]  ANSCHY “HRPEIRTT 7 TR REMS OIS B TR AR PV I S0 2R R EUR 4E Y AL A
Y4y F a5, RIBEIRITFRIR TE 5 S 1 0m sl ] G B S N RIB T IR« AR B I
FEVE T I R Bt A i R B R e O, T D G5 SR

[0843] ST &, AR B (W 2 v 7 I BB R HVE FH T tol 1 RS2 R X IR — 3R
GER AL S AR RIG-T- FES2 A ¢ BYBRAE 52 A UM BT DNA Bz 4, B A4l & . Bk
M5, AR B 2 1697 I RERE 1S A0 AR 4 HOAFE B S 40 i, BEFE M 5S40 i, NK 48, T 41 i
SR AL, B E A S .

[0844]  FITIR S ¥ T7 T AN -5 F A SRS 1] 358 20 JEE 2 1 5 A e B 2 F IR0 9 A 38 40 A T
LA P R —F, B, A swe 5 (1D 80 (VITD &4, 8 (IX) 2 (XTXb) 1
A AT — P, B e AT 255 AT 52 1 R BUA AL .
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[0845]  7E—4bsizji 773U, PD-L/PD-1 $h45$iAik B PD-1 2554557, PD-L1 4G4850
FF PD-L2 SEA 4B

[og46]  7E—4Lsizjifi /5 A, PD-L/PD-1 FHEHUHIE PD-1 G &4

[0847]  {E—4u5jili /5 A, PD-1 S5 A A5 HURIPNHI PD-1 £54 HRL RS 5 #50Y

[0848]  fE—dbsijifi JyxUH, PD-1 G5 A H5HURIPIH] PD-1 454 PD-L1,

[0849]  7F—ULsjfi 7, PD-1 &5 &5 PisIFilil PD-1 454 PD-L2.

[0850]  {E—4Lsijili /7 5, PD-1 S5 AR5 BURIPIHI PD-1 454 PD-L1 F1 PD-L2 X .
[0851]  7F—&bsjii jy =, PD-1 4555 P2 ik, 41 41, MDX-1106, Merck3745, CT-011,
AMP-224 8% AMP-514.

[0852]  {E—4Lsizjifi /75X, PD-L/PD-1 S HIHIE PD-L1 S5 A+,

[0853]  7E—4Lsizjifi 775U, PD-L1 25 545 Bi7HH) PD-L1 454 PD-1.

[0854]  {E—4Lsizjifi 775U, PD-L1 25 545 Bi7HH) PD-L1 454 B7-1.

[0855]  7E—4Lsizjifi /75U, PD-L1 25 545 P76 PD-L1 454 PD-1 Al B7T-1 IXP & .
[o856]  7F — L& 52t 77 X v, PD-LL &5 & 48 B 7 &2 P A4, 4 i, & B :YW243. 55. S70,
MPDL3280A, MDX-1105, MEDI-4736 F1 MSB0010718C 1 ffj—Fh#iiA.

[0857]  7E—4sizjifi /75X, PD-L/PD-1 S HIHIE PD-L2 S5 A H5Hi5H.

[o858]  7E—4Lsizjifi /75U, PD-L2 & 4Bl diik.

[0859]  7E—4bsizji /73U, PD-L2 £ &4 HiilE i &5 .

[0860]  {E—usijli /7 A, AE 5 13RI 2 S5, BT IR T AEA AR P P= AR R Y o

[0861] L5t /7 X, PITad S8 6 97 I St FH 5 1R) Bt FH

[0862]  {E—usijifi /7 A, Brid S 1697 FI/E PD-L/PD-1 HldE B2 A -

[0863]  {E—4Lsijifi /7 =, Brid ez ¥6 97 75 PD-L/PD-1 #lidE BRI A

[0864]  {E—tLsijifi /7 =, Brid S 1697 FIAE PD-L/PD-1 #lidE BRI f5 i A .«

[0865]  {E—Lsizjt /5 X, Pk AR AT 45 W Vs B G 22080 /)N A0 P s O S
SPL IR g Py < S ot R P 9 4 e

[o866]  E—tsizjifi 77 =, PD-L/PD—1 FlFE B ik P it FH UL IR Yt FE B2 T e =i
it FH 10 IRt P 325 5 itk P e P e P < R P it P 3 ek R N 1 7 S A S SR R N
2t P 48 P e D o0 55 P ) B Y

[0867] Uy — 7 I, AR W4t — R dl &, HAHE : (3) A& 1 PD-L/PD-1 FF5EHUH A1
(i1) BRI R0 S 40 B AR 5 40 i« BEART 5 40 i NK 40 i L T 200 Hi i vk 25 &0 i ik
HEMMAA R REZIRTT .

[oge8]  7E—ubsizjifi /7>, PD-L/PD-1 45k B PD-1 2554557, PD-L1 45&4551
FF PD-L2 &5 & 5.

[0869]  7E—4sizjifi /75, PD-L/PD-1 S HUHIE PD-1 45 G455,

[0870]  {fE—4uszjli /5=, PD-1 S5 AR5 HURIPNEI PD-1 £54 LIRS A #5648 .

