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The present invention provides methods of treatment for recurrent cancer(s) through combination
therapy with an agent that inhibits programmed death-1 protein (PD-1) signaling and an agent that inhibits
poly [ADP-ribose] polymerase (PARP) signaling.
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The present invention provides methods of treatment for recurrent
cancer(s) through combination therapy with an agent that inhibits
programmed death-1 protein (PD-1) signaling and an agent that inhibits
poly [ADP-ribose] polymerase (PARP) signaling.
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[S5EHERAHE ]

[ 2]

VAR E VAR S L
EEPEEN Y

COMBINATION THERAPIES FOR TREATING CANCER
[ Feffreri ]
[ oAkl ]

[0001] BIEG—ERENASREBEREE  RBEEEESSE @ E
JiE By & BF % 2016(American Cancer Society, Cancer Facts & Figures
2016) TH Hi 1F 3= Bl B B f£ 2016 & B A 4y 595,690 A 3t i* & fE
(http://www.cancer.org/acs/groups/content/ @research/documents/document
Jacspc-047079.pdf) o
[ZFIANE]

[0002]) A$G s R HAHET&E e T -12E 3 (PD-D){E5%
HE 7 &8 K I 2 [ADP-# i 1 22 & B8 (PARP) 2 ZE B0y 4H & 9 A H At
EEEEREE £ —RBET - A RERE—TEEFEEREE )L - H
H 5% B (R DU H 3% (B A8 A BRCARRME - 8% J7 7% B 15 A {8 1% B4l 1
PD- {57 (& & 2 FA( T HIPD- 1L | ) RIHIPARP Z H#E( T iPARPE
AT —EWE o (R SR WA IE R

[0003] “CH - AfERERMEFE A RHAIGFIPD- 1557 #HE 2 885 K
fIFIPARP 2 28 2 4H & %04 Al [ (R — B AE 22 5] 2 A B E /LA

[0004] HHIPD-1{Z5% F & ~ SR CFE LA B IFEMEE5EE T
e HIHETTHAE 2 PD- 15288V S5 ~ 45 & PD-1HC{irdG PAR (E HéE &
FePD-12 B2/ ~ W & 3k B 2 885 R TAP 4Rt PD-15(PD-1 2 R ARG AS 2
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ERREAVER - £ - HBEHIF - HIHIPD- 155 EHE 2 B R S Ae 5
Bl o iPD-1file R GEAEE R IR TRENEGE G2 REREL
BT ER Z IR IRE &Y - PIRMEDuAE 825 /75 (B IR 7Y BE PR
g - ZPRDUAS - TR R B 0 sEWFab/ Bz ~ Fab' R EZ ~ F(ab)2/ Bz ~ Fd'/
FZ ~ Fdf B &8 s BECDRECE R & ¢ BEJEFY © ZK-Fel &Y BiEbiae
(fa0 & A B I P BE > SE W IgNARECH R ER) + BRERA iR © ki (B
41 Probodies®) : /N FE W H J& 2Z ¥ (Small Modular Immuno
Pharmaceuticals » " SMIPs™ | ) ; B g5k 52 Bt €2 11 fE 1 A2 (Tand AD®) ;
VHH ; JUEHED®  FRPIBCMAE SR BiTE® ; #EHEHEE QK
DARPINs® ; Avimers® ; DART : TCREHTHE ; Adnectins® : Affilins® ;
Trans-bodies® ; Affibodies® ; TrimerX® ; & #/ & H'E ; Fynomers® -
Centyrins® ; R KALBITOR® o ff—tt BB HIF - HIHIPD- {5 EHE 2 5T
AN R EMR R RETEY - £ LB R HF - {IFPD-1{55EEH 2
DL EERI BPD-1418 ~ PD-L1HiiS s T4 - PD-1 X PD-L1fife &
51 40 [e] 45 326 B8 $77 (atezolizumab) ~ W 4fE F& B8 #{ (avelumab) - BGB-A317 -~
BI 754091 - CX-072 ~ 1% F & E #i (durvalumab) - FAZ053 - IBI308 -
INCSHR-1210 ~ JNJ-63723283 ~ ~ JS-001 ~ LY3300054 - MEDI-0680 -~
MGA-012 ~ g4 1 B #{ (nivolumab) ~ PD-L1 >k fil 43 F (millamolecule) -
PDROO1 ~ k37 ¥ B $i (pembrolizumab) - PF-06801591 - REGN-2810 -~
TSR-042 ~ WO2014/179664 F1 g~ < tE—Hide K HEMCTEY) - £ —
4 HAEE g > PD-1$i B8 AIRITERER S H T Y - E—EFERE
piep > SERIEFEAIHIPD- 155 8 2 88K ZdH & -

[0005) FE—LB M4 - {IH/PARP Z Z K| &5 Il PARP-1 K/
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5(PARP-2 7 2] - {f —tL B HIF - HIHIPARP Z Z K| &5 ABT-767 ~
AZD 2461 - BGB-290 ~ BGP 15 - CEP 8983 « CEP 9722 - DR 2313 -
E7016 - E7449 - 3 /£ i J2 (fluzoparib) (SHR 3162) - IMP 4297 -
INO1001 ~ JPI 289 ~ JPI 547 - EEfkiiEEB3-LysPE4045 &%) ~ MP 124 -
J2 $11 1 2 (niraparib) (ZEJULA) (MK-4827) ~ NU 1025 - NU 1064 « NU
1076 ~ NU1085 -~ B i i JE (olaparib) (AZD2281) ~ ONO2231 -~ PD
128763 ~ R 503 - R554 - #1 -k i1 B (rucaparib) (RUBRACA) (AG-
014699 - PF-01367338) ~ SBP 101 - SC 101914 - #f % i1 B
(Simmiparib) ~ & fiI {& 18 i (talazoparib) (BMN-673) ~ 4 # 5 /&
(veliparib) (ABT-888) - WW 46 - 2-(4-(= & HE)F E)-7,8- & -5H-1
R [4,3-d W E -4-B7 & HLEEE T4 Y - L — S B804 - HIFIPARP
BT /N F o AL — L BB G > HIGIPARP 2 27 By g 857 - {7 —14E
EfSHIF - HIHIPARP Z ZEH] B JE T fHJE ((3S)-3-[4-{ 7- (B B F A )-2H-15]
M -2- L ) SR AR OR e B L B BT A Y o A — e e B ER il - B AL RS A
HIPARP Z BEH| 2 ZH & o

[0006) FE—LLERFIF - mIERZ - B2 ZEAIME (—
T8 L1k & MEPARPHIIHI ) )6 5 69 (8 AS 75 B I PD- L (S 57 (F & 2 888 - (.
— R E BRI o mIEREZ - O B0 Z BRI E A R (E AS F B
IRILERBE YL  fE—ELFfE BRHIF » (mIERZ - BB R RITERE
HUARRERR L HE T A -

[0007] fE—E&BEHIF » FAARRE HEFEEERIVETE S
ETEANEE - A8 NEE - TESE  WINEE - FEWEREE - &
R - ALPIAEJE S & BN RE - BERE - SR - B - IR/ N4
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R ~ BRSRIRAHARTE - S - BERLE - IESE - B - BOIRARE - RE
HERRRRE ~ BB - SHSHEN BN ARATRE - mUYIRR R - AR - M - 18
52 B8 4H A (Merkel cell carcinoma) ~ AV ~ K IUEHREIE @ s80% & MF
BERE - BANRE M EEJE - THHAE M E B - B & & [ B2 98 (Hodgkin’s
lymphoma)/ iR &5 M- & [ BAHRADM 28 - RAS B 881 O Mo - RIS
2 AH G RE ARy HM O AE AT RS U R S B AR (RV/NS - BIS
) -
[0008) fE—itEEHIF » FIFATBREZHGEEERNEER

R ETERGEE - E—SEBh - ZMEEELAG L EEAEERR
TRONEEE - WONEE - R R AR - BRI - EE =R

M=
[=T= S
iy

[0009]) fE—sEmHIT > FIFARERE ZEEGEFE R SFRIELE %
AP - E—EERAT > HIZABRCARME: - fE—LEHBHIF - [#52 %
gBRCA[Z1E ~ tBRCARZ L ~ BsBRCAZME - A —E AP T - (5 %
tBRCA[EE » fE—E BB T - FHAAE RE ZE R EGRERIEILE %
sAPLIE HF AR ABRCARRME:

[0010) fE—LELERE@BIF - Jy A B A fe f& B 5T SR SE T -1
EH(PD-DHEREE ZFEC HiPD-1FE ) ) R Z [ADP- X1 &
B (PARP) Z R A( " HIPARPHEE | )Y — W & - (L 15 BS 322 52 R 5
EHYER o AE S ARH T B FAVRIE Him PHEEGLE - £ —EEER
pirp > SEREVEIEGEEE C ONEE - TESEE  @WINERE - FEMIEE
B~ R=FMFE(TNBC) - £~ B R M4 - JaR Y EAPD-L1[2
ME -
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[0011] fE—SEEfEBIT - HIPD- VEA IS & EAAIHI PD-1(5 55 &

B R - ff—LERH T HIHPD-1E5REE ZER /Ny T~ %

=

B ~ ZIK(Plagiss) - oK{IEEY - BE - EBNER - L —EEEY
1o HIFIPD-1{E 58 (FE 2 885 S PD-1JLa8 8 R - & — &R E BB
§1 o HIPD- 1 AS B (% A 2R I B B W) (B RS By AU B PD- 1 FLAS (B0 - 2K
FEUNE R B EIRDLES) - E— BB - JLPD-1H158 2255 H 2K
e NBEES -

[0012]) fE—4EEEHIF - FIPD-15IAS &R 55 5 LA T 4H R 2 BF
> Pi 8 : BGB-A317 -~ BI 754091 - IBI308 - INCSHR-1210 - JNJ-
63723283 ~ JS-001 - MEDI-0680 + MGA-012 ~ 49 B8 #{ - PDROOI -~ J§
T REE T - PF-06801591 - REGN-2810 ~ TSR-042 % HT4 ) - ff—LE
BRI F - FIPD-1HRS B/ ZIR T BR BE LB E T &Y -

[0013]) fE—dEEAHIF » HLPD-1 LG B PD-L1/L2 %
Bl o ff—HL BEES M - HIPD-L1I/L2E5H] B HiPD-L1 RS &85 o ff— b
EEAREIF > JLPD-L1TLAS &2 5 {5 M 2k 7% Bl e ¥ (E 58 1Y fUE HiPD- 14186
(fan - AR/ NEECR B ESATAR) « L — B HIF » HiPD-L14
BE EE T (5 P AR A B NS A8 - A — S BLAS o » HiPD-L 1S &55 s [ F7
PREE DT » SCHERREEHL - CX-072 ~ = ;& B4 - FAZ053 ~ LY3300054 -
PD-L1KHL 7 FECELTAEY) -

[0014]) fE—EEHIF » FIPARPEE G H 1 FHIHIPARP ~ &%
B oo AF—E HEEHI g > HIHIPARP 2 B85 B /Ny T ~ B - ZRK(BI a0 BT
B8~ RAK(LEY - BBE - EBNER - A —EEBHIF - HIIFPARP 2 %
P45 DL T 4ERE 2 B © ABT-767 ~ AZD 2461 - BGB-290 ~ BGP 15 -

55 HEEWRAD)
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CEP 8983 -~ CEP 9722 ~ DR 2313 ~ E7016 ~ E7449 -~ #5 /£ MHE (SHR
3162) ~ IMP 4297 ~ INO1001 ~ JPI 289 ~ JPI 547 ~ EEffHiAEB3-LysPE40
st &Y - MP 124 ~ [EHI1HJE (ZEJULA) (MK-4827) ~ NU 1025 - NU
1064 ~ NU 1076 ~ NU1085 -~ EHIfHE (AZD2281) - ONO2231 -~ PD
128763 ~ R 503 ~ R554 ~ 71 £ MHE (RUBRACA) (AG-014699 - PF-
01367338) ~ SBP 101 ~ SC 101914 ~ &= 0 E ~ ¥ 7 £ tH 5 (BMN-
673) ~ 4EFIIH/C(ABT-888) ~ WW 46 ~ 2-(4-(= 5 H E) K £)-7.8- _&-
SH-H7 ORI 5 [4,3-d W5 0E -4-FF K jii il A — & < B BT - £ — B ASH)
& o H{IFIPARP Z BER(Z /Ny - AE—L BRI » HlIHIPARP Z 857 £

ABEEN o« £ — S HEEHI > fIHIPARP Z EEH| (% E M E S LB T4
Yy o fE— L BERHIF > HIHIPARP Z BEH| HEER ~ 4HE -

[0015] £ —L BT - e A RAEFPD- 1A K
PARPIFA T 2 — i & S ERHEZHE - T HPD-1E A K HIPARP
AT ZAE— W B (RIRE B IS 2 /D — ([ 2- 128 )6 BB RY 5 i - 05
B EREE MR EA T - AERROT - JaFEIEEE £ RR TR
AuEttRit - E—EH BT > JaEENR2E - 388 - 48 - 53 - 628 -
#8 o~ B8H o Ar— L ERHT o HiPD-UEA K IIPARPEIAGRLI2IRAVE
B E - fE— L HRPI T - JIPD-VFEABRAALSE — B E — R
1o fE—SHRBHIT > PIPD-UFAGRAE RGBS —RIgH o {f£f—1&

B > PIPD-TR AL REEI 2B — R ZATHZ BRI —E =K H
Bl o

]

E[

iy

i

l+

\

\

~

K

[0016] H—LEEEHEIT > HIPD-1FAHLUHEE 200 mglk Lk
BPiE2 me/kg ZIRIIEREFIHVEIE R - fr—EL BRI+ > HIPD-1457%
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HREEFFARN L EL - LR R AR I - FIPD-VEA AR AN 4493077 32

5 -

N

[0017) fE—SEAEAIT > FIPD-1EAGRLIHE R 3 mg/kgsi240
mg ZWHEFIHVEIE/RH - fE—EEBR/HIT - fiPD-1EABERFIRN &
B o FEAHBRE RSB T - JiPD-1BA AR A 4849607 g {2 -

[0018) fE—EEBEHIT - fIHIPARP Z S8 (% LUK 7Y FD AL £ 1
ENHIERH - fEHEA BB - HIHIPARP Z 82 5] o] U Y FD At AL Al
ERVEIE R B LR ST (F B — 28 - AL E BB - SR PARP Z ZEH (%
eI fe BE A e A LUME R FDASL AR E /YA & 12 81 - £ MH B B A2 B
o AL E R PUMEA FDAfE AT & 89| 8 % B DU /F B — 28 - ff—1tb
BRPIF - EHImEEAHEMEF 300 mgHY K E 2 -

[0019] fE—LH@GEIF - AIHIPARP ZHEH (% DIAH E 2200 mgft
NMEZREFRER—X - £ —LHIBHIF - HIFIPARP Z FEH| (%L [

il o A~ ERRHF - R —RHEE100 mgE(200 mg/EfIMHE Z Al

= .
[0020] fe—f£AREHIF » A nE ZEGEABEKETIPD- 1
BN PIPARPEF AT 2 — W &H EFEEHE WS > HEEFMHAEERS

R—K200 mg/EHLMHCHI B EIGH -

[0021] fE—E£HBHF  CESENAAERNE ZHESHFEANG
B —E O EE T ERERGE - £ SERMT > SEEEAR
REZEBENZE V1% ~ 2% ~ 3% ~ 4% ~ 5% ~ 6% ~ 1% ~ 8% ~ 9% -
10% ~ 11% ~ 12% ~ 13% ~ 14% ~ 15% ~ 16% ~ 17% ~ 18% ~ 19% ~ 20% -

25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% -~

57 HEGEWHHRAD)
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80% ~ 85% ~ B90%HY B TR RinE - /£ — L ERpF > C&EE
AR ZGTERAL T — TR R — IR By 5 2 i B A BY 8 o 2 pRER R 22
i & EIRGBRIZ TR - e~ BB+ > &% TIRA %1% ~ 2% »
3% ~ 4% ~ 5% ~ 6% ~ 7% ~ 8% ~ 9% ~ 10% ~ 11% ~ 12% ~ 13% ~ 14% -
15% ~ 16% ~ 17% ~ 18% ~ 19% ~ 20% ~ 25% ~ 30% ~ 35% ~ =40% ~ &
o EAEBAT > Z ERA{RI10% ~ 11% ~ 12% ~ 13% ~ 14% -
15% ~ 16% ~ 17% ~ 18% ~ 19% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% -
50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 85% ~ K90% ~ ¥ - ff—LE A
RRPIF - BRIEEREERF(SD, ) ~ MORMECT PR ) R/IEGEER
JECTCR ) -

[0022] fE—EBEBHF AR rEAEFEIEIE (REA RIEN -

[0023] fE—E&ARHIF - FERAICH A [EEEE
FILUERE » fE— BT - FERS LRI C ARSI ~ (ERFATRE
AT 2 —HZHMPLEHE - fE—EEBRHF > BERCH—&E - Wi =
T~ PUfEEC A MRS 4% < SERT AN LUG R < E— BB HIT - FHEREN—
FEECW RS &) 2 JeRTROATI UG - fE—EERB A+ - (HESEH —TEER R
ZCRHEEMPUER o £ —ERERHIF - (B8 EH WG 2 LRI A
UG - fE—S BB HIT - SernFAs BAligsE sk - L —SAERpF -
AR B A R EEEL -

[0024] fE—&AERTHF > HPEBCHEDWERG Z &R
B0 IR REIER AR BE R Z JeRTE N 0 LSRRI N E H N S R
& o

EA )

[0025] fE—sLB AT > Ho(EfRE HE /D &2 eaE R

5 8 HEEWREHH)
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$H 2 FRIGIE > FEIEN RAR S 4R Z e AT B B $0 Ay = RN S A4 i
@ o

[0026] #—SARHFRMGHERE LA > HP& AR
{5 BS & B PD- LR A R i PARPE AR -

[0027) fE—REH T > A RERE—TREGFEEIELZ A LA
B 175 7 {18 BG 1% B PD- 1 (5 SR (F B 2 G2 J I P ARP 2 S8 7] o By — B
EIEG AR W ERYIaR » Hoh(ERe 2 DB N FDAfLER & 2 H &
8 Z fIFIPARP Z ZERHY G - {E 55— RS > A RFIR A —TEIGHE
FERE 2 7 8 7R EE R E R FLE R & Z I H PARP Z B2 5 K Al
HPD-1(5 5t (1 H 2 885 - H oz (F 3% (A BRCA2M: H 3% %% fiE (A PD-L1[2
M- HE—E BT - FIHAE RE ZHSFRGRIVEE R E X -
E—EERRAT - MAAERE ZHEFREGREIEERBIN - £ —5%
BRI > M AR E LA BAGREVEE HRHA OB -

[0028]) fE—REG > A RERE—TREGFEFIELZ A LA
BIE R AR BUEE AN E 2 IHIPARP &~ Z275 K {IF]PD-1(5 57 (5~ 2%
Rl > Hoo 2 5 FE | (R BIDNAZ {2 IR RE MR RH H A48 B BRC AR B8 I BR H 1%
E#RS - £ — AT A rRERE S REBIE L A AR
= A RS T LA A W E 2 HIHI PARP 2 287 K flll]PD- 15 57 (8 827 >
Lo i) {1 A 52 B 8% S5 SR {4 A i UE (I8 BS < DN A B R IR RE B {E A2 < BRC AR
R ARG « AE—EH BT > MAAE RE ZESEAGFIEERE
EVERY - fE— S ER AT > AR E ZH e FAGFEIEE A
Mo fE—SLH BT - AR REZHESFEGRIVEE HE T K IE
ME -

59 HEWHRHAS)
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[0029] fE—RE& T > A RERE—TREGFEEIEL A LA
BIE R AR BUEE AN E 2 IHIPARP &~ Z275 K 1| PD-1(5 57 (5 ~ 2%
Bl o o e {E RS 52 B a% 5 A ] 3 A R i E ([E 3G < DN A AE IR R B[ AS 2
BRCAJREEHYIE N TBHMA - AE— L ARHIT » MHAAE RE ZHEEEAS
BRHVEIE (R E 21 - e —EERAIT - FAARERE ZHEBAGE
FEGADIMN - - ARHT - MAAERE ZHSFERBFEE R
A R -

[0030)] fE—LHR@GHIF - [ME(HRBRCARE - e —EEREHIF
{E G egBRCAZ M « (BRCAZ1E: ~ BisBRCARRYE » fE—SEEEHIF - (H
A2 ABRCAZ L « AL —SE BB BT » JBRHVEE(RPD-L1I21E:  f£—5H
AE Bl o (EES(RBRCARIE KA H 4H & LB RAVERE(RPD-LIRZE -

[0031) fE—sEEmHIF - (FEE LAl — B i1 [E a7 A
AINLUGEE - AE—EH BT - #ERRICATEHBUTRE ~ (EEFRANR R E
AT Z—ZFMEUER - HE—EH BT - (HRECH —& - Wi - =
fE - PURE B A TSRS &R Z Se g AN LU R - £ — BB - HEEE M —
FH B S &% 2 SE AR A TI LG « AL — S EAiR AT » M8 EH —THER &R
ZICAHEANNLLER - AL — AR PIT - (FEE T A R TEES S 2 SL TR A T
LR - fE—SEE@ T - JepiptA A EEREs - £ —SBRfd
ARV RA BB RE -

[0032] fE—sELEfEHIF > Ho (iR T HE /D W& 2 eaE R
$H 2 FERIGIFE > FEIE N R AR IS 4R 2 e AT R B $8 2 SRR N (F A 3% A o
& o fE— S AR pIt - Ho(EEEH 2/ RTEE R 2 oA E N $H 2R R IS
B BIEN RIS R Z e AT AR 0 2 AN =+ RN S A -

5 10 HEEHIEREIE)
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[0033] fE—LHR@GEIF - AIHIPARP ZHEH| (% DIAH E 2200 mgft
e ZREGHKE - £—SERBHF - HIHPARP Z R A& LK%

i o

N

[0034]) f—iLEBHIF - HIHIPARP ZBERI &/ + - % - %
R(B0PiEd) ~ KL ay - BE - EBNEE - T —SmEBEIH - ]
PARP 7 #2 78| {4 358 5 1 DL T 4H Bk 2 B © ABT-767 ~ AZD 2461 - BGB-
290 ~ BGP 15 - CEP 8983 - CEP 9722 - DR 2313 ~ E7016 ~ E7449 ~ 3f /¢
T2 (SHR 3162) ~ IMP 4297 ~ INO1001 ~ JPI 289 - JPI 547 - EE ki A
B3-LysPE4045 &% ~ MP 124 ~ E R4 2 (ZEJULA) (MK-4827) ~ NU
1025 - NU 1064 - NU 1076 - NU1085 - B I i1 [E (AZD2281) -
ONO2231 -~ PD 128763 ~ R 503 - R554 - #1145 (RUBRACA) (AG-
014699 - PF-01367338) ~ SBP 101 ~ SC 101914 ~ #i2 048 ~ B4 72 M5
(BMN-673) ~ 4EFHE (ABT-888) ~ WW 46 ~ 2-(4- (=& HE)HE)-7,8-
R - SH-R R0 - [4,3-d WS NE -4- B R R AR — B BETAEY) o fE— 1
BESHIF - {IHIPARP Z BERIZ/ Ny + - AL — LB HIF - HIHIPARPZ
/NG FEER G EEE LA T 4R B RIS - BAIME - -Riuk - 5B
AEms: ~ EFEE - REBNCTEY - £ EBBEF K PARP.Z
SER A E S H LT EY) -

[0035] fE—BEREHIF - HIFIPD- 1G5 EE L R /Ny F - &%
Bz ~ ZIK(BIAOiEs) - IRKIEaY - B8 - @BHEZR - £ —LEBH
F o {IHIPD- 1588 2 B/ 5 HiPD- 1 HUAS EE /| - fr— L B pid - I
HIPD-1E5R B E 2 SE /| K2 5 DL N 4H Bk 2 B AV L PD-131 %8 * BGB-
A317 ~ BI 754091 ~ IBI308 - INCSHR-1210 - JNJ-63723283 ~ JS-001 -

11 HEETEREE)
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~

CAMPTOSAR®) - Z B E i iz - B %5 = (scopolectin) ~ J 9- 7 4 & i
i5) - & fE I & (bryostatin) 5 JF 47 ft)T (callystatin) ; CC-1065 (/& E A
% K (adozelesin) ~ FHT K Fr (carzelesin) 7 FE #T 3K 7 (bizelesin) & ¢ 28
{Li¥7) + R 1% 2 (podophyllotoxin) M : B JE/H H (teniposide) & =
BRI SERERTRORERRRS) ¢ AT T (dolastatin) ; (FEE
% (duocarmycin) (BLFE & Y] - KW-2189 R CB1-TM1) ; W I8ZEE R
(eleutherobin) ; 7K B2 & | (pancratistatin) ; /% M #AE (sarcodictyin) ; J&

+A + -
[

25 2 (spongistatin) ; & IF 25 W & T B & FF (chlorambucil) ~ 2 &
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(chlornaphazine) - & Wk B f% - Iff 55 5] )T (estramustine) ~ 5 I3 65 i iz
(ifosfamide) -~ — & H — / F#(mechlorethamine) -~ & H — A S| (EYEE
B4 &8 - 327k 4y (melphalan) ~ 7 % /F (novembichin) ~ & & FF 5 £ 8 & 77
(phenesterine) ~ FAHE 7R JF (prednimustine) ~ pi Bk f& (trofosfamide) ~ FR I
LEFF (uracil mustard) ; S EEAREE R 5L 5] )T (carmustine) ~ OHE A 50 A% AR
(chlorozotocin) ~ fE5 5], ] (fotemustine) ~ & 5 5] ] (lomustine) ~ [EE 5]
7T (nimustine) ~ K8 FE E])T (ranimnustine) ; Hii A R FBEAIG IR EER (B
40 > K& & & (calicheamicin)) © Z NE &K (dynemicin) - BfEZENER
A EEIRILER - sEUEBEDL (clodronate) 5 HHTEE 3R (esperamicin) ; DL K
il 3% (neocarzinostatin) FEEKHMEREGS A RINEREOR)
o] %2 #i7 2 & (aclacinomysins) - ¥ 4% B % (actinomycin) ~ & 5 & &
(authramycin) - #5452 % (azaserine) ~ 12K 2 (bleomycins) ~ A 4R &H
% (cactinomycin) ~ £ZZ[L & (carabicin) ~ JE£4[ ZE Z (caminomycin) ~ FEJE
% (carzinophilin) -~ f& ZE ZE (chromomycinis) ~ =FH 4 f# %
(dactinomycin) ~ Z£4[ E Z (daunorubicin) ~ #§L L 2 (detorubicin) ~ 6-E
FAE-S-AIEE-L-IE O KEle - ADRIAMYCIN® B (BLHEN - 15 Uk B [
R AE-N-IGHEAMBE - 2-MEHFMBRERLLEAMEE
(deoxydoxorubicin)) ~ ;Z Y & (epirubicin) ~ {X & [ & (esorubicin) ~ ¥
2 f & (idarubicin) -~ Jiif /4 28 & £ (marcellomycin) - 43 & fiff &£
(mitomycins) 58 40 % X 3= C ~ B 7 & (mycophenolic acid) ~ FEME &

(nogalamycin) ~ &2 & (olivomycins) ~ UL3EE Z (peplomycin) ~ JHIE

I

£ Z (potfiromycin) ~ IEI5 2 (puromycin) = # 1 E 2 (quelamycin) -

& 2% b 2 (rodorubicin) -~ #f = % (streptonigrin) ~ ## I§ £ =
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(streptozocin) ~ #%4E % & Z (tubercidin) ~ 57K 3 5| (ubenimex) ~ jF 5] i,
T (zinostatin) ~ {& Z& kb & (zorubicin) ; i A 3 829 58 0 | H 1%
(methotrexate) & 5- & FRWE BE (5-FU) © R BE LY #E N =& - HER
(denopterin) - F HEE « i ZE IS (pteropterin) ~ = H /D (trimetrexate) ;
% AH UL ¥ 58 40 @ 2 AL V& (fludarabine) ~ 6- 5 I B% B BR IR 0%
(thiamiprine) ~ B BIELK  MEIE S LIY)58 W0 %4 Pa it & (ancitabine) ~ [ FL
Al & (azacitidine) ~ 6-% R £ (6-azauridine) ~ £ E & (carmofur) ~ [o ## jg
 (cytarabine) ~  Bi & FR F (dideoxyuridine) ~ £ & & R H
(doxifluridine) ~ {{< 56 fl)& (enocitabine) ~ & 7 & K B (floxuridine) )%
Z 2% 40 — HH = [ (calusterone) ~ J&E i i Ed N B2 fg (dromostanolone
propionate) ~ IR Hf I i¥ (epitiostanol) ~ 3E [f {5 (mepitiostane) ~ =2 A i f
(testolactone) ; 1B F IR 28 W0 &2 & K £ (aminoglutethimide) ~ KL 3H
(mitotane) ~ Hfi)%& 5] IH (trilostane) ; ZEF R HIGE W0 0s B EE © BE #BE N e
(aceglatone) ; EEBEFRRZMET © B A JBRENER 5 L HRPRWUE (eniluracil) ;
fe 78 0Y g (amsacrine) »  H #4547 74 (bestrabucil) 5 Eb4: Ef(bisantrene)
fic 2 B /D (edatraxate) ; M BF EE F# (defofamine) ; i E 1] ¢
(demecolcine) ; #h0Y i (diaziquone) ; 38 8l (elformithine) ; < ] i £%
(elliptinium acetate) ; 12 {# 2 & (epothilone) ; £ IR EIE (etoglucid) ; &
Bex o FEHEPRER © EELE %M (lentinan) ; FJEZWH(lonidainine) : EZ AR
(maytansinoids)ZE#13E & & (maytansine) &z ZZ44 B Z (ansamitocins) 5 N2k
BZ(mitoguazone) ; >KICE AL (mitoxantrone) ; E{FAR(mopidanmol) ;
fF Y B (nitraerine) ; M 5] {t T (pentostatin) ; & & & S~ (phenamet) ; ML

fo] 22 2 (pirarubicin) ; & & B B (losoxantrone) ; 2- 2 i 5 B B K ff
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(procarbazine) ; PSK® % fif ¥§ & %) (JHS Natural Products, Eugene,
Oreg.) ; TE{E 4 (razoxane) ; fREE Z (rhizoxin) ; PHUEIR (sizofuran) ; §%
12 i (spirogermanium) ; ## 78 & Bd 2 (tenuazonic acid) ; = 53 & iR
(triaziquone) ; 2,2’ 27-= % =/ ; BE U & & (trichothecenes) (]
40 - T-285 K ~ fEfE 2 (verracurin) A ~ fR{EE &K (roridin) A KB E &
(anguidine)) ; & $iL #H (urethan) ; & & # ¥ (vindesine) (ELDISINE® -
FILDESIN®) ; ## -k [™{" (dacarbazine) ; H & € 7~ (mannomustine) ;:
H H BE [E (mitobronitol) 5 — B # oF BF (mitolactol) ; Ok )3 B f%
(pipobroman) ; 5 A & (gacytosine) ; [i] §¥ i £ (arabinoside) ( " Ara-
C, ) IBEBERRR © BEEIR L2 > #l40 » TAXOL® RFFEEME
(paclitaxel) (Bristol-Myers Squibb Oncology, Princeton, N.J.)