[0871]  7E—4esiji /7 x 0, PD-1 S5 A H5H0RF0H PD-1 454 PD-L1,

[0872]  7E—4bsiji 7 x U, PD-1 S5 A H5HURIFIHI PD-1 454 PD-L2,

[0873]  {E—4bsiji /73, PD-1 S5 A 35 HURIF0HI PD-1 454 PD-L1 F1 PD-L2 Xy # .
[0874]  7E—4L5ti 77\, PD-1 &5 S5 Pum 2 Pk, 5141, MDX-1106, Merck3745, CT-011,
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AMP-224 8% AMP-514,

[0875]  7E—4b5iti 77 I, PD-L/PD-1 BH&EHUMIE PD-L1 555517

[0876]  7E—4L5yti 77 I, PD-L1 &5G 5 H0M4H] PD-L1 454 PD-1.

[0877]  {E—2&5ji 5 =N, PD-L1 5 G459 PD-L1 454 B7-1.

[0878]  #E—4usijfi 7\, PD-L1 45 &35 HUIMEI PD-L1 454 PD-1 FI B7-1 X & .
[0879]  fE—esijliJ5 b, PD-L1 &5 & 55U 2 Sk, 0, & 8 YW243. 55. S70, MPDL
3280A, MDX-1105, MEDI-4736 F1 MSB0010718C H [ —FhHr ik,

[o880]  7E—dbsijifi /5 A, PD-L/PD-1 FhHEHUMIE PD-L2 5 A H5H17).

[ogg1]  7E—dbsijifiJy A, PD-L2 GG Pl diig.

[o882]  7E—4LsijifiJy A, PD-L2 GG 5Pl i 6 5= .

[o883]  Zy4yifil s AN 25 24 77

[0884] A HHIEIE M A& AN R I & Py el 3L 252 EmT Bz (3, DL S —Fhali— L b
25 BRI B BRI 259157 .

[0885]  ASCPTIRIAL A (i, AR B BUK- A4 ) UL 2525 b ] 852 A mT {8 A
ZMA R BB TEIE 2 . SENES AR EAR T (R AG GBS
2 IRG 25 B es 25 B RG IRSS 245 i 45 25 F0 1 B e 25 CRLREIILIAI N B2 R ik
TEST) o DU, A BV A B8 ) 3 2 PR BT A4 i BRI AR R B 4L S U B A1 87 2
2, SEAR R, DL kRS 77 N gh 24 .

[0886]  ASCAE HIIARTE “ 252y ” EAE A B RN Eeb A0 G438 35 22 S 28 (4R AV A
[T 77 2

[0887]  ASCHTIRRI AL G el 255 F R (3 / s oK G shes 245, 5 AR I
(RIS G5 250/ B AR T A ARG FIME G 25 R, X SR K
B AL B I 25 20 IR 97 TR I B30 20 B e TR 97 Hh IR

[oss8] il 4, X ) A B T 1 5 S ARG R MR PE R BB A 2 i, AR
B ST IR A T G 25, PRIk TR A 005 A T 6 77 50R  IEGL R LA etk DA &
TH 55 m A R RER B 257 XL 25508 5500, SRR BLAE &R, 5%

[0889] Y] IEFEREAT I AE R IT I A3 45 25 I, (LA vl LR AR TE 225 25, ik VA
FE BB AR/ Bk B BRGNP &I v UL A Va7 TR0 B EIE I 2555 16
IR G5 24, ik b7 1807 W VR B 255000 4, 1k 24, Bds i), 655 .

[0890] W] 5 A B AL & W I A 25 24 1) b 78 BG AOGR B R 49 dn, = ERSRPTINAR 25 (1
1, K Wy B (imipramine) . Hi & 7 B (desipramine). [ 2K # Ak (amitriptyline).
Sk B (clomipramine) . B 2K 19 B (trimipramine) . 2 € SF (doxepin). 3¢ i #
M (nortriptyline) . & & & K (protriptyline) . Fi] 5L b 3¢ (amoxapine) 1 I 3% & Ak
(maprotiline)), 3 =B HLIPAL LY (U1, & AR (sertraline) . MR (trazodone)
AP BK 3% 2 (citalopram)), Ca2+ 45 BT il (] 41, 4E H7 07 >K (verapamil) . i Z< Hh °F
(nifedipine) e EfHIE (nitrendipine) FI-EZ YRR (caroverine)), MMHE 2, =K L
KAy (B, E5E S (tamoxifen)) , FLOHUAH 254 (Hltn, 48T (quinidine)) , 3t
259 (lan, Mifi~F (reserpine)) , WiBEVHFEY) (U, T o2 BADOIIZ ) LL&
ARG PO S PR o

paxii}

paxii}

I
|
I
=
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[0891]  AZ MR AL AW LUIL B 5 1B G 28 LA SR G 25, fE T IR
AMAEYH, Bk s AL G — Bhell— P DL 2% 1 n] 5 52 B 3R TRl ) s e )
TRFr o MRHEA A WS B 25D AL 5 00 o A P — bl — ot DL A B 2 w3 2 O 80 LA
J7 ABC A, AT IR AE B 2 n] e 52 (0 3 A B 2 WO SRR A7), BT 3R A P2 n] 452 52 (s iAo A 1
R AL SN TR E 255 EAT AT R0 Al R BB g T B is #4525 3842
[0892] X FiF il MRy 251, AEFIM A AL TG T 45 2B (1 R B V208 . IXLBIE R
H AT E R .