ABRAXANE™ Cremophor-free ~ X FEERIZEE 2 HEH TEFRAL T3
fii %7 (American Pharmaceutical Partners, Schaumberg, Il11.) -~ K&
TAXOTERE® EX M & #2 B (doxetaxel) (Rhone-Poulenc Rorer, Antony,
France) : 7K T [ & 7+ (chloranbucil) ; & P8 fi /& (gemcitabine)
(GEMZAR®) ; 6-fi A BRI © GiMFle ; SRR © s8I 0 IHE £
(cisplatin) & | £H (carboplatin) ; & #& {C lig (vinblastine) (VELBAN®) ;
$9 5 fKEEI0F (etoposide) (VP-16) 5 RBUERFE & KITER  KFH @R
(vincristine) (ONCOVIN®) ; R b F| 47 (oxaliplatin) ; §n & fig
(leucovovin) : & £ S (vinorelbine) (NAVELBINE®) . &£ 2 #t
(novantrone) ; {7 gl /) (edatrexate) ; IH 3% 8] Z& (daunomycin) ; fF ZLnE IS
(aminopterin) ; E G %2 (xeloda) 5 (AYLfEEE (ibandronate) 5 $A 12 E R EEH
HIHIRFS 2000 ; @ HEAEK K (DMFO) ; SR RN = - R
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/H (capecitabine) ; DL EAE—% 2 848 o] P22 HVEE - BREOTAEY) © DL
LLE B EMH a3 MCHOPCGR M ~ MREE - REWE - K8
f2x (prednisone) Z ¢ &= A BV & ) + Kk FOLFOX( A H B 7> # $4
(ELOXATIN™)&H & 5-FU K 52 B 2065 T RHVE)

[0074] It E & 5 /1B HE A A 3R BT B 8 3R 8 g 2 U RV 03
22 T S A0 UM R 2R R SR PR VR M T R A2 AR A R R (SERM) - BLFE - B0 > 2R

# %

B P 2% (tamoxifen) ( A& ¥ NOLVADEX® Z& ZE 7§ %)

H

(raloxifene) ~ J& & & 7% (droloxifene) ~ 4- R E FT E P28 ~ gk & 3%

d\

(trioxifene) - O 5L # 3% (keoxifene) - LY117018 - B 7§ =
(onapristone) ~ JzFARESTON® [:EE K 25 (toremifene) ~ H]l ] 75 & g 4y 75
A hG G - HAHETE FRE AR EESE - sEW 0 tEJTER 0 4(5)-BkmE
¥ - B# %545 (aminoglutethimide) ~ MEGACE® & % E #f Z2 [fil (megestrol
acetate) - AROMASIN® {§ 7§ 2 IH (exemestane) -~ w5 % = #H
(formestanie) - % J& ™ (fadrozole) -~ RIVISOR® (X & ™ (vorozole) -
FEMARA® 7 i % (letrozole) - & ARIMIDEX® [ A g 14 (anastrozole) ;
K e B 2 55 0 & M B (Flutamide) ~ J© & oK FF (nilutamide) ~ BB R &
(bicalutamide) - %= [N B #k (leuprolide) ~ & & & B bk (goserelin) 5 DL K i
Vb Ath & (troxacitabine) (—7H#1,3- “ &R T RIEEHEDY)  KEEZ
HlE - CHMEENG? SR E MY E S EER K h 2 BRER
& 0 a8 > LEJ7ER » PKC-a ~ Raf ~ H-Ras ~ K% 7 4 & KA F 2 #5 (EGF-
R) : BHEOMERELEEHE » #l0 > ALLOVECTIN® & B -
LEUVECTIN® & # - & VAXID® & & : PROLEUKIN® rIL-2

LURTOTECAN® R EERG 1% 0 ABARELIX® rmRH ; KDL F{E—
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HEEE LR N - BRECTAEY) -

[0075] " HUAEHALEEEE ) H&bk REAE#HYAE DL BE N
BRe DL E T AU BV EE R - 3 2 AEHMEEIG R B HEZIL - RNAK
DNARYE A - HiAUH (LB BRIRY E B B & & (GEMZAR®) ~ 5-&
FRUELE (5-FU) ~ Rt )R (XELODA™) ~ 6-FRIEIS « & IS « 6-15 5
NS ~ #5228 (pemetrexed) ~ FE HlZE (raltitrexed) ~ [ A7 {018 B AR IR e

ARA-C [T (CYTOSAR-U®) » Z-RE{Z(DTIC-DOMED) - {& & fm

DE ~ B EAEMELE ~ BELE (pyridmidene) ~ & I /E(FLUDARA®) ~ 5giL)E
E -~ 2-RE-D-EEME o fF LB > ARSI EE BRI GRS A

i

o P EHCIFEL Lilly AFEf2GEMZAR®HH & -

[0076]) WACETH - "#AALEEHEE , GEEEHRAERT T
BB o 2 ARG R - £ — AR - (LE2IEFERIR
SAEER - AT — SR AR HIF - EERIGEE G IHST - K80 - BIDFIE - =R
¥ 44 (nedaplatin) ~ DU B4 B = $ - 3E £4 (phenanthriplatin) ~ 0t 4
(picoplatin) 2 & 45 §H (satraplatin) o

[0077) 2OASCRTA » "BRCAZE® | B¢ " BRCA Y ZEE | {415
BRCAI1E(BRCA2E A H1 (£ —B W & 2 £ /b — (E 8 2 FRFIAHE 7 &
SE I L4 - AR 2% RIS ERER 2 IR TR 2 DR E(LE
78 o BRCAIRERF 2 22 B v HEBRCAL/26kE » Hu[&$E - fila0
BRCAER R /S 4mIGE HE 2 R KNI A VIR T FE - FhEZEE IR Y]
R TEURME RS B REURMEEE - BRCAZRE T & T £TH 4
BRCAZE®: | » HIE R H B EE W SR - ATE AR B EL YR
2 MM B & #m451E A - BRCAZRE RN — £ ER  BIEEEE
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ar F P B e B 220 > A8 N B AR (ST SRR ( T AR 4HAE L ) B 3 I A (BIISR
{EHY) » BACAS R I st i Ry T B BRCAZES | 5 T BB4HAIBRCAZE
2, c TMEERBA - HEARBRENLATAE - 2Ok
BRACAnalysis CDx®E4H & F 2K g0 K2 73 FH 42 76 2 BRCA1/2 8 A S
B N2 B o (K S EENTELR4EDNA > BRACAnalysis CDxi%RIBRCAL1
KBRCA2ERZ EHERBE KNG F/AMNETERTIVESE - E—ZH
B 58 B A8 Ko /INBY AR A R i O (B A BGER 2 (indels)) 1] #8534 16 #4852
(PCR) Fe % H % 7E Frp 2K @il - BRCAT Fz BRCA2 H1 Hy K Hy i 2 K #8 B4 0] {5
A% EPCRAMGA - fE2/D—2EFhd » " BRCAKREE | 2 rGER
BRCAIE(BRCA2 Z /) — (R 2 HFALEE - ff—ELARBHIF
BRCAJRAE Z fE /R AT #§BRCA1 R BRCA2 1 7 A£ — Bl HHYmRNAF B K
oy R AP ECH A R B E H 2 Bffi (epigenetic modification) » fE—£5H
it - B TEBMEBRCAJRRE , - "BRCA+ 5 "BRCA-ZE# | “ &
EHIECHEE HEAREABRCAL R/HBRCA2H V28 BH BH « [f—HE
Bl BA TIHEBRCARE | » BE G CHEEE LE A HABRCAI
K /EBRCA2Z [RRFRIARYEE - AL — LA BPIH » B " [2HEBRCAJR
B8, ~ "BRCA-, "BRCA-Ff4&M | Y BFGIECHEEHLEARFH 4
BIBRCA1 K /E(BRCA2FF (140 » BRCAY)WHVEE - {f— L ERHI+
FT¥IETE ZBRCAZEE (4 - gBRCA™) Z{FAEHEEBRCAJREE < f£—
ERfIH - $HEEREEDNA BRCAZEE (4 - ctBRCA™") K /B {4
AIDNA BRCAZEZE ({40 » cfBRCA™") 2 {FAEEEE BRCARER - ff—EL B
AE Pl - BRCAZESREERIN NS < MREA b« fE—ELE B FIF - #t
HESHABRCAZESE (sSBRCA™") K /B flEEBRCAZEE (tBRCA™) Z {F1E

El'

|5
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i 7 BRCAJRBE - /&t — & B @S I §1 > #t #f sBRCA™" -~ tBRCA™" -
gBRCA™! + ¢tBRCA™! + K cfBRCA™!' 1 — B % & AV E(F i EBRCAR
%‘5 o

[0078] WACFTH - fvsd " fEREFEH ) EaH B A RN (G0
i) < {8 B8 1505 i S 279 IR Re B 2 AL AV IS fE B - B S I 5T E By
H PR AL R AR R B R/ B T BB 3 2 R IR RE R I T e 2 I 1 R
AYBSE B » AE—S B Ra P - B iE < (8 Be A i 1o 1 )3 HITRE th S 7k e
ORI AR/ ~ IR O ) B E K/ B RE AKIN PAREE

[0079]) WA 2FRERERA  iTsEEEEAR 2 " #EE ) K
THEREMERER o (PDYFE R BRI (B B BRI N - A — 2k B
d o PR AR R R AR TR AL R 5T 2 B/ NE RO G5 LA B FE 0 Ry /)y - RITIE

BEEGEIERSFBNHEN T » Rl 2 BEREME/DEIN20% - 11

— BB PIF - BB IN20% IS0 - BER 2 EASGE AL R IR R B 4
WhnzE/Ds mm o —BEEBR A 2 HEL N TT pOR HE R A R E 2 K
Z - N ERERE SN BN ERBT T ERFEG U TEEF 2 2/D—
EHHYEN T IIPAREE © DIRIERECIST 1152 » 5 CT/MRI Y fEREEFE
A e 3 2 o A R M R B 2) AR 48 B O BRI B 177 F 4H (Gynecologic
Cancer Intergroup ; GCIG)A:# - I Z BRI (P 4H AR 22/ AR EE ~ 18
FORET - NRRIRE - IEE 5 5 B e B s fl) 8 A H R I B E R
AR T & B A ME R e CA-125 [ (2 R Rustin%E A > Int J
Gynecol Cancer 2011;21: 419-423 » H2 gt AAH) 5 3HREGCIGE
Ae B E EME BOE S M SR PR i R A A E 1M PDER PR 5 R AR ([ B FR HE 2
FEFEME B RO [ E MRS A P/ Dy AE 2 T AL Bl iR KSR g R
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A Bt E AR 1 8 (B R CA- 12532 -

[0080) 4ASCHTH] - flosd " &Ry S € ) 20 " PR, (R IEREREREAE
{[EAS BB > AR AR R A B SR R 25 BV IEN T BRI 2 B4
FURNFTFE R - HE—EEBBEHIF - PRIFTEAEHERENERH /B2 HH
BT > BRI EHE RN ED30% o FF SR 0 o K HE 2 B
EMRECISTHS A - 22 AE.A. EisenhauverZ A, " ¥ &G & S e s A
Z A RECIST#5 g 8 5] it (New response evaluation criteria in solid
tumors: Revised RECIST guideline) (Z£1.15R) | , Eur. J. of Cancer, 45:
228-247 (2009) -

[0081]) 4IASCRTA] > BEREAR "1RBE ) " IBERK, (SDYARTE
Bt 4N 2R I G PRI N2 R LIFRFEPD - fe— S BRI H - BE
BIBER AN E LA /HSFZNEN T - Bt 2 BRGS0
IR /N N 30% ~ 25% ~ 20% ~ 15% ~ 10% 5% - FR G EE A&
f8 € BB E B Ii Z PRt A fIRECISTHE ra $ 5 - 2 RE.A. Eisenhauer
FAN, "B EREE N ERT 5 A% - RECISTHSRIE5T Al (New response
evaluation criteria in solid tumors: Revised RECIST guideline) (55 1.1
k%) ) . Eur. J. of Cancer, 45: 228-247 (2009) -

[0082]) UASCHTHL > lgsh " Se & IE, 2 " CR, ANESFMAR
BEH EATARRMMR - £ — S BRHIT - CRIAFEAERFEREMELN
RS2 HVIFN T o BRI 2 BRI (I B I RS )80% ~ 85%
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% B
100% - f£—SHEGHIF - CRIERAEIGR ZEEHE/IN10% ~ 9% ~ 8% ~

7% ~ 6% ~ 5% ~ 4% ~ 3% ~ 2% ~ 1 BN 1 % LRI ER » AR ERE S
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R e Z PR AHRECISTIE Rl - 2 FE.A. EisenhauerF A, " ¥
T RS I S fE SF 5 B 48 © RECIST{5/d {257 i (New response evaluation
criteria in solid tumors: Revised RECIST guideline) (ZE1.1kK) , , Eur. J.
of Cancer, 45: 228-247 (2009) -

[0083] 40ASCRTA > " EkRtER ) BiEaRETHEBHFZER
SUHERARE S B IR s T 3 AR B L EERAYR I © EIRtER R i g f
ERZ R AKMEE - Ha0Cox AR » H B —fE I F S E Rt Ol 5
2 RtERIEREEEEER ZMAEE - GRIERFBEFEET ChERE
EE¥ IR P e L ERAVEEE - R HERE wmZ E M E R # A
AIEGRAE T — B R 3% A Z R PR Iz B R < R TE - LRI ehz [ s
ZBE Ry EhE R S E AL E

[0084]) IASCATA] - flasE ' /&Ky (treatment - treats{treating) {4
fEEEREE B2 &R - I - B -~ HFERRF - HIE &/
IR Z — BT AEAR ~ R R/ B R IN > 8 HL 3 fF > R B BT
Ko B PR AR L 88 A TRV A o AL — L H RGBT - IEHUGHE AT R ¥ IR AT
BRPRIR ~ IR B/ B M Z LR A A% Ko /BB IR R ~ i R/ B I 2
FHAER A (EBG TV B » B AEER M - H ARG B ] Ry Y fe 35 AH B =
A~ JRRE R/ BUR N L — B M RE L R A BS EATHY B - E— L EE
pieh > JaEE B E 2B AR BRI - INE R/ EUR T Z # AR EITHY
B e AE— S ARHIT > JaE I /B CAEA — AR S B R
BRIA ~ R E K /B0 I 3% R R b 3 AR BR BV B RUME N R 2 (F RS AT HY IS

[0085] 40ASCRTA > flisE ' R ) ARiE LRy MRS - 1
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ACFTH - flasg TIER e ) BRIER A LB ERIHEEE B AR EW

£ ARG T HY

TR

B - st T OKEY ., RIERE AR EETE

(LEEH B KB A S B P S -

[0086] 4IAZCRTA] > flisE ' BEER a2 2

e H E RN

R

B (rig A EE

N ENNEPNG S S EE T R s s w3 R TR NS Gl
B EE - B A &S
Era g2 2@ RN E R -

rt_—h-l—-
52 7 22

S. M. BergeZ& A A J.

5/ LAY Z FE -
S ] A 2R

Pharmaceutical Sciences, 1977, 66, 1-19(LL5|FHEY H Z0HE AA ) ¥ 4H

_Pl‘

T EE &
HiEEE
{1l {5 B2
LH -
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[0087] TTEEHMEERIBEERTE - BB - N (Crafi
B8 o ORI siip T B rmem - 2 - oY - 55 - B o HALE
gEEd PR 2 EEALE - BEEAR  (EHEOREET - 5K - RERIR
fi BEAR ~ BEEEAR - B ERAR - (RO EEIER RO EEBR IR 2 AR HHEE TP
PREVIE S Mg ~ VOaRkes ~ RIS T -

[0088]) 4ASCRTA - flieE ' B&ER4HMY) ) (hfE Ho o /B MBI B — B
2T S AR AT 7 Z SRR ECAE — RV AR o AL —E BRI T > JEME
BILLE el Z B R E FAERGRE T ET > e T E L RERER
e B s H 4 ET 2 ERE R ERRE G R ER 2R - £ —E B0
o BEEELH P T S R R B 2 LU G B S I 203 Bt > HLBLFR I L 4%
OSBRI 20 Pl > IR ORMEEGE KR E R Z /) ~ se B (f1an
MEFSE - BT~ RESWRYCGE) - KOS - Bk~ B~ ARHEA
i Op kLR AR/ PINGIE YT

[0089]) 4ASCRTA > flisd ' HUAS o (Ri5ELFE e DA 7 B e 240
R R B G amiRE R ERER FY LY 2K - AEEEM e
RAREAEZ RIS B RE150 kD2 U EER| - HA &4 4 & lE
B DY ) 458 2 45 RE 0y Y (EH 5] 5 88 2% IR (25 5 4950 kD) Ko Wi {1 1 [A] ¢
#E2IK(F H&J25 kD) - S EHEE T £ /0 V(#1589 11006H b & %
) - — (B A b ] B (VHD) (L iR Y &S S i e ) > 488 10 = {18 1AL 2 38
CHI -~ CH2 R ¥EAiCH3 (fr Y £ip 2 A H) - T8 5y " R, 2 &
EETEEREEE o " BCH2 & CH3&E fEIUE 2 2 fif8 Har &1
73 o ISR o 2 W (A B SRR 58 B LR T W B 2 IR R ML -
0 B (I &S R I - — {8 B B e T S (VL) A i — {5 B i 1AL 2

=

g

=9
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(CL)3k » HAZ S5 —( " BHRA L 7B - AEAREZIRE AB R ERE
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HEHHL 234 BOHEREZIAMEEFERER - L —EHERBHF
BEBAERMESIHBORIEINE ~ wEilE - SR #FMERERRE HerE
BTG A/ M R AR RRB R HEERFEE Vo H 2 HE — &
EL B $8 Z FEA RIS (B B R AR Ry sa p M

[0150) fE—SARHT > BRESZCHEZEWIEL £—EHE
B - EENE A G 1P A B R 4G T DU fE 18 48 2 B bs iy B0 SN E A
& o EEA T RE(LEEE - BAEE - MEFL - REEAREYE
& o AL EAR BT > $FEE B E B (B ERIASE BEERY LI A By ECL(E B A
e/ R R E R R BERRECEHAE D —[Eear R IEFE - £

—SHBAT  BEERFRMTRBEEZCHL 23 -4 BOHERKRE 2L
AMEEERIEH - AL —EERROIT - $t AL H BB (LERIASE HGEE Y 1
A s ECE B AR/ SR M RR E AR SR R > AR =2 LB (TNBC) Z
BEERHZED—#ar T FEF -

[0151] fE—EBIBEITF - BEEVRIFAE % (R ER & LA
ZROERNE AN AR AR Aty - E—E ARt BE
Y PRI A B 12 (B T BR & 2 B $0 < FROAY30 R N S A H o fi 5 T 8
ARENE ) o AL ERN T BEERFEZEVANEA ZHE R
LR $0 ZFEARI S E -

BRCA
[0152)] fE—SARHIT - IEZFEAL I DNAGE f By &AFH 3 A
BRCAZES: - BRCA 1 ;2 ) &858 il By & 7 s [ ey B 6 S M 2 38 3

5 62 HEEHIEREIE)
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ARMEABNIEER - £ —S 5B+ » BIEAAEJEZABRCAZESE -
2 MEBRCAZEE R BRCAE FHEHAELLF L —HEZH - T —EEBH
b BIER A4 JE ABRCAZESE « HAEBRCAZEE K BRCARH) T H
BAb o S EZENEEG c WARZEEBEEEAENINEE L BE 4
IBRCA-1 &t BRCA-2ER 2 A TE 2288 - NG T HEMEBE ZHEE R
7 24 BRCA-1E5(BRCA-2 BRI #5 i HAth & ] . &5 > BRER N
BRCA-12ZE B /S FEFE(CCERNFE - FFEMS > BmIVE
BEME » WA E L& (EOC) 2 10%-15% H 4% 4 §3 4 A BRCA-1 5
BRCA-27E% » HINEZMONEE 2 MHEKE 7 HEZ FBRCA-1H) 585
AR TR -

[0153] BRCANDNARE(BFERIRELHR) FinEMEAE - B
SRR — B AR AR M UF S8 SR AT DN A {6 54 - B BRCAR:K
- Fe 8 4 el ] B2 £ K A I DN AE 18 B 1S 2 820 00 H A e VA B 2 & ik
HSERH AR T TRV S -

[0154) A—SH8EBHIF  FHRAAETRE L ITNEER Z(HEEF
AL "5 MBRCAJREE ; - "BRCA+ | B¢ " BRCA-ZE& | - ff—HH
plF - B TIBMEBRCAREE | 2 EEFHEENEEEAEABRCAL
Fe/8¢BRCA2  [#{KFRITAYEFH -

[0155) AE—SE8EBHIF » FHRAAERE L TEER Z(HEER
AL "TBEMEBRCAJREE ; - "BRCA- | B¢ " BRCA-FFAR | o {f—1ik
HEgfld > [2BRCAJRREH 5 &OHE i A A B 4 B BRCAIL K /5
BRCA2FFI (41 - BRCA™HIEE -

1 5 4
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[0156] fF—iEmEik HAE—SBEHF » s H AR RE LN
EBTE (8BS B RS < BEE T E [FR B AH BR[FB (HRD) Z iR ER © 5 —
gEfleR - I EUT AV A B A8 R Y K EFfFHRD @ LOH(ZR/E A FEL)
LSTORERRRAEE) ~ K TAT(i ki 5 fir £ R 5 )

[0157] [EIREHGDNABE 2 A REE » LHREEERKDNA
Er 215§ o [FR B F 2 &k E o E 2 A HALDNABE L - 540
JEEDF R I 28 (NHET) © 2800 - BIDNAZ{E 1 2 [EFELHMELE - NHETE
Zythss o (LI EBE KRB EHHYZEE K N4y & fe A e M R i g i a2
< JE g o

[0158] frfemFE s —LEBEHIF » BFZ ] HHRDERM: - 2GR
2 N LATERKE - EAHRDE2MRRE Z B GEREKE HE 2 £V
KZath A~ BARFREHRGEE FEES - A rE s —SBEfid » BEH
FHRD[G M o 0ZGERE N LATE HE - B A HRDEMEIREE 2 (#2515
R 2K B [ 2 VA 2 i A 6klaEEDR E4H 2 (FE RS -
PD-L 1B M E

[0159]) fEAfE ~RE L —ERREHE—SLARBHH - #iE KHPD-LI
2 o MAGERIEB A LT EHKE - RAPD-LIEMEEE < (#4 EfEPD-L1
< RBAL RS 2 FE AR P[RR B FAE - PD-L1ZRIE A #5 H AR R & A &
CEIZARE A HE - 2260 E » PD-L1RIE o #5h & @ {E 52 (THC)
{f FFPD-L1 IHC 22C3 pharmDx (Agilent, Carpinteria, CA, USA) 7 I
B o AL —LARBHT - B THC B G A HE EL Y R A FR 30 Ry 1% 54
PAR » Rl fE & PD-L12 M
Z(ADP-i& %) B & 88 (PARP) Z{EH
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[0160] ZX(ADP-#% )% &l (PARP) (R K AENAD+ ~ FE 7 g i
Mt~ R HET IR0 ADP-AZ 0 BT LAY R ADP- I HE B &0y — HEBE & -
It - PARPE2E 2 JEL T AR MINADH KV 2 # = (fl40 - PARP{E &
NAD+ 4 FE9)) Wi i 8 T 2 ADPH B B (b M S5k e o
PARP-1{4#& 45 & £ DNABRG B B IR 2E (L 2 $¥IEDNAG B R - &
RN I BRI O] DY FERE R AH T 2 NAD+ & & » HPARPZ 33 @0 th 3R
% o (Parp Il &) %] & #& Ji & £ (Parp Inhibitors and Cancer Therapy).
Curtin N. A T ADP#% i E (L (Poly ADP Ribosylation). 4 %8 Alexander
Burke, Lands Bioscience and Springer Bioscience, 2006: 218-233) - i
e B AL EIEE EDNAREET Y - HUS(L/E BDNABEREIE 2 & 77 HYPARP-1 -
t%HE 0 #& M PARP-1 2 X ADP-#% 1 B (L DN A 18 538 48 58 5 ST A 19 (5 5%
HAHE{LDNABEFIA - # i A UIFRE1E (BER)FE) © BC{E BN E
'z B AR ER 2 DNAIBIRAVIZEAL T M3 4HARSE T -

[0161] PARP-26 & (L& H 454 8 (LT (ADP- i HE B B
fE - PARP-2[ZIH BIPARP- BV B B 28T ME - EHEEMNERT Z
b B eSS b B L A EE F L S BB 2 PARP-1#A 4 4l 22
FIHY 2 B T (ADP-Z ) & o — I PARP Z BER (140 » F B2 #t ¥l
HIPARP-1. 2 25 /R o] {IfHPARP-2(F140 - fEHIIHIE) -

[0162] PARPEFZENDNABEEZEF ~ER (Ha - BEEDNA%
BN 3 M s R ) B S AE H it BE R PARPH I 0] (47 F AU %
% o PARPHIIGIE]E 7Y )45 i E R B HDNA G R 2 478 A BB 48 1
M [F T 2 B T FE (FE I BRCA- 1 K2/ E{BRCA-24 [ 18 i) BT U HA XY -

[0163] &R /RAilE RS I f & 88 N B B BUR PARPHIGI I B 1 B A
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BRCA-1/EBRCA-2 2 A &4 E(ERIEN R EH(HR) DNAZE
BT ER) LB HEREE AT ENY - H PARPHIS]E /E &R
BRCA-1 J/2¢BRCA-2 oft B 7 i} ff 2 & fiE 7 & BE — S 0y 4 1) A B (%
PARP-1 K PARP-2¥# 252 i EDNA Z g B VPR L B E (BER)HYFRE K - —HIP
R B HEDNAETZY - PARP-1 K PARP-2E145 & 7w I fir B > &IE(E » A0
{LADP-#Zil Z RE SV (PARSE) IO B G B MBS T EHE (B
B EN - PARPAS - R EHDNABHEELE)E - LBILEER
5ttt sz PR e TR AT (2 S DNABT K 2 DNABEIN ¥ - & H £ %10,0001
DNAGR[E Z 15 A EE & BB Hiq i F A =(FIDNAREE - JYBER
BRAE B Bk A Z AR A B A R IEE BB A ST - & B H 8
By > Jo AT ALHY B A B s 2 By e B L o B ST AL Y B R R
EMSEHRER R B IEE - A A HRATFEANGEWBRCA-1 K /E(BRCA-2)
LR ERTSHAEBY S B o R AR 2 A 18 B X H w] 55 B i JE [R] UR OK i 2 12
(NHEJ) LLE1E 2 RDNA - #8257 R fit 75 56 Bl SHI (H1 72 4% 7 18 B 30 K 38 i
NHEJHY 5 #5{E 168 & (e sRAIAESE T -

[0164] AR ZIRF M > B2 A HPARPHIH B G 7 o] SE 1%
A SE I DNABIE R IE 1 B A G- (B140 » BRCA-1 K /E(BRCA-2. 2 5L7H)
Z—THEIEGE - 8BNS - REAEEABRCAZEE ZBHTELE 2
R Je B i 1 (B BE 4H DN A AR B AE B Ry 4 58 Ak TR 4H 58 B/ 5 i 36 3
HUA B BER(—fE A PARPHIIGIHITH B < & 7€) « LA FHPARPHIGIEI: BA
TR FAL®RFA 2 B T DL G i DNAE 15 B 1€ PH BT — (A DN A {2 {8 B 1€ 2K 55
BAE TR R IR BSL -

[0165] PARPHIM|E 2 G878 18 8 %= S PARPHI HI K A &0
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HRGR [ PR o B B AR5 - 1y AR BEEEA0IE S ~ 88 ~ bz (b
KRR ~ BUBTRA ~ Redn it AR R L A ) 2 H At B T <H & B S PR AT
TR o A S0 A — 20 HUHR K - AH B BE AR HY PARPHIH] e PURY HRER e 14
IiE P AT SE T (BRI A AR DN AR 2 BREBEROA A KR » B
PARPHE{E & IR MM S AL 2B AATH ZERYDNAIRE - fE—E1F N
T ANHIBEPARPHYRF EMEA - (HEFI T ZPARPK 5 DNARE R &L [# HY
hEE R/ TR 218 Y - B EM (temozolomide) 55 EHYDNA R I #E
MBEREEEIEE » HFEZEPARPRMEREEELE o W #SIEWIRERE
mABEEEINEE ZHe AR EERE S (BEINEEEZRTEEER
B o
PARPH]IHIH]

[0166] A ZRINEwm - AHPARPHIFIE (H20 - PARP-1/24]]
il B)) . i 75 H] RS AR A S DN A AR o 2 bk i B M i 0 — TR B 2
AR A o ANBRE 23R A WE A TR E N K EFN R DNAE 1 2 B A #R
FEARYIE NZE 2 =R o 35w [ (3 15 4 i AR N R BR Y DNA S 1R RS 1E H.
FHHIEE A SR M R A . FE R R AR E A EREE -

[0167])] fE—4scEfEHIF > PARPHIFIH HABT-767 ~ AZD 2461 -
BGB-290 - BGP 15 -~ CEP 8983 -~ CEP 9722 - DR 2313 -~ E7016 -
E7449 ~ #5 £fHE (SHR 3162) ~ IMP 4297 -~ INO1001 ~ JPI 289 - JPI
547 ~ EREPTAEB3-LysPE4045 &%) ~ MP 124 ~ [EHIMHE (ZEJULA) (MK-
4827) ~ NU 1025 -~ NU 1064 - NU 1076 -~ NU1085 ~ B #I H &
(AZD2281) ~ ONO2231 -~ PD 128763 ~ R 503 ~ R554 -~ 41 & iH I

(RUBRACA) (AG-014699 -~ PF-01367338) ~ SBP 101 ~ SC 101914 ~ Hf
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WIHE ~ AL (BMN-673) ~ 4EFIIH/C (ABT-888) ~ WW 46 ~ 2-(4-
(=& HE)FH)-7,8- A -SH-b Uk - [4,3-d W e -4-1F > B 1S H AL {7 B8
BTAEY) o E— L ERBHIF > fIHIPARP Z EER| B/ F o fE— L BRI
o fIHIPARP Z ZER B JiAG 281 - A — L AR B$ - flIHIPARP.Z ZE R
BRI ZHe - E—BREARM T > PARPHIFIEIAEAMEE - BiH
o~ R -~ B - EREE - REEMEE o E—EERH
1 - PARPHIGIE o] 2 ffg S B 82 52 En] 2 2 B0 o PWRAI B e
BERER R = LUB BB UK & 2 2 & B3P 7L -

[0168] JRE#&h B g R B E T ST E B g 55 T Z PARP/E
MARIRRES S - EREoRChIme il 5 EAiBEHIE L > THAMEE
Wi 2 G2/MEfd Z4Z 1k - NItE - AE— B HI T > AR Mt — 1o EE
ARG < N I E (R Ry 50k > s AR R R B B A R e AL
& - fE—SE B R pg > ASE 1R (I —HE S E A L i B 2 G2/M
WIZ bR 578 > s AEBE A FENEERACHIME - £ —SHEBH
o AR SFIHIE At —MEEE EBRCA-1 K /B BRCA- 2k [ 4l A . 4 A 28 3]
G2/MEE LRV 7L - o ARMERAFENEZRBCHBE -

[0169] fe2lnth ON S BERy - KRB B ERGHRE > K=t
CRIER - EHRFEGAREVIPREY - AIEF2 « 34l RIR 2 & &k &R
B VIPR Fl7 - H Al AE 4R 4-8 (MBI IR @(LEIR L - IIRRVEEEE
ATIVAE SRRV KRR IR N (IP){E B2 0A Z S AT’k » IVAEERAE
R G (PR R IR BN RAZ ) K83 (IESA R $5) &H R » K&y
75% 2 8 & H B — G A SE B R sa SR - AR E | R i IE IR
& /b of HRIFFER I A EFERIFERE - 2800 > SET0% 2 BE K
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BN E3FNEE - FERIIAE =B EEEY) kil REEE 0 &
LA E R T AR B B S s R E S I 2 EMAE
Fy3E 1 (du BoisZE A » 2006 K Pfisterer, 200655 A) - BI{H {4 — B4 = HY
RIERZ 1% NS EZERNA S EREHERTEK
JefirisE

[0170] JEALMHIE » (3S)-3-[4-{7-(BE A B A )-2H-Ng| M -2- L } R A
DR BE - Ry o] # O (8 A < 58 %0 % (BR HF B B2 B [ADP]- i M) T & 1§
(PARP)-1 &z PARP-2#I#] %] - £ WO 2008/084261 (20084E7 8 17 H A
FH) WO 2009/087381 (20097 H16H AR » s FEAF 2 HE—FH 2
HANEH LA 2 07 A AR S H - [EHIIHE TTHREWO 2008/084261 2
A VEITELE o WASCRR A - fiisE T EfIEE ) BlRU TR AE—F
WFEEER (L& Y0 ((3S)-3-[4-{7- (B i AL )-2H-15]mK-2- 5L ) ZEECTOREE) 5 (3S)-
3-[4-{7-(B B pic Br)-2H-ng ME-2- 5L ) SR BL IR BE < B P =X - B FE B 8282 o]
P52 2 (BI40(3S)-3-[4-{7- (B B F RS ) -2 H- g M -2 B ) 50 BR 1 DR g 2 i
Be ) 5 BCHIBBIEEUK &2 (I A1(3S)-3-[4-{ 7-(H B e Bk ) - 2H- 15| 14 -2 -
B R RIE H AR B B K &) - fE— S Bl - AR =0 AT {6 Bl
Mg R T ERIMEERG T EmEH R ) K T EimE R
HEIEEEAKEY ) - BRIESIERTE - BRIMEE T EAME , BELEY
(38)-3-[4-{7-(FE B e A ) -2 H-ng| - 2- B ) SR B IR IE 2 FT A TE = -

[0171] fE—4LEREHIF - BRHE T8 E REEEE L2~
c ABA R BFERAE - IWREP X LUSEIEEUKE 2 2 &8P A7
£ o E— L BRUIF - BHMEKEY 2 THH -

[0172] FEFLL EREHIF - JEHIIHE DL H K 1 e B~ 7 = 17 3

% 69 HEWHRTE)

C263026PA docx

113103416 FEESE A0101 1132004982-0



202444417

il

kY

{5 o AL —LEERHIF - RALE/C DA E R K &) 2 P U T -

[0173]) BHIMEZ&FHEFEEEEKSYEEREKANLED
R B 4H (HR) % S M2 B (DN A E 18 & 18 o1 B k[ 2 Bl R Y BE B R 0%
B K AF Ry AL AR 55 M ) R R R A R Y R

[0174]) JEHIMET B oasy H B B M 2 PARP-1 & PARP-24I | & -
HAEPER]S0 %0 2 U HBEE(ICs0) 73 l= 3.8 K%2.1 nM » HBEEEM: (B 7S HoA,
PARPZ K B2 /D 10065  JTALIH T 1L 2 18 40 A ok o 00 1 RIS A
S /L& 2 DNAE & H & AIPARPEM: » HI1Cso B AL 2 H190% BE 2 H]]
R (ICo0) 73 7 Fs €94 F2 50 nM «