[0893]  XIT MG 255, & 5% T BRI AL & W 5 A S E i 2577 Bl #E%
RIBARES Gl o IX LR AR RE NS A A B I AL S e il B I A VA 77 1R A8 VIR R A 771 24
U BEAR 24 AL S A I B SRR o IR 25 ) ] i e b 77 53k
13 KR ARE R SR G YRGS, (EEBTES 2RI S, IR RO & k1T
TN, A SRAREAG R A SR AC 7 G A, 75 BRI R AT I & e Al BARn =
A RIS TE ) (] 4, A R SURE SRR  H S 8 oL 2 R ), 21 4 =il (4,
TORVEN D2V ORIER LG ek IR BB AR AT Y 0 R R AT 4R 3R
ROFEA YA ) T/ BUR LIS e (PVP) o AT B0, WA 3 ), 49, <2k
(K128 LA e i S5 it e R L B (90, e RN ) o

[0894] [ A/ MR LA IERI A, o T SEHLIXAS H A, W] A8 HTHR AR BB, 1 R n]
PR 5 AT BT AR AR S 30 A K < 2 SRS e i s S B IR 3R £ —Ji A/ el — ALK
R IO TE AT DL R SO R . DR BBk s0RH N 22 1 77 sopiA¢ 25 ALt Ak
MO BSERAEA F AL S YR A

[0895] w1 ke A5t P #1245 420 it 1) A At P e o P 3 7 P S AT oy A AT 2550 (sl
A= s BOREEE ) AR B B B R R S SR T A AT i LR 2 SR e
NV QTN 2 SRR A RN/ s G A A S I R Bk - IS (3] ¥ A0 2 e et o 1)V
B HEPE R o AERTE T, WAL SR R T BORTE T Al AR, 4, BRI i VR
A SR ASE 4 B SEAN, WIS E R FI T 1 R 25 1 B ) 2 0 7 20 T
XA gy

[0896] X~ HE4a 24 &, ZH-A4m] LI b 7 sCRE i i 7 R sl i BB 4R 24
[0897] X FWR ALY 251 & , MR A WAL A ¥4k £ 0 (8 3 el A 53 Py 3t 571 (481
a1, R R = SR T RE . AR Lobe s AR O A SIS R ) Al s
o s AR SR s (1B IR . AEAE I S I A 0 1, 5 Az v T ol 42 (I T
HEK RS E . ERAGRSIRNSG M (P, B M2 ) W]
WELHA S A GG TR AT (1, SURESGER ) rR ARSI,

[0898] ALyl B Ll A JE L VTS (90, PR v b BOE ST ) U7 5\l B A0 25 1501
B S AR RIS IR 25 257735 « TS SR 2 mT Lt s n 64 73 J8 770 66
BT A AR, B, LL2is e I E AR e (3R it. A EYml R A o MRk
SR AR R B R LR SR B 3T LRl 35 0 A0 ASE AT/ By
HIGR 2 SRIRECT (Formulatory) , JF H N A B AIAZ IR (1 28 Z AR AL o B < B R it e 1R
s AR (P, IR ) o

[0899]  HIT-fizm 1 A 251K 2R R A SR A M QRIS TEAL S KKV IR B4, i Tk
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AW ) ARV VR AT ) A B 3 R T Py S R VR VR B T TR 216 Mg e R 3 2 A A 855 T T v
(gt 2R ) BA s TR IR EE (44, iR SRR sl H i =88 ) sla itk . KPEEST &
FEBCAT RS W N T A2 SO IR T URORG B2, 9 2, R PR R T 4 AN | 1L AR T e 2R
B o ATUE, BIRBOE T A A1 BRI R B2 ), 1246 8 T B B AL S ) S AR L
M 1) 6 v FEE TR A BRIV o X6 T35 T 55 A R BT R 2 700 ] A3 T T K P AR, DA 20 b L 1)
B BEAR A R GE I R (T, Hanks Y98 ARORS EQUS TR BR AR B 3h /K i ) o

[0900] WM, i 4 B 43 W A A FH AT AR T 6 2 I 2 A b ok R =0, il 08 i 24k
N, Jop LR K .

[0901] Ak &40)3ds mT H IC il B L B FH 285400, 490 2, e 50 B £ B R ) 26, 400 a5 i A
FUFEAR (A am] w] i B A H AR ) .

[0902] & T RTIRF AL Z H, A A4 v] B 0 ) B A B3R o 3Kl AR A 1 30 28 m T sk
FENBEE B ik (M, fe T asbik BOULIA N 3L ) LA P9 3 5 B02 B2 W4 24 . [RT U, 491
un, A SRl IE A E R SR e K MR (040, WTEES2 B LI ) SR 1 AT He
PR T T o) B3P A P T ) BT T 2B 5 A5 A PR s 1 2

[0903]  Z544H A Wyide ] A 7 G dd ) ] 1 B s A 280 AR BT 7)o X 26 280 PR B T 771 )
SEAG AL FE B R S R RR Y 25 PR e T 4E = AT AR IR S W R & BRI R A
.

[0904]  ARIE R 254 4164 A BC il e S ) L R AL -G 4 0, i iy S 550 28, 3 HLaZz ik
MIZyMA G-I T B 100% EEN VA SWNIL 0. 01 % EREL 100% HEHIA
RV G . 9GS SW ] Pk - 4 REF R 4558, Hodr, i 50 e 2 e Bt
(U

[0905] 7485 7 A rp, AU W R 25 A e 0, FEAl VR 7 )

[0906]  7E-—dLsijit Jy A, Bk HoAth v T 7 A A B ) .

[0907]  7E—desijit yy A, HoAm BRI B AR 2 S AR T AR A 11
RS HIFR  BE FEAL T B PRI BB PE S EE 7] GNRh A5 8 eI IR S .

[0908] 745 77 b, ik HA 67 7 A7 71 o

[0909] AT By “Ab T ) AR TER T AE A H A Y. LB E AR
T i 3 VO fih & (Gemcitabine), 37 & (Irinotecan), i 2 % (Doxorubicin), 5— %
R B g (5-Fluorouracil), Pl ¥ Mg 1% (Cytosine arabinoside, “Ara—C”), ¥} i B iz
(Cyclophosphamide), ZE#JK (Thiotepa), HJHZ (Busulfan), 4iffE % , KIZE, &
BES (Methotrexate), A (Cisplatin), ZEiE4 (Melphalan), K& (Vinblastine)
+4A (Carboplatin) .

[oo10]  fF — 2B 77 S rh, 38 AL ST A ik B« Aih 3 & S5 (tamoxifen), B ¥ H IF
(raloxifene), PR HIME (anastrozole), MK PHSEIH (exemestane), KM (letrozole),
5 & Je (imatanib), %% ¥ B (paclitaxel), ¥ % Bk #% (cyclophosphamide), %
% Ath vT (lovastatin), & Z5 ¥ 2 (minosine), 7 V4 fth ¥& (gemcitabine), Pl ¥ ffu
(cytarabine), 5— ®RWENE , MRS | ZPHM3E (docetaxel), K& Fitk (goserelin),
K FH B (vincristine), K F il (vinblastine), i % & M (nocodazole), # JE A
1 (teniposide), Kk &1 # (etoposide), i VifthiE , 4% [ & & (epothilone), K&
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it & (vinorelbine), = #f i (camptothecin), Z¢ 4. % % (daunorubicin), B £k H %
D(actinomycin D), KFECEHEE (mitoxantrone), W/ BE (acridine), FJ£F % (doxorubicin),
KAt E (epirubicin) B FEIEF A5 %R (idarubicin) .

[0911] ji il Aﬁ

[0912]  Fj— T, A B A —Find A &, it il ) &t & Ak AL S sl A& )
() —Fp e —Fh UL DL AT i AL S sl SR U B 15 . ZE Atk i st g =X, Ak
B AL A TR A R B RS 5 5 — 7 TR & . Pk il R e e A f A T
IR S 1R Re R B B 5 o P I ) 0 B i A B ek 2447 S v 551 R R
[RIbrid 252% BT RS2 I Shalkge i) h i —FpEl—Rh DL b o BTl in) Gk v] B G A A AT
GEHL—FPE —Fh DL b N IR e T B s o HeAt T SRR e T AR R,
RN T 5 A2 1 2 W 3 HAEA R B RTa i .

[0913] PyrHli&

[0914] ARG W S P PD-LL ik, ERAMARNER TLR7/8 Fazhm K (I1) &R
RREAGS 7o WA B AR IR, fEHUR s S0 HOx I T LR = E R R B R 4l
Moz e B A LU PR RS -DNA $3 05 AR U B R . AR gt — 2B I 7E Bt
IR 240 5564 b A IR AL 27 40 i =5 1 ) TV A 95 SO I Bt S O AR S AR LR AR R
140 o BAZSEHU RIS MR TLR7/8 ahile AR I EREASBIH AR IN, A % AL S ) K IR
HAL R PR YE . B AR AL ST 5 e T K R b, i & 2125 2
SRR S O 0 B B R 8 2 3R 08 PD-LL 1 Rg 40 e / S8 40 i, 7E %R0 PD-L1 [
NG/ g 4E R, B 40 JEE I RN bl 40 M/ e A0 e B R R R R AR R . KRR T
AR ZAAET Bk RE PR HL254K80 ) 22 th B AT 3 o o H, AP iArh 2218 %
TR MO EEPESR) (2540 ) 7 AR R v R 8 A i e 400 B P 70 B DA R A P s 12 4 i 5
PRI 25 2

[0915] PRIk, 55— 5 THIT, AN BHER A — Pl 28 PD-L1 (190 8g 40 B / et 40 B 10 M4 5L 1)
5 BT 7 AR A R B AL S W0 R T P iR R 40 i / 40 i 76— 28 7y =X, B
AR A LU R B E R R 1

[0916]  ASSCH ) “oegiE” B “ R 24 A AR Y B0 BEARAS ) JLRFAE g AN 52 428 i) ¥ 40 P 15
Yo SEGIAFEHANPR T Ja8E | W0k CU08 « REGH BRI oy I o R 1 SE I LA ) S 4 A 4R
ANBRT il /gt BRI AR /N0 e ) g LR HT 20 IR g PR g one L I ks « 5 e L IR e
fHeE (R0 s ) R e 45 1 B Sk B etk 40 s L &8s L DR SR . 150
5 A IR R R R ERE L AR i VRS TR DT PRI FROIR IR L A AT A e L S M RE 4
s (AML) g MR 4E i 3 s (OML) .