[0175] JEHIiHE H Tt HBRCA-18(BRCA-27F B EF A A 7Y
H A4 AUAE $9) ~ BRCA-1B{BRCA-2 28 8 7 Ji 41 B ik fe8 B BE 4 MR 470 0 7B
JEME o JEALIE B BRC A A 4 AT 2 1 38 JE & ME 4R BT B H R G2/M 2
- T 4ERE A TRISE R - TR E R B ERY SR A - MRS
MR (ALL) ~ FE/NAHRE A 8 (NSCLC) ~ Ke/IN4H B i 8 (SCLC) 4 A ik - LA
R 75 ATMES R 2 6] B 3 & 26 JE 1Y R TR 4 AR Pk B B P ME Ay A i 2 1 -
ERIE R IERE AME4HME R ITE: - JER NS E BRCA-128# A1 7,
# (MDA-MB-436) ~ BRCA-2 %8 % %I fif i J& (CAPAN-1) ~ ATMZE & %I 4|
A 4 BE Otk 2 88 (GRANTA-519) ~ #%)5% M: Ul 818 (OVCAR3) ~ 4% 5 B B%
(HT29 K;DLD-1) ~ BELTAEZ LK AR ~ /g F 2 TNBCEES 15
P R BR S A B R R E M
sHEIMESET 1 (PD-1)

[0176] ET&IMESET1 (PD-1) (JRFE Bt &M T DR ER
Pdcd 1 47 15) By fix 471 %8 FH 45 FE AR AR T 2 /0N B T AR A ik 2 O8R4 52 88 1l 6 L

5 70 HEEHIEREIE)
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5268 ([ fr £ it ~ 18I I5 8 & H (IshidaZ A » Embo J., 11: 3887-95
(1992)) « {E RN T E(LTHM < i FR E FRFAYPD-1 2 EH )
AE & N EEAN RS S R E o BLEE H RS RIESE

[0177] PD-15THMAEFEERF 2 CD28/CTLA-4xERAY N E HAEE
{ETHAE ~ BHHRE F 5 B8 3% R A 237 (Greenwald % A » Annu. Rev.
Immunol., 23: 515-548 (2005) ; K SharpeZ A > Nat. Immunol., 8: 239-
245 (2007)) - PD-1 B CD28 2 @ Kk < I HI e 8 - 5% Z B8 K IR /N B FE
CD28 - CTLA-4 ~ ICOS &zBTLA - PD-17£;E({LBATAE ~ T4HAE K & 5540 A
F F#=H (AgataFE A » R F % ; Okazaki & A (2002) Curr. Opin.
Immunol14:391779-82 ; BennettZE A (2003) J. Immunol.170:711-8)

[0178] E#EHIPD-12 WitERC /S - /REIPDECAIAGE1 (PD-L1) &% PD
fcfiz#e2 (PD-L2) » HIBE N B7HE H EH 8 K R (GreenwaldF A » A |
) o EEURPD- & HEC Az A2 (PD-L1 & /=(PD-L2) & & H H Hi 517 2
AREEE -

[0179] PD-LUEZMEAMVAR G RIF - GEM - O - iR - BF
Rt fo B Wit~ A0 A (2 R 20 Freeman ¢ A > J. Exp. Med., 192(7): 1027-
1034 (2000) ; X Yamazaki & A - J. Immunol., 169(10): 5538-5545
(2002)) - fEZEF AR 2 BE(LPS) &k GM-CSFz H 2 B I 41 i K faf 28 (R 4 A
(DO) | » DLRAELE h TAHIRE R BYHAE 2 86 (5 5 E 1% < TR KB4 £ >
PD-L1%H F3F - PD-L1JRAE % 1d B AR R 4 APk - B3R (2 A b dIwai S
AN » Proc. Nat.l Acad. Sci. USA, 99(9): 12293-12297 (2002) ; K BlankZ

AN Cancer Res., 64(3): 1140-1145 (2004)) - fHEL. 2T » PD-L2EIH g <7
PR Ze3R 5 = H 7 22 i i [ 2 B 4 AR (3] 20 8 22 A 4 iE ke B o 4 i ) e — i
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FEJRE A AR 2 3R (2 ALl 40 Latchman¥E A > Nat. Immunol., 2(3): 261-238
(2001)) - fmgm £ PE R AR ~ AAE BB VER RN 2 AL B - g
Z = PD-LIRIFEA A HER PR TR AHER > 0 Ae 2 48 i1 A2 B g o U 00 T
K F R AR TAAE(Treg) ATEKL -

[0180] PD-1RZEEKREHRBEAEICURE o Z1g SR (V)
GRE N AEEEREE T 2EE JAIERESVIAEFEMEES - PD-1
AR E A E a2 (i E N i B Bt EE T > AR 2%
7 A Il & 70 (ITIM) Je B 72 g i B2 1Y o8 % ~2 i f A &5 JL(ITSM) - PD-18
am 51 TAARIE (b > HLEEA & ohpe Bl AU B S i Z ITSMARE (2 A4
GreenwaldZ A » 57 _F3C 5 KParryZ A > Mol. Cell. Biol., 25: 9543-9553
(2005)) - P TAHAERIS & - PD-1[=) HLAHAEE B B8 N Z ITSMEL ST f 7o il i
B bt B2 Mg SHP-1 5 SHP-2 - {E1fi E 2 2 EACD3 THIAE(E 5t 5 ah sk 2 5
77T (GEAICD3L ~ PKCO K ZAP70)Hy L bz (b - PD-1T § TAHAE £ fE A%
HlEACTLA-4HH{EL » BA[E - PD-148 B~ AL B & H 32 CD4+ & CD8+ THH
HE -~ BUOAE ~ SHENTHHRE(T reg) ~ K H AR TR /S (ERENRE L&
3o JREEBRAECD4-/CD8-(BE[2 ) TAI A ~ DL B 4 AT K et 22 AR A A
T b 2Kl S AR R I o PD-1 2 FCf #G(PD-L1 k& PD-L2)4H ple i 3%
IR o] DA FEAN R AE AYEE & - PD-L1DUME/K P S fEJE S a0 4% =3
REFEEMGRMENK E - MPD-L2EHE B/ FRMEHSEEE
Mgt R IR 2 HiR 2R R F3R - W REEC I AR R AL A A S & e S AR
BlETEEgV-RlgC-EEN L mE A E 3R EEATHTRBEZE -
E—PD-1EC {8 2 & & £ PD- 1§ E 8 TAHME 2 B F A TAMEE - B
o A PD-L2PEFIME 25 B & Z R TARE (L - ifi PD-L1H] /N FE 22 40 4%

5 72 HEEYIEREIE)
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TR TAHRED) A - BEZAERG B R BBV CGEAEH)PD-L1 » HE
Tl e iE 45 R R SR K SFRY B TR A A A - HaS rh B e e s =4 T
AL F Z PD-L1Z B8 HY AT G /E A - Y FE i BT Ay o2 v 26 2t 47 U5 o 82 A
@ o

[0181] PD-1@k[A P EEHE 2% - BHIMEF » CERCS57TBL/6
PD-1 & A 4 b /)N & & B IR I8 1% fE % 8 (2 A ] 40 Nishimura % A -
Immunity, 11: 141-1151 (1999)) « 42 AZ8 > PD-1EF > B LR %
PR Bl B AT PIRE - 1RREPRIR ~ HEUR MR Sk 2 IS 3w R K
% 25 MO AL E < #E BB M BA B (2 AL W NielsenZE A » Tissue Antigens,
62(6): 492-497 (2003) : Bertsias¥ A > Arthritis Rheum., 60(1): 207-218
(2009) : Ni Z5A » Hum. Genet., 121(2): 223-232 (2007) : Tahoori% A -
Clin. Exp. Rheumatol., 29(5): 763-767 (2011) ; F KronerS A > Ann.
Neurol., 58(1): 50-57 (2005)) - RFEPD-1RFINCE AT BUE RS 2 TH
AT RE PR BeE - 5% W0 P JRE o0 % b 6 R A8 MR 0 25 R s (2 ALl W Barber 35 A >
Nature, 439: 682-687 (2006) : K Sharpe® A > 5 )  PD-14f & ki 5
SiE 0P R 3 (% B 40 Brown % A > J. Immunol., 170: 1257-1266
(2003) ; K Flies® A > Yale Journal of Biology and Medicine, 84: 409-
421 (2011)) » HAE—E B AHE B g T 2 PD-L1 RS iSRG (S B8 1 AH RR -

[0182]) &E¥rt3es2H > [PD-1552 2~ T B & 75 £ 01 5 b1 B 9
FIEFREIER - 200 E © PD-LI{E 2 M AR /N g B335 HPD-151
HEJE b 2 PD-L145 & & 2T 4 A Al 1) K P Jeg o 9% 2k ¥ K2 e (Dong 55 A
Nat. Med., 8: 793-800 (2002)) - fHfEBAAEZRIPD-L1C B R B L /E S
SN RE R THH AR A g <~ UM tE BA B (Dong % A » FL B35 K BlankZE A >
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Cancer Res., 64: 1140-1145 (2004)) - PD- 1R B/ B E ERE LB EA
HiME(IwaiZE A > Int. Immunol., 17: 133-144 (2005)) > A EPD-1EH 5
/N TR 2 i 2 B/ BN R TR ET s SR
W (Blank % A » & F30) o {6 F B k4 A FH BT PD- 1 {1 fi(E 5% 7T 3 58 /N B 2
EEIFEEeEE(Iwai%E A > B FX  KHirano% A > Cancer Res., 65:
1089-1096 (2005)) - H & F < = /KLEPD-L1 R R B 2 A HEEERL 2
R B 7H % fH B8 %t (Hamanishi % A > Proc. Natl. Acad. Sci. USA, 104:
3360-335 (2007) > Brown % A > J. Immunol., 170: 1257-1266 (2003) ;
F Flies% A > Yale Journal of Biology and Medicine, 84(4): 409-421
(2011)) -

[0183]) ZEF AR » T3 HRHIHIPD- UE M DUA KR & H 1
B IE B F TS R 0 5 (50 LB R R AL M R0 ) < SRES (2 BBl W1 Ascierto
% A » Clin. Cancer. Res., 19(5): 1009-1020 (2013)) - L5 @ EAFE
B2 5] PD-1 2 B PR $0 38 008 B % iE (2 FL Bl 40 Weber, Semin. Oncol.,
37(5): 430-4309 (2010) ; K Tang % A ° Current Oncology Reports,
15(2): 98-104 (2013)) - iz - LIHIE KA BT - CXREH
(nivolumab - JRH B BMS-936558){r IR/ NIt AT - B B I B 4 At e
7 4E 52 2 SR 4> K2 FE (£ Rl 40 Topalian, New England J. Med., 366:
2443-2454 (2012)) » H BATER P IAEG RaER$ - MK-3575 5 #t HPD-1
Z NEALBEMRGUE - AT Rt O s i R a1 < 18 (2 A
flfnPatnaik A > 2012 American Society of Clinical Oncology (ASCO)
Annual Meeting, Abstract # 2512) « 4N » FH T > #EPD-1.2 %
£ ] B 58 BT ¥ 58 WIHTV 2 95 [F RS #Y %2 % S JE (2 FL f 2 Porichis % A >
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Curr. HIV/AIDS Rep., 9(1): 81-90 (2012)) - 2A1f » REHIFHE - 5
HRENBEN AR ER TE -
I PD-1{5 3R EH 2 ZEH

[0184] AINAIEREZHSEETHIHIGIPD-1{Z 5k E 5 ~ 255
S OIHET T4 F 2 PD-15288 A 1 A &I G M (S5 E L 258 - 455
FAPD-1[C {ir 88 DA Ho 45 & FAPD-1 2 8276 ~ 3f B W & 2 85 &[5 1E 4R 15
PD-1E(PD-1.2 KRB (L e < BRI RIRAYEER] - &SR PD-1 2 KRR AL AS
L&Y EHEPD- 1K » DLRPD-1 2 7EM R B - HAEB7-HIBCfr #8 2 1%
N BLIEHE KR E - WEERBEEESE - Hie - KES T RN
HIEY) -

[0185] fE—LABHI S - HIHIPD-1{55REE 2 RIS &5 NHE

1 - fE—E BREHIHF - {IHIPD- 1{Z 3R EHE 2 8R4 S 1 AEPD-L1 -

[0186] fE—LBEREHIH » AN AR RE ZHEFRET YK PD-1
EotEE L ERRPIRREER - /£ — LA/ HIH > PD-15188 8545 & PD-1
ZUUFERES  [HEPD- 1 HEERC U 2 E— KB EWES - f£—
B EEHIH - PD-1HIAREERI4E &5 PD-1 24 FUAE A » [HETPD- 181 it E
Fofrfed < MBRE ZEWNE S - E—BEERH T - PD-1§1 88 82545
EPD-1EHE ZHJFAEE » [HEPD-1BPD-L1 R/EHPD-L2 2 & & - K
R L PD-1UBG S5 B o] 6 & (£l 8 & 48 5] <~ Bl A E & (Fe) - fE—2EH
AE s PD-14 RS BE R & B A B AR B TGl ~ TgG2 B 1g G447 S B HL 8 57
S EHPERLE & -

[0187] fE—LtLBREHIF - fIHIPD- 155k FE 2 Z2 5] &y AR ITAS L
HRE - A£—SARHT - HIPD- 11535 EHE Z iR % H HPD-151AE

d
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DODAAAAT"

INCSIIR 1210

[iw o 5y ]mC l@;
(BiPD 1) vl

INJ 63123783 Jamssen Rescarch &
EiPD 1) Development, 1.1LC

15 007 Shanghai Junshi Bioscicned
BiPD 1y Co., 1ad,

MEDIDGES0 (AMIP 514)
BiPD 1 (ANA HeCA
MCA 012,

Bipn 1)
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(0188)] 45 BELLEMBD > HIBPD- 147

D~

VBT > SRR R S BGIBCAZTY > B 754091 ~ CXC072 ~ 80 4SBT -

» muus

FIR-T210 J.- 63723283 ~ JS-001 ~ MIZDI-

HAZ053 ~ 1BI30E ~ INCSI

0680 ~ MGA-012. ~ gl iigT ~ PDROOT ~ JRALELNLEL ~ PI-06801591

RIEGN- 2810 ~ "I'SR-0A2. ~ WO2014/119664 |1 i) LR VIR

)

Wi o v ~EELLRGBI s R0 T Y2 TN EL M ElE
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PF-06801591 - REGN-2810 &z TSR-042 - f+ —tt Hg&Hd » {{I#H|PD-1{3
SUEE Z DUAG R R B B A E T~ JRILERE T K TSR-04240 5l 2 BEHY
PD-1#if8 o

[0189] fE—LAFHIF - PD-1&5EE] HTSR-042 ~ sl - IR
TIEREED » MR ERESL - BRI - 4K EDL - PDR-001 ~ 2E)ERE
fri(tislelizumab Y(BGB-A317) ~ MK UVCEE$i (cemiplimab) (REGN2810) -
LY-3300054 ~ JNJ-63723283 - MGAOI12 ~ BI-754091 ~ IBI-308 ~ ¥X 17 Ek
B ¥ (camrelizumab)(HR-301210) ~ BCD-100 ~ JS-001 -~ CX-072 ~ BGB-
A333 - AMP-514 (MEDI-0680) ~ AGEN-2034 ~ CS1001 ~ Sym-021 -
SHR-1316 - PF-06801591 -~ LZMO009 -~ KN-035 -~ AB122 -~ {5 ¥k BE I
(genolimzumab) (CBT-501) - FAZ-053 ~ CK-301 - AK 104E5(GLS-010E
W02014/179664 F F#E 7~ 2 £ —PD-1$i#8 o IEEBBHIF - ik B
HI R R PD-1HIHIE] - £ EBGHIF - PD-13IHIE| B PD- 145 & B (FIa0Hi e -
MG eV ERFESEER ) - fERRAI+ » PD-1HlIH Al & PD-L15Y
PD-L24E &R - BB LB BN - PR ERE T ~ MRS BT ~ BGB-A333 »
SHR-1316 ~ FAZ-053 ~ CK-3018(PD-L1X#1 57 F » s H{T4£EY) -

[0190] fE—LHGHIF - PD-1#ife RHIRILEREL -

[0191]) JRIZEREEHT B I PD-1EERRFLA( " mAb ) (JRFH By MK-
3475 ~ SCH 9000475 ~ Keytruda) « JRIZEEEPL A RIEELEH G4/x[E 8 A
J{EmADb - JRIZER B HT.Z B I mAb B EE QAT < PD- 12 88 &5 & DATH B
PD-1 5 1 88 P FCA 4 A (B 5 R S8 fiE 2 fd g Bt ) & 4F 2 PD-L1 ¢ PD-L.2
FCAr RS HYAH & 7E 4K -