[0917]  ASCHT g “HH]” B “ VT 7 A2 R FRAK IR T MR TR G T, Horh, B R PRI ER
TR 8 2 R BEME R U BT o 75— NS 1, sh AR R A 5 e B T 42
P ROT ks o a7 7adE (1) F0H A BRI H 5 )8 B B AR 1) 52 ¥ 28 PR Y 1) 9
W5 (2) SR A BRI IR BB IR 52 08 R I s A/ B (3) sl
BRI HH 9 PR B BN IR ) 52 ¥ 8 I R8 2 A P R0 0 KA ArT om0 2 T BRI o AR e B Ak
G B LRI B b g M AR KR/ BRI AR N, AR AR R AR R AL ]
AN AR R/ B4R R
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[0918] AT “VRIT HRE” AT A 16T 2 i0 78 B FLBA AR N I R I A S
B SR E . fEIRITERAE I OL R, W97 A R N 259 ] PR 4 ML 2 B, A8 e R
Sy S A MR HE NS A AR A, R A K R R A, N/ B
— 8 TR P ek A S e A DG R B — A e — P L b

[0919] Ty, A A It —Fiif 7 52 ¥ 8 R N 3R 18 PD-LL IR / Jshk (10 73, Pk
TEAFRR IR ITT A RN AR KA G 4 TR 203 . AE— 288 7 b, s ek
JerhE ] DR AL TATART B B 140 ST B8 i » 4910 4, 5 A gt B g i, 9, T B 1T B
TTT BA TV HAE v B MR Bl . 75— S8 st /7 =CUrh, e Bl iE n] o e B B E R 1Y
TEH AL VE e BUEAE [P D0 T A8 R B 542 mT 9 2 B i) i e g it g FCAth 7
et , B Yk B A2 125 i R T g B VT R At A7 R TR BB AR B R 1 b B
el BRI, AR B 70 0 HE 1) 9z il ] R & A2 e B L8 i AR B R 1) e 4
Ml 40 L (9 4, % BOPE R A B, DTO) ARG HYBE BB BT 52) Jk &2 Bl I A T
i I8 B 1] — AN B A DA AN [R] T S R e g Bt 1y At 67 5 A7 B BRI B Rl 75
BUHE TR 53) TRER OB N e, 98B Bl — A8 — AN DL AR T B o P o
968 B A [ FLARA S5 AL B B X SR e B I A BT s LA D) TR DB B .2
J&i » G AN BRI B A 1 T B ST

[0920]  7E—Usiyit 7y 2, PR sl A SE AR BB AR A L A B . “SAR” Rt T T SR AR
1E— AR IFTE R BIREhE R B % o BRI AR PR e T Se A ds - SLARIR / S IE L O 5L
g / SRR FE M /R T EIUNE /s B/ B i /i
B/ E G e /e R /e R SR /R e A P R g
[ FE WIS AR 2T AR By B, A AT SR B, HLAK
(RIS A0S < R P S R 4088 B8 I 3R 40088 , 197 2, b 09 v B R 1 T o 1 T 1 R FR
FE PRSI ELRE < SOk RS I R M 1 | RS AN M 1 0l R 2 e MR R .
TR HE P FRA A Sk s (A0 40, BRAT 40 B i s A Stk B A B s ) S . B
PRI BEE O LS, (EANPR T« U4k 40 e s (APML) « SV 40 Mo (1 1fn s (AML)
NS PRI MY 3 M (ML) o 9K B2 R G0 o M e 0 468 (HAN PR T S0Pk Ik 2 40 B 1 I
(ALL) , FLAUHE B 40 il 5 ALL (B-ALL) 1 T 4 M 58 ALL (T-ALL) , 18 P19k (48 i Pk 1 if s (CLL) ,
gk g e E s (PLL) , 2 B4 s (HLL) Rl Waldenstroem ELEREE (I ILAE (WM) » H
A RPN T L (AR AT U LR S AR A, A1 R T A BRI R, RN T 4H Y I g
JORELIEE (ATL) , BEAR T 40 Mok B8 (CTCL) , R ybk L 40 M (1 i s (LGF) , 2B &7 4 95
Reed-Sternberg &5

[0921]  FE-—2esjti 7y A, AR I 7 a5 oA v T JriEs T (i, FARTIBRA
BT B B EEAR ST VR AT R TVE R B X T (TR ) BRI )
— (A S XL H ARG T T A BT IE VAR A R AL S Y 45 25 2 A0 FEAR R (43 ek
LURAEMINIER) i 54T

[0922]  7E—2L5jti 7y A, AR B T B ARG T A S AR B G & 5 HoAlg
ST RIRA 24525 70— 28ty =0, ek HoAh v 7 e b sn) / o, 78— Leseity
Ao, Bk oAbV 7 2 PRI A i T Aa T el TT A 57 f ZEA0 5 sk
E DI PUkEPEEER R ONRh I F B E EATRNE S . 76— 2850t 77 =N, Bk HoAth
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VRIT L B B =P 4F (tamoxifen) s BT I E 45 (raloxifene) ] A il M (anastrozole) .
P 35 4 (exemestane) < K I M (letrozole) . imatanib. 28 42 B2 0 Bl Ik Bt - v A At VT
(lovastatin) .minosine. 7 PifthiE (gemcitabine) PilHEHLEF (cytarabine) .5— F K BERE
FEWRNG 2 P Al 28 (docetaxel) . K& ik (goserelin) A FRMH A0 V& 2 1 Ik s
(nocodazole) VB JEVHH (teniposide) VIKFGIHT (etoposide) . 75 PHAhIE IR W8 52 KFF
Hidi (vinorelbine) B B/ # Z (daunorubicin) JHEZRRZ D OKFG AR 1Y IE | f) 25
R RFKIENEFTEAERAER

[0923] 5 —FhEl—Fh DL AR YA I “HC S 45 258045 [R] I 45 2580 DIAT AR 7 i 4245 24
ASCAFFHIARTE “ A S A fe B iR GIE M Sl &M a3 21 i, JF A
FETETE R [ e S FEHERE e A E1X W E . ARG 2immtERs (Fan=t (D
FIL G ) FECA 257 DL RS SEAR BT & R 5 25 T g . KRG “JERlE 457 L1t
B (=X (D B’eE9 ) RIS 2550075 A 73 FF R S5 A BN S Uy (R R 2 I 18]
PR ) 2525 T 83, X Fhan 25 07 2 ) s R W a7 A S E E sy . & IEH TR
BRI 0N, 25 25 = FpEl =Pl L E 3G PE sy

[0924] E /);_(Q ill*%‘

[0925] & T A& BHI 254l & W B FE 0 & v )7 A R E TS R AL A, Bk i T
ARERAA BRI B R SR E N A S0 S2 b 28 (JGH) Bk T8I
TIE o A R B IR IR AR IR N R ae E BN G H R RIE A SCRAR AT I
5o

[0926] X TASCHTIR I EATAE T  5 1697 A 350 W] i 5680 i 40 M 355 = A VA 7
H A M 253 B2 R BE A8 S 40 o AR 80 SRS PR AL S IR BT o AR it St 7 =0, 4
MosE PER 2> 25 % B, RERE S T 202 30% .50 % 75 % B H- 22 90 %6 B B i 1 41 g
T PR IS PR A D B bR 2R B A E BRI I o T N5 A P TR 40 B P R 1)
T E AT DA i I8 1) F I 24 94 B 1) 2 1, I HL T b R BT R DA S I A EE
Hr 4L

[0027]  GnAAIR AN, T ARG A A E e v S SRR e o i, T A
AR50 8 T Ak RS SR AR B R N IR A A IR AT . b Pk, A AR )& ]
T8 7o M) 40 P e A B 1R ) & R Y .

[0928] VAT A AR & IE ] i O FR I H SR ALL 24 B 2 v MR R 40 S ) B9 AR B R 1
5 o P SRR W 25 T 5 SR A 0 EL B i 45 25 R AL S 0 (R AFDGE A= 48 FH BE R385k
P

[0029] T bk U5 v AR AR A v o ) L Ath, 075 35 DA S BN AR R 180 e R 6 ) B R AT TR
IR AR A U B AR N B TS N

[0930] 7RI RIS OL T, IR iGN 2 SRR A R R B 2. e
LT S 45 254G W LU BIAE JR 0 D B0a RS IR B ) 45 R B

[0931]  XFTTRPTHN / BIG T 5 S 4l M MG B A O B9 9593 7 T ) N FH i &5, PRade () A2, B
BRI S WIRITEIR IR Z N 0. 001 n M £ 20 u M, fLIEHIZ 0.0l u M & 51 M,

[0932]  ASCHTIA IS 1 ks 25 1 R 7 B B O 2 Img/ R 2224 10, 000mg/ K,
LA A2y 10mg/ KAL) 1, 000mg/ K, s AU M4 2 50mg/ R A4 500mg/ K. %1
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BEAREM S, WA EHEAZ 0. 0lmg/kg/ KEZ) 150mg/kg/ K, B NS A2 0. Img/
kg/ KA 2] 15mg/kg/ K, AN 2 Img/kg/ KB4 10mg/kg/ K, 1 41, 5mg/kg/ KBk
3mg/kg/ K.

[0933]  7F & /b — 2o 5 7y A, G 3R sl PR A K R R = T T umol /kg/ K
g B /b, ), BB B AT A 0.9 1 mol/kg/ K.0.6umol/kg/ K.0.5umol/kg/ K.
0.45umol/kg/ K.0.3umol/kg/ K.0.2unmol/kg/ K.0.15umol/kg/ Kik 0.1 umol/kg/
REGEAD (S WEEREL) o PUikhh, LI H IR LS 255 22 /0 TR I [RII, P ik
s A IEIR MR R K.

[0934] S T HAth 25 25485 3011 5, 18 R0 [A) B ] 23 11, AT B RS T 9097 A B I
PRIE NRE A R 25 25 AL A WD R I 25 3R B o 9, 76— St g =X, iR A R BHIRAL 54
A LIRS S R SRR 2 IR 45 2 o AT e, SN AR, DL/ INE SOK FE 45 25 AR R B IR AL
G I BAT ARSI 4R 2577 52 o X3 5N B 5 1 7 SR AR IR IT T & .
[0935] AT ASCINE T ] L HAA MIIGIT 7 &, A BRI EE, I Hid5e a8
MG YT e 8 R R IR AR o X Az HE N (0 46 8 75 18 2 PP R = A Al i B s Ak
G, BT 2 Bl R R B W, A SO AT AR R R R AR AN R EE ] R
P M I 2 25 RN T R B I 250 PR AE

[0936]  HARASSCHEIA I SR T AR R B B PL e 1K St 77 2, AR 0 T AR S RN R &
1T 2 DL R A 5 3K 8 S 77 AN A2 289 Ui B o AR AR N B ] IR e S T A EH £
PSR AE A, TN BAR R o Y EH A 1 2, A SCHTIR 1A A B I m] 38 St 7 =X
Al TSR AS A B o A I T B RSO S SRR R v A e B R ], 1 HLIK BB B SR Y
(%) 7545 F0 5 1) e JFG 58 R At 4 T B SO 22 R 5