[0192] H—LEREBHIF - PD-1HEHEKIE ZFSEQ ID NO:1 ~ 5
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HFEB90% ~ 95% ~ 97% ~ 98% ~ 99%8;100% — 57 2 E i o 17— b E
> PD-1#{ B8 287 (12 BISEQ ID NO:2 ~ s H F E90% ~ 95% ~ 97% -
98% ~ 99%E(100% — 2 < B g n] B h o AL — L B A2 HI - PD-1{1A8 5K
A4 HESEQ ID NO:1 90% ~ 95% ~ 97% ~ 98% ~ 99% 5 100% — 54 . &
O 5k & BLSEQ ID NO:2 90% ~ 95% ~ 97% ~ 98% ~ 99%E,100% — & 7.
K i ] SR T o
SEQ ID NO:1 - JRITERE i E i
QVQLVQSGVEVKKPGASVKVSCKASGYTFTNYYMYWVRQAP
GQGLEWMGGINPSNGGTNFNEKFKNRVTLTTDSSTTTAYMELKSLQ
FDDTAVYYCARRDYRFDMGFDYWGQGTTVTVSSASTKGPSVFPLAP
CSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCP
PCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQF
NWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
SEQ ID NO:2 — JRIT.Ef B i is i
EIVLTQSPATLSLSPGERATLSCRASKGVSTSGYSYLHWYQQKP
GQAPRLLIYLASYLESGVPARFSGSGSGTDFTLTISSLEPEDFAVYYC
QHSRDLPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLL
NNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK

ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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[0193]) BRI7ER B HU ML - 43 B H1 (IR 7% F5 BMS-936558 -
Opdivo) & Jc{E20144F HFD AL/ A DAAE 8 & W )& 9 e DA F-ig /7 =08 B
AT F HUC B i (ipilimumab) &z BRAFHIIfI B T /AR CEM 2 RO R
ygg o

[0194]) fE—4 A HIF - PD-1HLAE SR W PEHEF FFHARE
WO02014/179664 g m - HEH AL - fERRGHIF - PD-1HLA
2% 7] 401 [ 28 5 1) B 55 2 55 PCT/US 18/1302958 R ow » Hi e 0 ff A AL
o FEEEEHIF > PD-1PLAS BRI W B PR H A HF FE FPCT/US17/596185%
FATfETR » HE G AR F -

[0195) fE— & EEH F - PD-1§1 88 &K f & PLSEQ ID NO:3
90% ~ 95% ~ 97% ~ 98% ~ 99% T 100% — 5 2 B f#Eu] sk - {F— b B 5E
1> PD-1 B8 25715 BISEQ ID NO:4 90% ~ 95% ~ 97% ~ 98% ~ 99%=
100%— 0 2 B3 v B4, o AL — L AR HIF - PD-1§1 88 85K & #1SEQ ID
NO:3 90% ~ 95% ~ 97% ~ 98% ~ 99% 5 100% —E . B $ 7] 8 3, Jz BASEQ
ID NO:4 90% ~ 95% ~ 97% ~ 98% ~ 99%E 100% — 5 H& §if o] 5, -

SEQ ID NO: 3 - PD- 1§75 @27 55 o 1] 68 i

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGK
GLEWVSTISGGGSYTYYQDSVKGRFTISRDNSKNTLYLQMNSLRAED
TAVYYCASPYYAMDYWGQGTTVTVSSA
SEQ ID NO: 4 - PD- 1745 SERI 4 7] 28

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKA
PKLLIYWASTLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHY

SSYPWTFGQGTKLEIKR
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[0196] #—Lt BRI » PD- 151 AS 51 A & W E F 7 o 3 3 B
FEWO02014/179664 1 F#8 7 2 — 5 % {CDRFFF » £ 4 30 P A4 p -
fE— L BB IR PD- 14088 HEB AL & BT 5 F 5190% ~ 95% - 97%

98% ~ 99%E100% —E >~ — =% {HCDRFEHI :

HC - CDR1 GFTFSSYDMS SEQ ID NO: 5
HC - CDR2 TISGGGSYTY SEQ ID NO: 6
HC - CDR3 PYYAMDY SEQ ID NO: 7
LC - CDRI1 KASQDVGTAVA SEQ ID NO: 8
LC - CDR2 WASTLHT SEQ ID NO: 9
LC - CDR3 QHYSSYPWT SEQ ID NO: 10

[0197] FE—tEESHI+ - PD-14iRS2ERKI B & BLLL R P52 CDRFF
5190% ~ 95% ~ 97% ~ 98% ~ 99% =% 100% — 27 2 —{# ~ Wi {2 = ([ =
CDRFHI « £ —E EEGFl » PD- 141 A8 &2 /6 & B2 DA F P51 2 CDR 771
90% ~ 95% ~ 97% ~ 98% ~ 99% 5 100% —2 .2 —{# ~ Wi{H = = {HE$ECDR
FP3 o
EE Al VIR I e

[0198]) MERESZMERTEEH » f40 - RECISTEE 1. 1hRIE g (T E M -
{SFIMHE.A. Eisenhauer® A, "New response evaluation criteria in solid
tumors: Revised RECIST guideline (51.1kK) , , Eur. J. of Cancer, 45:
228-247 (2009)f2Ht - ZIEF LA R XEIAZ T AHFA o T FHRECISTZK
AL R AR R E ~ R ER E ] - RAERPUERIREER 2 FTA
EfR AR — 2% %E - RECISTIRRZE K - Bk (MEEGR %8
RIEEER - HHAERN&EE N L F (comparator) « {f—1th B #8
Bl - FEWFFTERE 2 B — R E HATAY2 1R N T B AR S B AV 4G FE
PG o FEERE T 48 FH 0 A L TR Ol R R0 2 AR T S &4 0 B0 iR C TR

% 81 HEEHIEREIE)

C263026PA docx

113103416 FEESE A0101 1132004982-0



202444417

B RACETEM - o AR E (MRD - fI40 - B CTHAKE
B ISR G Y o CTR G RER EERY R G T - E— S BB HIF » £%
{6 B 52 o 3 58 o (5 A R B Rl el -

[0199]) A —£EfHITF > o &M EIRHE AL 2 /D — (8= £ 00E

o L ERHI T > AR AL 2 — ([ W BRI > R
KMARZMAGENARTGEERZ AFERTBEHEEERS
WA (7 )R A Ry BE R > L RE A BR AR S HOE AT R ek R B M (ISR H
TEE B R —(F B (25 B AL BT IF L T o 5 27 BlRC 8% i 25 W {18 Kz PO {8

) -

[0200] HE—EEBHIF » EWHEHENHENETEREARE
HEREZEL > BMUEME R ZAASE » M/EGEEELETHREEE
It -

[0201]) JHEZFERRIBITR K - IR R 5 R Rl B e &g fme BF (/5 =]
FEMp G ] B2 IR ARSI 2GR - FRE B o] 00 H AT AR Ry 8 I i
MEET B ARACTIRMA> ISmm 2 fG 8 - £ —E BRI T - EHFER 2
M EhE RO B SR AR - SEENT 2 Eh B R N 2R AR A G S e S
BEREELIER - SEHANEEDLEGZG L TETH P mE
(ERCTim i - IEAR P63 Rdlm T - S MRI > 5R& V1 0 RElhiE
FARBOEAR) o IS &SR o 2 BoNE Ry Rl -

[0202] EBPIE - WwE K20 mm-30 mm 2 JE & &5 51 HY [ #l A 20
mm > HZGEHTE BT ENGEE - ALEE AT - K20 mmacsk &
BiEMEE R - pra KRB MR CGEE> 10mmE <15 mm 2 #7545 50) f#
AR R IR L o R B <10 mm 2 & G100 R JE I BR M S 6T LA Jiee g LA
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T RC % BCER BE ©

[0203] a7 EmMARRT CEREMGANFESTIREIRRE

 WINGEETR L D - HSRERESE AN - EEEaERE
oo B0 BESCATE L > BRI e @A o AR ERENRKHES S
LLSS oM AT & o 4 o RV (T 5 B R R AR -

[0204] A7 RBEMEMESS 2 A H AR (ORI I8 AR &
JEEL I > HR B A Sp ey i HL T R0 8% - EHNIELERY - HIEFR T
ELL " EFEE, ~ TAERE. > REERFBERT - TIHEER, Bt - 5
Sh > HHEREREA K Al — 88 B Z 2 (# IR R ok Ry PlRC a8 B Z B (I 7H
H a0 T2 (E 0 RE R E4E , 20 " S EF RS, ) -

[0205] 1 —£LEBHIT - ELBHFRER ZF—EIE HREAIHE
(63K = TRFHEITHE — R FTRLE RS - AE— LB HIF - (LM%
HPD)ZER T » KT BEAE4EROLR £ TROWEZZ G -

[0206] fe—SBERHIF  JEFIHE(G3R + TR)ETRERS » K

EAE BRI A R R PRS- RUE AR B

[0207] HE—SLHEBHF - RIFHYREBmEFER > & HEE12
(84K + TR)YEEST— W

[0208] fE—LB@HIF > HFEETHREEERETIIFTZ—F
Fylb © BRIGFAVEE /6% ~ BERNFEES » BELT ~ REZFWFE
Bk o

[0209]) fE—EEAGHIF > ERERPDINZ B ifn P b 726 R HY &
BT T REGIE (63K + TR)EEETEFENEVIFTHANIE
FIRRRENE » HE  RAER - BEGBIFIIMNIENERE - BERNEE
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- BEEE - BEIRT - NCEFIITEES -

[0210] FE—fLBEEHIF - fERERERE 2 F N P IR R 49 AirRECIST
fE T - DASR A A IR LBk B0 6 R 1 ] il =2 2RV B BB R 2 A
BRR ERREMNEE R EEE SR B ERRIL - £ — ARG
dr o 3@ RECIST vi.1 DI AL FRRfEr - REREFR AR BT B
BEA RECIST vl.1 8 REEE & EMERPD) © fllfPD-1{557 &
B PiAs SER|(HIa0 > JRILER BT ) 1] RS i 3 A AR g E ey R e e
PR EE A FLRE TR R o I R R U0k 2 R e A X fuE ) 7 e 6 2 1] FH 4 i
= MR AT 22 Y B A £ NER AR - L] A RERE & 1) R AR B B H B
1% IR R JE

(0211] Wit fE—EEEEHIT > FHL(1)RKE - 182 - =
Y S AT AE R BT A (G5 &S s pl R - 4APD 2 R R ~ R ()RR B/ & = Y FE§E
PRIA (5 S8 0l Rl 46 PD 2 JR IR AH EE - 5518 B & B BE R & 17 38 A0
<20% - RIFT4EE S EHHAAE - HERBELL F9BE63R + TR) 2 E
I T N — Rkl » BB BB ERIRE — XN BRE 2 6)RED
il —F 0 RIR 1218 84K £ TX)

[0212]) £ —i HAFEF 4 > [EH549 ARECIST v1.1 fii FirRESIST
vl.l {57/ - HEEEKGERPU N E—F#EPD » RIBEFR LA -
B BL ~ JERERIA ML B PRI >20% H R R/ 2 /D & BT A S-
mm{E [ EE G IAPD AL ~ Hri B2 BPDEAL ~ B e & — KaHE
e R EMYHR ML ~ B R — e B ZE F RN Ay IR -

[0213]) fE—te E &G > [EHF49 ARECIST vi.1 fii F irRESIST
v\l f5/ - B BEAEEK LT - AV 0] frFF 32 IR ILER B DU A I S5 17
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iEFSPD - BRIR IR E B BE RHIR G~ RIF L R I (B E
= BEBBER RIER ~ BEBIECOGIRRE(0=IE/R £5=T)/2H
=R BEAREIERIFH R RE - F 85 L BR AR B Bh R BT 1%
B o REZ AN B S G BRAVAIE(E H N E A R ER I
BES1RAVE A RAENE « NI > B HRE - RIF(E B S IR RS2 U6 R AR 5
RFHERLPD -

[0214] fE—SLBBHIT - 7Y FHRBEE B (R a0FE 1 RECIST
vILIGFE @ EF My F|CREPR Z B E EFIRY 8 S EZR (ORR)  JRKf 45
i1 irRESIST 5P ORRPE B X E&X L - HRERIN AR — P DU AR AV AE
FERE S 2R R i R AR S IE -

[0215) fE—SEE BT - i aF il IR @5 E (DOR){E By WE &%
B AL AT > DORREFR H EH M MRESIST vI 1555 ¢ KEHE
CRELPR ZIFEIE £ (DIRKIERESIST v 1. 14238 & 5= A 4 5 B [ R ()R
PRIrRESIST @) KB & PR I L] o - — LB Aafl T » SHRIRE AL
AAHHFRZEGhESHEFRERE > AR EROCZEZPTUEEAN
RESIST v1.1 2¢ irRESIST ~ #fE HHf -

[0216] fE—LEE BT - ¥ E PRIR ZEH] R (DCR)fE Ry KB & ES
HHEZE BWFHFMHMRESIST v1.1 ZirRESISTHTEEE < 2% CR ~ PR ~ E,SD
Z BRG]

[0217) fE—LE RGBT - iRe5F € A g 178 B (PFS) fF /&y WE &%

Bh HHE 7% Ry B 2 RF Il B i T RE A R AL T o Z 8 5 H H
HYEFE > HER (DRIERESIST v 1148 8 HRA i W ] K () (K32
irRESISTH) K8 E BRIm R 2 fd] - fE— LB F » HEREAEER

i
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MHMAEZEGMESHRFEER - AlafREFOCZEETUEER
RESIST v1.1 2¢ irRESIST ~ #EfE HHf -

[0218]) fE—tEEFRHIT - K 5P E B F/EM(OS)TE B B &x 2h 2
HEZBBWMFREHFE LS —BEHEREMERILT HEYEE © JREFUE
S EE R ILRFE 2577 -

[0219] fE—SAREHIT - - (R IREY) (CA-125) K EEHE
WS BRI RE > TR A AR ERRIAE -

[0220] HE—SEEBHIT - KA EREEREGCCIGHKE H B AR
FEWGIA  JEHIMHCREH 2E) i 05 R 2 U i\ 22 s8R HVOCE & -

[0221] fE—SARHIT > AR FE L W fEECE 2 aem -

g B Rdle  BRFMENRIER - OFEHEANLATEN
> ESFEN - 8 B RNES -~ BEREFAMEE - B3 i

FETEEELLE > PLEAT B Y vl 22 21 2 o2 F O (B & i 15 &
o W E R AR T ETEERY ) R RS > ATEEAVIREE S
BB~ (e ~ BB 2R e BB E S EMHE Z R —(F s B

B - BB ANLERRE > {2300 - fEMGERRT > R ER(EE
EXEZFEE - G B - IRE e R ARy > FEAEMEEE

o BAliNE > —RAEALBEZERE - BB - (#58 ~ SR
TN EE DR E BB R R LIRS LT e & mE - ZFR
ot (A -~ BRI AT > e A ¢ LB ERM ~ AR
BCEERE P HE R CER BB R R B E R BN ERET 2L
Frid s B LRy EdE iz F2brEz 2t -

[0222] 4OSCFRTI 2 EEEORE Gt HEE " 2% ) BT - 03T
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FTH - lish " 2% ) (RIE S HE T EERa IR SO R - Bl E - £
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1k E—EERHT > HEAEEHSHEHEZ100 mg ~ 200 mg ~ 300
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g~ B&J100 mg « fE—ELEFHIF > Z ER %L 150 mg ~ 9200
mg ~ %7250 mg - %J300 mg - 49350 mg * £J400 mgs{%J500 mg o ff— Lk
Eafid » ORBEFMLLI0 mgE£y500 me#n BN Z EHIPARPHIHIE
(fsn - EfImEE) - £ — L BEHF - BEHRLL25 mg £ 47400 me#H F
AN o ff—Es BLAEFIR » BIE 4104950 mgZE 49300 me#i[E A - {F—th 5 A
B FEHAAEL150 mg£&Y350 mgg[E AN - £ —LBBHF - FlEH
FEZ]50 mg £ 4250 meEaEIN - L —LBEHIF - BEHRLLIS50 mgE Ly
200 mg#Ei[E N - L —ELERBHF - BIEHIALLIS50 mgE 47100 meHi [
AN o E—LBEBHIF » BIEHLL100 mg £ 4300 me=iE A -

[0240)] AE—tAEHF  EHMHE 2 OREI &% —E B
FAAE L o fF — L BB PIF » — RS EEUK M GEE - fE—LERH
& ZEAAAAEE100 mg Z PARPHIFIE(F40 - JEfHE) - HEDE i
A A BRI 2 EFHEIPREH—XRQD)KIE - £FiME @ A&

— Xk F ={f100 mgRYEr B A » DLEE H —XK#EB1300 mgHYPARPH
FIEN(E0 - EfHT) - £ — S ERHF - vEH—XARFEME 100 mgHY
HEAAA > DIBEH—RIEB1200 mghyPARPHIFIFI(Fl40 - EHLHIE) -
E—LA8EHF > sJFEH —XRIRA—#100 mghy By K& - LB H—
KILEL100 mgHYPARPHIFHIE(Fl40 - JEAIIHE) -

[0241]) fE—2 B EHF - J7 EEHEEXEE 2 /200 mg 2 ]
PD-1{Z5REE  8F (140 » JRIZERELHD) - fF—LEBHF - HEAEL
/0255788 ~ 3007 8E ~ 357088 - 407088 - BCEE RAVHES S N B R A
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[0244] HRe/NE T E NS EHIEE ~ HIPD-1(Bio X Cell, New
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R®2 T BHAGERE