[0937] % ﬁ jzl

[0938] AN BHE— AP it T ok St ] 2549 U B (AR R B AN PRI, IR S 51 28 48]
AN 2 B AL B i il 28 732

[0939] S g 1

[0940]  4T1-her2 Fl B16F10-her2 &% Js {1 40 H Z [#]4 Bk

[09041]1 & 7 : K B ATCC (Manassas, VA ;Cat No. CRL2539 FI Cat No.CRL6475) ] 4T1
FI BI6F10 40 B, F neu/pEZ-Lv105cDNA, #i % % DMEM, L- & Bt % , Lipofectamine
2000 (Invitrogen ;Carlsbad, CA) .

[0942] 2 T il H T e AR IR I HT R neu FIPL L PD-L1 4L, AR bRIc i) Her2
[ 4T1 5% B16F10 4 ffd. 5 neu/pEZ-Lv105cDNA #)7 1AIE I ARUE Lipofectamine 2000 #:4E
FFEL YL 22 AT1 B B16F10 408 (1240 Mo 7E = iR B 31 5 0% DMEM+10 % FBS+2mM L— 7+ Bkl
K.

[0943]  {A PN Jp{9Rg Ke S0 4 i PD-L1 B PD—1 KA (FACS 4347 )

[0944] 4 T #E MEICHIPT R PD-L1 45 &880, MRIE B her2 19 4T1 8L B16F10 41 fu7E 14
PN SR S AT FACS 3T T8 5 2, F 2 X 10° 4 fifE 3 /) i Balb/c 8 C57B/6 2 T, 14
RIS o K IR BCH S K24 10° A Bq b 38 1% BT 7 40 43 ) 5 AS [R) & () R PD-L1 5 PD-1
RIPTR—[F9E S, 48 PBS SR —Hi el A AH G B TeG AE R MR IR . YRz o, K di i
H T FACS 2l h IFAE 100 v L RN AR SR N SRR S E T —Hiry 20 n Lt
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Fuli e TeG —FMFE 30 708h. Ve G, HA M E/E 200 0 L 2% 2R Tl /PBS 7, Bl J
AT A Mo T o HEAH R 2 3R A T O [RIRh 65 BRI ANAH 9% B TG A LA i 2k
PMT/ 40 Me %2 o 7E BD FACSCalibur® AT 40 B 05053 7 9 Hoad SR 0 1 L3y
PEHRE . AFH FlowJo A Hid s . &5 R7ER 1 h iR,
[0945]  HiAK toll ¥ESZARECAREICY B0 A4 Bl
[0946] X7 : T PD-L1 5 PD-1 Hiifk (Bio X cell, West Lebanon, NH) . ¥ 554 5% 12 )
MC-val-cit—PAB (MC-vc—PAB-TLRL) ( #F Contract Research Organization, China &% )«
RN . AL A . B FBERE (DTT) . Sephadex G25.DTPA. DTNB Fil L3Rk I i3k k3L - B
AL (Sigma—Aldrich, Milwaukee, Wisconsin).
[0947]  AHFAERBLIAR TLR BCARAB B I 25 6058 PD-L1 TR FIIm4E S48 (TLRL) « HF24E
B TLAC TR A m] 248 A 21K MC—ve—PAB Bl 3R A M )32 44 MC.
[0948]  PD-L1 &k PD-1 Hifk -MC-TLRL [¥)ifi] 4%
[0949]  PD-L1 8 PD-1 HLiAIE Ik 20mg/mlL 3 BT RO L2 iR A e R Sl HH =K, 76 pH 4 8.0
(R4 T VAR T 500mM A ERE1F1 500mM SUALEA T4 FH i & (1) 100mM — i 75 BEEE (DTT) 4b
W, fE37TCHIBEY 30 734h2 5, ik Sephadex G625 Bf/lg b P AZ B2 ni il H &5
ImM DTPA [¥) PBS HEAT VRN . BREE /Ab {8 ik 0 52 34 JE B0 AR P ke P Rt T 3k R SR AS M, T
I JE BT [ 9 B T e VAE 280nm [RIWRE BESA A I, P Bk i ik 55 DTNB (Si gma
—Aldrich, Milwaukee, Wisconsin) W CLSZAE 412nm 40O K2 . R T PBS H 1Y
W JE I HUARTEDK BV R 75 QAR T TE SIEFUK h R B AR T DMSO 19 25 B2 (A5
( 55 Fmms s  Me—) , 3 Ho HON 22 PBS A VAR B SR Fi ik rh . 40 L /i e, in At
) B R MV A KON, 8 i AR AT AR S N LA ik A . fE— 28500, i b
B G BRE A = BRI TR IE . SO VR A4 1 ik B0 R JE VR AR (IR T pRiE i PBS
W G25 A IR e AT Al AN 2, FETE R A T IE I 0. 2 v m (I gE AR Ik UE, A VR
1o
[0950]  PD-L1 &% PD-1 Hifk -MC—vc-TLRL (¥ 5
[0951] P #A G ok - B 20 R B L R Wk W i O O 2L - A R - TN R (ve) p— &
BEHE A B B L (MC-ve-PAB) 3% $ & TLRL. MC-ve—PAB & 5 4k 7] i i % w1 4 2 &
B B 2 21 40 Mo 7] 25 (Bl 2R A, > R I, R BT B 254 (Doronina 5§ A, Nat.
Biotechnol., 21:778-784(2003) ) , Ifif MC ZE R4 Ky Bl B 7] 28 (B4 A# Y . PD-L1 5 PD-1
PUARLE pH K 8.0 B4 T ¥ T 500mM A B2 1 F1 500mM SAL AN, 3 Hat— P Hid &1
100mM — B 75 BEEE (DTT) Ab3E. 7E 37T'CRHEE L 30 73805, lid Sephadex G25 BJig LK
Vel AT B 22 phy JF HH A 1mM DTPA () PBS Yl . BREE /Ab A 1o i 52 340 JE R i A4 (g
FEFABR I 9 SR I, o ade J e 0 R 0 e B T e 3 A 280nm Ak P WY B KA N Bk
R 1 L 5 DTNB (Sigma—Aldrich, Milwaukee, Wisconsin) VLA M AE 412nm 2 FIWOE
JE (IR FRE= 13600cm M ") RIS FAET PBS o HIEJR I HLALEVK 174 . DMSO
(1) 55 3 s B A 2 ¥ MC—val —c i t—PAB-PNP Y& i T- LI RIZK A, R4 H 22 PBS H (VA4 1
WIRHUAR . 558 1 /AN, 0N Ik 5 1 2 Sk T I g 28 K Iz 8 388 i AT il R SN I A
EEEE A . AE—SGO0N, M FRAE P IR S S e Bk a3 R IR IEAT (R . 1 I B0 B R
WG RIVARA YD, BUR 2 BB I PBS Hh ) G25 B4 IR eI R AT A A AN 3, TETC B 4%
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PR 0. 2 0 m ik PRSI I8, A TRMEAT