ElHIE=S
R | N B = LEERIT B2
(mg/kg)
. A
%&% _ A4 (SN (QD) x
. s (p.o.) 19
— + . \F'%ﬁij:é_’\
PD-1[G]7188 5 . AR
A | s | mERGe) | S
2 5 [EfIAE 50 p.o. QD x 19
3 5 ${PD-1 5 ip. BIW x 3
[EfIAE 50 p.o. QD x 19
4 5
HPD-1 5 ip. BIW x 3
5 5 [efriafe 25 p.o. QD x 19
[EfIne 25 p.o. QD x 19
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HIPD-1 5 ip. BIW x 3
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(Association for Assessment and Accreditation of Laboratory Animal
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FETHAS > (REFE DO - JEfife 2 H B E 5200 mg/ K300 mg/REE
4H8% (300 mg &y 3 x 100-mgfEE 200 mg &2 x 100-mgfEE) -

[0250] FAEHIMECH GRS EHERIGHEAHRRYIEM KR CTCAE 3
AR BT o —HIRRE< 18 > AlEE o] IR KAV E/K T E X B 16
M CALEE R EH -

RN PD- 18y IR PR SR

[0251]) JRIZEREHURAL SRR ATA 7 KPR N & 21 K IGHEE
WIRYSBI RN TG AT - RN RN R > WER2E®R 2 EMEN 2
HERE 50 1 R Z BB Z (R HY £ 2 3R I ERILER BT

[0252] JRIZEREL{A(E 307 IV E L1200 mg IV Z K& %

95 HEWHRE)

C263026PA docx

113103416 FEESE A0101 1132004982-0



202444417

AY

BL o 2RI > BRI S ESAT 2B RS RN - FEFENN-57EBE+105
o I E O o
&R

[0253] Zphaklh 2 HAE Y H B b SEE4EIL LN EE > AF
7S B R S JERT A L8 (RECIST) v G SRURINFR3 T « R IEER - e
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3 1 OCEFH ZRECISTHE & -
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[0254] BLE i 1] 1 o #8 A0AY & R — B > HER PR O 58 BUR (R B &
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=8 a5
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B
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(ORR) : 0%) K 444 11: OC(ORR: <16%)h FI] FI P ARPH|IHI 78] & 5> 50 AT 4% 34
B 2 TNBCORIZEREHIORR © 4.7%) FzOC(4 B HTORR : 15%)FF|
PD-1 &% 7 iy BE #E /) SE M (% 7 EAY (Gelmon KAZ A > Lancet Oncol,
2011;12:852-861 ; Sandhu SKZ A > Lancet Oncol. 2013;14:882-892 ;
Adams S% A > J Clin Oncol. 2017:35 (suppl 15):1008 ; Hamanishi J%

A J Clin Oncol. 2015;33:4015-4022) -
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[0257] PARPHIEI T H FIl 51 PD- L BEE 418 BRI » 48 phi e 4k
4B EDNA » Ho (% 08 T48 % B M E 5 (stimulator of interferon
genes ; STING)B& (/& (ET4IRY » (BIS MR R IEE 18 T2, WS
MR E4HRE 0 AR W55 ooy f7 fE (Erdal EZE A > Genes Dev. 2017:;31:353-
369 ; Mouw KW= A » Cancer Discov. 2017;7:675-693) - FERFIE R 2
88 7 P ARP 4011 ] 75 & PD- 1 1]l (] 7 OC & TNBC &b 2 7 (19 34 2 75 3] { Fi
(Higuchi TZ A - Cancer Immunol Res. 2015;3:1257-1268 ; Huang J5§
A ° Biochem Biophys Res Commun. 2015;463:551-556 ; Jiao SZ A >
Clin Cancer Res. 2017;23:3711-3720) °
B PR 5% H 1

(0258 M EG AR B 98 22 | 5109 2 58 69 538 37 A1l IR L BB R 3
PD- 1 BE7 2 48 & 34 B B IR 81 831 (DLT) » S 3 17 /5 8 4 PD- 1 B8 4t
B B 2 HLI B 69 2 5 2 W 751 8 (RP2D) - 281 H 69 (4SR5t 3 BT 8 F5
METNBC 2 58 % J 5845 18 9 1k 870 1 OC 7 28 2 (U 5 21 1 AR FE 0 22
HLPD- 1 BEH] > 40 & AR HIEE ST - RIS B B0 BRSP4 2h
27 2 R R A 2. o R SRR I R
7 5%
YN

[0259) il e (TR o 65 570 06 BT CF T B W) S o 9L
SO HLRE B BT LU T o SHEHEIBERE » 91 B R R
Rt (<1 % 4R - Z2 2 88 B a1 (<1 % 40 L HER2[2 1 (FITNBC)
HA SIS M LR B - AR S ARSI B L - TR IR
4y AR A S M R S R R M > BRSSO NE A
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MRS —SENRIHZFEE BT FINE - WmiNE - SR SRR 2 &
B MABEZ 2L ARG 2 HIEER A ES -

[0260] $T¥2HIEEES - 49 AREZ 2 2 Wi (8 St Al B 42 < Sl B MR IR
A2 BAEIEEER M TNBCHY B g « EiEh /2Bl TR E R AT L L
PREREE T o BRI ER B R R R bR RA BT B &{Z AV
e B SRR BN R R - RIS EF HS BRI - 5590 - IARBRR
BHBTRER . BASRAIEERERTFEANEEINE - wmolE - 5%
VERE R ~ B3 - BT % W E R VA s R0k -

[0261] ®HFTHY Al BF o8 4 AP 2 G FEF5 HRECIST v 15[ HI &HY
Ik Se OB 1 HY 35 B B3R 8 8 i B PR B 58 & F 4H &% (Eastern Cooperative
Oncology Group : ECOG)FE 4} -
HEpR AR

[0262] WHFEH HEbR B AR A K IEMEOC » AL E —4 8
BEZ O A6 H N Z R RERINES - 540 B2 FHEHLPD-
1 ~ §iiPD-L1 - s¢HiPD-L2 82 %5 L Al < PARPHIGIE] ~ Jo gl G HY B & A
Ha 2B -
FAZR TS

[0263) fE1HAH » DL6+6R & ZF W EIFaeatfF(E DLT([E3) - B &
KPP 1TEFEF R OAR200 meCAlMHE KAEEME21 KA 2 51XK200 mghf
RN AVYIRILER B - BIE /KPP 2EFEEXR OR300 mefEhriH e AL &(F
21 KRB 2 51RK200 mg IVIRIZERE G - B LA NHBEERP2D @ F— K
b & 6 A 2 DLTEER ~ JEDLT A BB (AB) Z LR ~ B EEiL
EYE R - CHHERHE8E - RERENZEZR - (£ H Myriad
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Genetics iff 52 [F] )5 22 40 f [ i 2K RF Al B BRCA (tBRCA)ZEZERAE - 7Y
& PD-L1323H & {# F§ PD-L1 IHC 22C3 pharmDx (Agilent, Carpinteria,
CA, USA)Z TR FEHR A FE 5 i 4H 4% (L 22 (THC) {3 FH 1 %0 B B 28K 10 8 2 it
TNBC K OCH{ HHYPD-LIREE - " &0 B &8 AHEE N ERAN
MBS L ERE R R AR E -

[0264] {2819 - (£ 200 mg/EHIiH/C Z RP2DEY % Wi ([ £ 4H .2
BABIITNBCEOC Y B3 ([E3) - HFEAFRETEN » LEFLETE
HEE MR ENEZ EF R R2EBRERETABEZS FFAE300 mg - #f
FRPEMRENT « RIBEET REETE—RiFH - 5 EE MR
B AR A BT HREE - B0 - RN ERRGETRENR o B
B Z 558 £ X B (CRYELEN 77 R JE(PR) » RIS i 18 i (G iR SUHE - 216
FE2PE B st (B E MR EE 4 48T = 24+424) - B EFEEZEME L
TR By B 22 /D — ([ 1] SR A% B4 1% Ml g i R Y EE T
&R
B - 11

[0265]) 147 B HSHEHFFEAIEA(TNBC » n=5; OC » n=9) » {1%4
PR - 11T S HOCE BN RE RIAANER HENHIVE LA BE
P )RR (89% B E R ) - B ETNBCR T RV HlEH R 12
foe B BR T B b (P B 19320 B ER (60 % BEHEZ)

4 VHIEE ANOSFEE R R GRE -

OC (n=9) TNBC (n = 5)
FH(FRED
FE(R/ME » TRA{E) 62.0 (48, 72) 56.0 (43,71)
ECOGHRHZET » n (%)

26 100 H(EEHRIEE)
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0 7(77.8) 2 (40.0)
1 2(22.2) 3 (60.0)
FRR B EIERE 2 SC AR A RS 2(1-4) 2(1-4)
SRR o PEELED
BA T Ri#rE B E A 6 (66.7) 5 (100.0)
£ n (%)
SD:AEAESE | min:ig/ME » max: g KB

ZeM - 11

[0266)] ECri&BlRIE K12 BEF » — AL BEFHAEADLTEEH
MEBRECVIE ~ &I R /MR sAE) B R B e A e e (H &R T ERE T -
g g e K P22 85 — U EFEADLTH —{r R ADLT-ZF4]
(Br B/ IMRIBCME) - R ETEHEE % - WAL B E 20200 meftHr
HE » H—E#ERITERED -

[0267] f#ERP2DHEXRIR200 me/EHliH/E K AE &M 21 K HH
ZEIRIRILEREHL200 mg TV o

[0268]) FEEIE KPR EE T Z/NL(85.7%) e AF B & /K -2
PAMAE T EETREFERINE SN ERES N EE(TEAE) - FE A
H AR~ BB AEE N E/DW AL BF R &) i &S o

RS Rz 2l BE P RAE ZIHDARMHAE %> 3 TEAE

AEIHH » n (%) KIE2/KFL(n=7) KIE2/KF2(m=7) HEE(n = 14)
=i 2 (28.6) 3 (42.9) 5(35.7)
B R 1(14.3) 4(57.1) 5(35.7)
s ch P BR R M 1(14.3) 1(14.3) 2 (14.3)
I/ IR E0R D 0 2(28.6) 2 (14.3)

PR - 1HA

113103416

[0269] FREAZE/DV—RiFHEFHEEROCZ N BB AT
B E I (PR R E(CR) - Eoop = ([ [a] fig B 7 €050 R By 42 A

55 101 H(EEHIEHE)
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tBRCA1/2 7 il 8 Fe H o7 = { [o] figg B3 &M Ry PD-L12 14 (<1%) Z f& i
(E4) - HeglUrOCEZEBEARERM - LW EERE - RN EE T &
EIEFE G IR PTFTRYSE48 K 5478)

[0270] fEVUr BA £V —RIFHATINBCEZT - Z{IE&EEH
fRE BRI (E4) © 55— L TNBCEE LS — K T I 1 .2 i A B PR 24 e T
HERR B ST -

BE - 28
[0271] HEUWRERE > 36{IfEROCLEZE 4T BETNBC ZE

H2E - ITNBCH S > 27U BEFEA 2V -G KU EEHHEA £

DR IF - SOCI S » 29y EFAA RV —RIFH R B EZFAA L
DR IE - FTAEE B B - AOGETER EEGRFERNEG -
26  2HI AN 4T &R R AR R -
OC (n = 36) TNBC (n = 47)
FHR R
R (R/IME » fR(E) 60 (47, 83) 54 (32,90)
ECOGHRHZET » n (%)
0 24 (66.7) 26 (55.3)
1 12 (33.3) 21 (44.7)
FH A BREABEIS 2 Ao e Ak 3(1-6) 1(0-3)
GVEH - P EGEE)
BB oA Bh BB A 26 (72.2) 36 (76.6)
B n (%)
BASREEZ B n 36 (97.2) 18 (38.3)
(%)

2 M R - 23]
[0272] “REFE2HPEZE SV L 2G5 - 5590 > DRT%HY2H
BEALE —(FEREIHIE SR FR=3 7Y/ MR/ E - 307 21281y

55 102 H(EHIEHE)
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BHE36.1%)EFH>3 (EHEHMAEGRT) -

[0273] RIBEMBIE > WALF W [ EHIE 5200 mgiZE T 2300
mg [EHIMHE Z B &~ HAFEH=3 BIFEH -

KT R25%EE P EAEFH=3 BY2HERMHEATEAE -

OC (n=36) TNBC (n =47) ZAEE(n=83)
E 5% > 3TEAE 16 (44.4) 14 (29.8) 30 (36.1)
B n(%)
=3 6 (16.7) 1(2.1) 7 (8.4)
e 2(5.6) 3(6.4) 5(6.0)
I/ MRET SR D 2(5.6) 3(6.4) 5(6.0)
I/ INECR D E 1(2.8) 4(8.5) 5(6.0)

[0274] WESAFTR - ROCEETEEIRERMF - & 7 E
(PR) » K58 & HE(CR) - fEEEHIE BB £ A tBRCA1/2 & PD-L1fzM: 2 &
ERBEE -

[0275] 4ESBAT/R » IRTNBCE & PHEEIIRERIKF « 877 e
(PR) » K58 & HE(CR) - fEEEHIE BB £ A tBRCA1/2 & PD-L1fzM: 2 &
ERBEE -
S

[0276] HfEfIiHc 2 @Em2MIMEZE T HER—XOR200 mgft
HEdEf BEABEEMRENE ZEBE T NE2EIERIEIE300 mg) Bl
BE21 KA ZH51RHY200 mg IVIRIZEREGHEE » 5590 > Kb H B
2 2= MEEYR -

[0277] RGNS > LUV S K =2 A W & T 5 B BRCAYY
AR PD-L12 M FERE 2 BE T EFGFEE - WHERHE FERES
A 2 JEHLME JE KR 37 Bk B AL EL A 7T PD- 15602k BIURN 2 e e 7 | 28

25 103 HEEHRIAS)
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o
EHifl4 - ETOPACIOER KB &5 EH S P RYEHER T

(0278 DAT B i () 1 200 45 5% 51 2K AE B 7A O 898 (O C) 2 B sk
IR JEALHE K PD-1 2K ORILER B H1) L 4R &6 Z A ZLER AR 78 2 1
HA K 2H(TOPACIO ; NCT02657889)HY Bt 2537 -
B PR 5% HBY

[0279]) EHHI3FATH - PLERIRBFE 2 LHAGRY X 22 H G RR
FIFEfIEE K iPD-128%] 2 & R I EI 2R &1 F 1% (DLT) » Wi #I7fF
E1PD- 1 B2 1L [E] #& Bl 7 JEFU I JE AV B sk 2 HA R & (RP2D) - 2812 HiV 4
T BAERMESTIMEOC Y BE M FI B ERIIHE RITPD-182%] 2 44
EARIVER R EN: - 2HIRN R E BV EEF G B E R ER R R B G
AR R HE R AR
T3k
G A REAE

[0280] Ay G TIHEIRSE » (EE AN EE 2 BERZ U EE -
FAN 1EA R 2HATERS » W ARl R E A ER AKRFEE D AEA Z
HNE—GENOCRERIEZBH FRNE - WONE - 50R 2R
B2EE WA ES ARG AEEERENEE -

[0281] O ZEAY Ho At BH i 4 AR LB HE#5 HRECIST vI. 18 M &/
Sk R O 1Y 25 B oR 5 2 i BR PRI 98 & TR 4H 8% (ECOG) R ERLFF o7 -
HERR IR 2

[0282] #f5% F HERR BA R & 80K R EMEOC » sE LS — 4% 1
BEZ3ORIFEBORAN Z ERBMEERESE - B4 #2ZFHEPD-1 -

55 104 HEHIEHE)
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HPD-L1 ~ s PD-L2 8 | = & K1 2 PARPHIFG A 2 Je gl Ja SR HY & & 1 1

G2 B3
iR PR T 5T asst

[0283] WEREFI3FATLL > LLo+6F B ZED b ITa%atal {5 & MR
B YE(DLT)(E3) - Bt LUT I b g R 2 K & (RP2D) © £ — KSR IGH

AT ZDLTIER » JEDLTA R EF(AE) ZEER ~ BE B -~ #YE) )
2 CHHEREME - RERFENZESR - WEHF3F AT - &EiEE
RP2D & R fR200 mgfEfilMH/E KAL B (F21 R B2 B 1 RIRILERE T
200 mg IV - {fi FMyriad Genetics fff 72 [5] Ji 25 4H %k [ i 2 2K &F {i% fE 988
BRCA (tBRCA)ZESIRAE - {5 F DL T HY Sy 6 Ao A 0k 1) 2K 5 Ak 5] )5 28 4H [
(HRD);iRRE © LOH(ZE R L) « LSTORAREEEIE) ~ K TALUinr 5 (i
R G ) o FEEPD-L1FEIE R FHPD-L1 THC 22C3 pharmDx (Agilent,
Carpinteria, CA, USA) ZHFFEhAFE i 0 e sl &R (L 22 (IHC) 3 1 % by A
IEEATEEPD-LIAREE < " S OFF5 17 o EFE HHE R EREAEEE
E A iR K e R AR R E -