[0952]  TH W, Pk MC—ve—TLRL B I S AR AR S — IR &), IR GBS 5 A
) TLRL 2518 10 VR IR PR, BE, 259053 B0h | 220 8 Iy edl. BRI, Fifk
MC—ve—TLRL £448 73 B Al I 43 RIS 25056808 1 22 8 [PNRA ) . i 4a il in T
SRR, i%edch 3 &2 5 IR ROV AS B AL A EIFR D, AN BUA T TLRL 259035053 1)
SESA% B AT T SR, 4000 B . ELTSA 42 M BUk 4> B VAR HPLC. o] #fisE 1
23044 MC—ve—TLRL (&40 o 18t ELISA, AT #fE Bk 5 TLRL {5 I (4 2 70 i
29 AR E BE . (Hamblett 28 A (2004) Clinical Cancer Res. 10:7063-7070 ;
Sanderson % A (2005)Clinical Cancer Res.11:843-852) . #KTM, 254114 FoAt A fe i@ it
Uik - Prlsgh A A ELTSA B BRBEA . i B, - FRISTA 25 E B T ELISA 2087 AN Rg
1 52 MR 5 SHUARLEMBAN T B IR, B, R sl e i B e R SR R kAL . AE— 1k
BT 3 — BT PD-LIMC-ve-TLRL 43 & gifb fiR 1k (b, B A 25 %244t
. PD-LIMC-vc—TLRL HH ¥ 254 Ar e (8 ) nl 3 il 1 40 S AH HPLC B ik 43 B 2 2R 75 U SE
o

[0953]  f# [ PD—1 8l PD-L1-TLRL H{AARARBCAIEAT (A A Ji 8 41 At 25477 1080

[0954]  XFFU5 H MR 41 fukk AT1-her2 BX B16F10-her2 7E f 5 g 4% /)s B AL [R5
ME, % 6 28 e IMENE Balb/c #REL (3K H SLAC, Beijing, China) F T /&d 41 o % tE .
WA F 22 514> (Institutional Animal Care and Use Committee) HJSZE =
A B PR B AR, FHIE SRR BUK B mgs  Sh It B s oe1e SPE s tirh .
# 1x10° ) 4T1-her2 8% B16F10-her2 4l fubk 2 Ny 5f 3 Balb/c 8% C57/B6 FLHIA .
[0955]  7F MR AR K IA BT (B I 28 — RANEE K, i i ki S i 1245 255 10mg/ kg
£ 20mg/kg HUARII WS L 254 . I~ RO A & — R Mes LA e o R S AR R
JRUAE JET0 2 9 e 1) —4E RSE o AT B O R SR AR AR R AR = (K X 58
FE®) X 0.5, P38 (AR sl A 4 A i B AR /7 Prism 5 (GraphPad) 2. AT HIZ
SBEEAESR - WIAIT G 18 & 25 Rek#E M RHiEE] 12000mm” LB (R4S S8 IE
2o AN RRE I 20 % AR E BRI T HOCiES 2 L8 1 ek, A%
SN G B 22 9 Sl SRt . 7R 2% OB /D BRI, 78 LN, WP 08 VR AR AR /R Sy Ak
2 %2, H T 4% FFPE 444K,

[0956] it

[09057] B B A B AT Student XU t Rl vH &, B AT AL R fh 4 2 TR 1K) 7
Ze AFEEE, 2 p<0. 05 B A K 45 2 B8 1. %0 (R AR SCHE AT 7 B2 7K 2 AR DI F
Hr, P {H <0. 05 BN A2 g it 4 E R
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