[0284] Af281% - (EAHEROMR200 megfEfliHE kAL & (H21 KB
H1.2 25 1°R200 meik N (IV)IRIZER BT 2 RP2DEF(E B HOC LB - Bt
FoAL IR EITEW > LA A BB MR st 2 B it 2 (M B3 r
EEMEZd 2300 mg o WFEFFERRELT » RILEGET R)EF
EITHE—RiFH - HERERFHE > AR TUERETHEFEE - 81

C RN R ETRER R o S8R T 58 2 K E(CR)EHES 77 S E
(PR) - RFEM WG MR S E » {223 $1 B OCEE BB IS BRCA
HRD -~ [ PD-L1.ZAREHY A VTR -

26 105 H(EEHRIASE)
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ai

S
B - TR 28

[0285] 14 fEBOCHY & &2 BETFTHY LI RSP9I E# - fEUX
SRR > S3IEBOCH B2 20 LR ie B 2 LB oA T
HEEN=51) - 1R 2HI Z s & B & ADOSEt BB R AR EURN &
8 o

W

\

%8 L VHAR 2B A gt Eft ARG Rr AL

o PR
(N=6217 &)
o B 1R (B D) 60.0
ECOGHEIIREE > n (%)
0 44 (11%)
1 18 (29%)
W S AR A (Fi B 2 (1-5%)
Jerl KB i(bevacizumab) % > n (%) 39 (63%)
RSB Z AL E 0 n (%)
R 38 (61%)
B ok I e 5 (8%)
= i E 28 (45%)
KAV R 60 (97%)
#1 61 (98%)
BEHEE 3 (5%)

[0286] OCEF&TE RAYICATGHE Ry 2T AR R (98% B & #2)
KRS EEOTR B EZ) - stEIHI 2 ZEE > B ZTEER
Ry R&J60% © SeAlE &R L BB FAN BB H K2 » HP18% &2 —
FHES SR 2 e A BEREL - 37% B E P2 WRERE 4 2 e REEEEE > )ed5%

EBER T2/ D=4 2 e BB A(FR8) - BIINECOGFRIFIREE » KR&Y
55 106 HEEHHAS)
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% Z VIR 2HIEZ EH0y > R RN29% 2 8FH A1 -

[0287] 554b - w¥Ah LA R 20 58 3 B $H K2 AR RE (] 6) » 3%3R48% 2
VAR 2 W] 583 MR it > HEA /D6 H 2 B & (R IR & L JAl £
R $8 2 58 R EE HY I $6 B B (PRI AL Y G RS B A e SR P R AE o2 » 38 3R29% 2
BB A et HEA/DRI0ORZ Hm& (AT Z Sl Z 82
A FERYPRLAL Y PE ey B A R R R A JE - 34 3H23% 2 B & T REM 2 88
HEAZEDV6(E A 2 B i (& (RIS 48 2 e BT A 5L $8 2 R HY i 88 15 B2
(PFD) » {HELATRY AR A 1T BEBH SR 76 7 -

[0288] &F{hH 181K 21 & & 2 HEN ARSI HE R RN

R - EVRBA IR

e NG
IBRCA
BRCA1/22<%# 11 (18%)
WT 45 (73%)
s 6 0.7%)
HRD
Pk 22 (35%)
et 31(50%)
T 3 (48%)
IR 6 0.7%)
PD-L1
Pk 33 (53%)
et 21 34%)
R 8 (13%)

*ION = 60 (i & ERPSEYEVIRBARE - WL BRCARY A RIS &

5 107 HEEHIESHE)

C263026PA docx
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YR A AT RR A o

[0289] 3R ARLT3% 2 1] K251 E & EABRCAL 28 £ R
[FIHF18% 2 8 & B A IBRCAIEKBRCAI T B 2858 7 JEE (R9) - &K
&I50% Z 1] j2 2 81 56 & A HRDI2 M - F5 R AR AIREE > FIRF35% 2 & Ry
HRD[Z 1 » f5/RFEIREHE 26k o 3237 KREY53% 2 V] K 23] & & H A PD-
L5 VLR - [FEG34% 2 7 B APD-L12ERER -

[0290] 7rstE IR 2IAM B R ER £V 10% 2 EEF P HREEHEER
=N BEMH(TEAE)(R10) - FREMFEHAVERE ATEAERFEGA5% 21
HIR2IE )R BB L2 2EE) - BREFHINESHERE R
TEAERE M E M (19% 2 V] K 201 82 B (& B /IR E S (15% 2

BEE) o (85.7%) °

F10 1 2> 10% 2 EF 2 1Hi K 2EATEAE

EETERT RE iigfzﬁ iii?
e 24 (45%) 2 (4%)
LTI 22 (42%) 1 (2%)
(B 18 (34%) 1 (2%)
e 16 (30%) 10 (19%)
I R i R 20 (38%) 8 (15%)

AR 11 (21%) 1 2%)
I 10 (19%) 1 (2%)
&R E S 8 (15%) 3 (6%)
BIb] 7 (13%) 1 (2%)

A 55108 HEEHAE)
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ZEHR 7 (13%) 0
He= 6 (11%) 1 2%)
207 PR 2 6 (11%) 1 (2%)

‘M R AT BOR D

20/ MR AE S ¢ /NI R R /N B

S o B D S ¢ 0 R MR ERR R - B B R D B -
v o R R D
el

[0291] 18 B 28 58 2 15 e £ 2o RH B Y AL S OB DR A 2 1 1o
555 % B 7 JfE R (ORR) (FLHE 8752 4 [ JE (CR)BL I 43 2 JE (PR) . BB %)
25% o BT RIE - 552N - BB ERR 2 BETIABE » T
B e R 5 68% o ANIETROT » RISRIE33% 2 | B R 2 BB A U A
S LB (R 2 A S B - TP 18% 7 R BT 5 A B E - 5
SN KET60% (9/15).2 BT 5y B 52 4 I HE 1 $1 % 281 50 25 1 U B
IR BT 4 200 -

R U R 21 o 2 S a YRR

1HA 52 2HA(N=60)
BERIE N
mEmE | BEEok {%**g;%%ﬂ“

SE2 R E(CR) 2 3% 1

45 K7 FE(PR) 13 22% 8

& EEH(SD) 26 43% 9
HEMERPD) 19 32% 2

Z T EZ(ORR) : CR + PR 15 25%

PERF 2R (DCR): CR+PR+SD 41 68%

26 109 HEEHRIAE)
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113103416 FEESE A0101 1132004982-0



202444417

[0292] 555

HE AR HE R RN RL2 -
®12 1 AR EEVITRBYHARE 282 PHBRERL -

rFl B AR EE VIR YIRRE Z 1B R 2B & 2

tBRCA- HRD {BRCA- HRD
FHARRE S JE QS .
A t e By 5 2 5 et
ORR (%) | 15/60 (25%) | 5/11(45%) | 7/22 (32%) | 10/44 (23%) | 8/33 (24%)
=g
DCR (%) | 41/60 (68%) | S/11(73%) | 17/22 (77%) | 28/44 (66%) | 20/33 (61%)
FHUUMER | ORR (%) | 13/49 27%) | 3/7 (43%) | 5/16 31%) | 10/37 (27%) | 8/28 (29%)
A FE
M DCR (%) | 34/49 (69%) | 5/7 (T1%) | 12/16 (75%) | 25/37 (68%) | 18/28 (64%)

"B FEtBRCA-ZE B R AL R R

[0293] “FEtBRCA K HRD A V)RR 58 DL K $0 S B M Ry fel >
ITIIR2IAE ZE B ER R E(ESRFE12) - —fKINE » HABRCAK 44
P < B E R 23% 2 H U EAR (ORR) J66% 2 FRIH R - #HEH
HRDJ& VLR BE ~ % E4524% 2 ORR }261% 2 DCR -«

[0294] HaHGEAEIM: REAN RIEBERE 2 B Ui e B A
BRCA T4 RIFE B~ B H B 27% .2 ORR )2 68% 2 DCR - [FEHF#3H EH
HRD&MEIRGE ~ B & 77 B B H29% K 64% 2 ORR FZDCR -

[0295] EEBEAHTMELRSEY 73 AT BN B YR IRRE R fl - &
EHEH24% 2 ORR . 72%% 2 DCR([E9) - th4h - EHHBRCATF £ RIfERE
APt E B A29% 2 ORR K 76% 2 DCR - [EfEH#H » 437 B FHRDE %
REE > SAP I B BB 31% K 69% 7 ORR ZDCR « K&J57% 7 BaT
Ty BT & RER AT VT R 2 A B B AW R B R IF Or S R 2 8 &R -

[0296] 7e#aFRIEMERNA - FEEVIEBYRE LA - EFR
24% 2 ORR K259% 2 DCR([E 10) » &K RE12% 2 $AF K EM: B & B

26 110 HEEHRIES)
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AHBRCAIE(BRCA2HF B G288 Z R - miR > 65% 280~ RIEMEZE
B2 2D =R 2 FIFRAR RO AN IEMN BB ZHES

AN EVELSEERS ST

2
%%.

&

[0297]) WRHiiH/E 2 a2 BARI & & 77 A E R —ROAR200 mgfE
e (E R BEAEZ MR B EE RS 2BIARYINE300 mg)BiiE
BE21 KB 2 1 REY200 mg IVIRTZEREHAA G - 590 - RBAHHY
TRMEE -

[0298] &&=~ » REBRCAZEZHPD-L1/K B[ » fE#Z)T
FLIEJE ROk T BR BB < 41 B R 2 TR BN SR Ay B h B AL 2 A Ay E
HBKIEEAL - NEEVIERBYIRE KM > BHMERIRIIRESRZHE
AT ECEA N R EME B R 2 AR R s S HE AR BB R
oo IS MR CEHEIERIVAERFERME(EZ2VISEA) » HIE
e R PD-1IIfIH 2 41 & R (L2 BOE R TR a9 (U - 1R 28
BB R E R E R PD-1IIHI ]~ 4H & B I S R #ORE B R 2 BHET
RBHI L RE -

BHIS - stHE R EER =M E(TNBC)ZEEZTOPACIO
ERBIRET EH SRR P EREN

DATR B e {51 e 700 658 8 5 2 A e R IO T B S M = B2 M 7L (TNBC) 2
B REAE A JEALIEE R 5TPD- 1 BERI OR 77 BR B 47) < 40 &6 % 2 i bR
PRI ZE 2 13 2HI(TOPACIO ; NCT02657889) A Bt 2T
b R A FE HHY
[0299] NEHEHI3 AT - PLERIRBFZE 2 LHAGY X 22 H G RR

5 111 HEEHEHE)

C263026PA docx
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MAEHLEE K iPD-188%K] 2 ¢H & 8y B & (R4 ME(DLT) - WL EF
EAIPD-1 885 I [ 2 B2 2 JE fL MHJC R 2R 251K E (RP2D) - 28 2 HHY (%
FL ¥ A M T s S M TNBC 2 & (51 A B AL H S R #iPD- 1885 2
HE B FERVERREME - 2HIRYRE B BV IEFHEH S G Ia B 2 R ERT R &
RFfE] o JRgt B RE 2 & 0a R 2 BRI E B M TNB C 2 8 5 i i 2
FEH] -
PARCS
PN R

[0300] RTINS - (EERFATNBC Z BE 2 LI MEE -
M EA MR 2R R 2 M (<1 %4lRE) ~ Z2E 2R R ME(<1 % 4HhE)
K HER2[2M:(BITNBC) Z M H s AZ M AL R B » S99 > WA B
Ko /B R AR R PR IR R S B R RY B - fe el 2 2H T BT A 2 W
T 5 R % SR BY A B B VLR 05 W B R/ BT B R A R BT AR Z IS 4R B
H o B F D a2 s8R 2 BB B i (R AV AL L H
e /Ny B UE R > AN 2 BT 5E -
HEbR 2

[0301] #2*Z KA HiPD-1 ~ §iiPD-L1 - (i PD-L2 &R B E A1 .2
PARPHII B 2 S A6 5 < fE B I I BCiE ME TNBCHY & & 1 1 & 2 B

e
iR PR T 5T asst

[0302] WEREFI3FATLL > LLo+6F B ZED b ITa%atal (kA & MR
B YE(DLT)(E3) - Bt LUT I b g R 2 K & (RP2D) © £ — KSR IGH
AT ZDLTIER » JEDLTA R EF(AE) ZEER ~ BE B -~ #YE) )

5 112 HEEYIEHE)
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2 CHHEREME - RERFENZESR - WEHF3F AT - &EiEE
RP2D &R OAR200 mgfEfubEH EEEE21 KRB 2 F 1 RIRIZERE
1200 mg IV - i FiMyriad GeneticsHff 72 [G] 5 55 40 il [ 16 2 2K 5T At B 8
BRCA (tBRCA)ZESIRAE - {5 F DL T HY Sy 6 Ao A 0k 1) 2K 5 Ak 5] )5 28 4H [
(HRD){R%& : LOH(RERIFEK) ~ LSTORBIARREBAE) ~ K TALCH KL = i
R G ) o FEEPD-L1FEIE R FHPD-L1 THC 22C3 pharmDx (Agilent,
Carpinteria, CA, USA) ZHFFEhAFE i 0 e sl &R (L 22 (IHC) 3 1 % by A
IEEATEEPD-LIAREE < " S OFF5 17 o EFE HHE R EREAEEE
E A iR K e R AR R E -

[0303] Afe2819 - (EAEROR200 megfeflHEsHEE=M21R
2 5 1R200 mgFFAR A V)R ILER BB Z RP2DEF (i A TNBC Z &
o MIFRATRETEN > UESFEF B AREMREN 28 E T2
HHERAIMTZ S A £300 mg < IHFEFFERYREZWOT - HEE:
ZBHEHENSEINE@T KRR HETEH —KIFH - 5 R RIFH
B RIUARETHER R - st HE—F80HE - RERE128 - ki

HEERFEITRERY IR - BHRE T 50 £ K ECR)EE 77 &L E(PR) - AllFE
MEE RN G E o 220 $T B TNBCE & E LB {5tBRCA ~ HRD -
K PD-L1 Z5RREHY A VTR - BRI B R 2 (R0 B Z B 5 45
B /D — (Al sF i B R IR R ey & -

.

o)

[0304] fEflibfc < ZE2HTEI & 2L &R — X OR200 mgfc
AEE (MBS B AEELREEZEE T RE2EIR %2300
mg)H S AEE 21 R 2 B 1RAY200 mg IVIRIZEREEST » 5550 - R
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Wy Z 2 ME -

[0305] @iM=ZL > FEBRCAZEE ~ PD-LIK ~ ICATSHRFE
Bofal > FE 2 JEALMHIE FORILER B P12 &6 2 TR 2B ik B S 1 1
TNBCHYE & TR F A BREHREEEL - BN CEERITERAE
BRI > NILERTER e K PD-HIIGIH 2 88 & R B2 FIAR
AT RE RV B UBE R - L] R 2H B R /R JE AL H JE K PD- LI B < 4H &
B RE R A e 7R oK 2 BE B R R R
FRY

[0306] FRIEFAMEMAR FE R - 5 QA SO R B & 1 R A HH 3 5 )
#E AT s | —(a/an) ) EERE L E S E AR Y o BRIEME K
fanE BN e E TS R > RIS —(# ~ BB —(#EATH R FAE
By~ HR &G E VBT A T B A A T FUBEE T E VBT AR > ALETE
B FERZ ARy — B I R B 2 [ ER B A E B B A A By e o A
SRR T IE T — [ B FAER ~ ARG EEYET AT B AR 7 20
LG EE VBT A M Z B S) - AN a s — A ER A F
FERS ~ RS E B A T B A 5 AU BRGSO AR Z B
B o HEAN - JEEEEFRIE B IME R BRIEA I — M A A B R 5
AT B — 2L 0 A ARSI & H AR sk B i PIleE Sk IH T £ — B %
BRI SRS - BR - R - MM sEFSI AZ B [E—E6E 5K
TH (BB - A HALSE K 25— KEFmAZELEP - ek
HRAI - AL B R DUE B (B4 LU EE S 4H (Markush group) BCE{LIE 20 2
AR T > EHEE - N TNZEFRER LS TH > HEMNERTEHZAER
g o JEHEE - —f S - EAFHNARHZEEMAE SR ERER - &

5 114 HEYIEHE)
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BEER T » AEFHACARZH ZBHENEEERMRIEEER - FEE
HRCEKERAILERER ~ HEFHEKR - @ ZHE - AT HFERE
BN ARAE B N T 2 BAG s I i S B - N EER R - RS H R B AS
psRE A il DA E HH B8 A SR B DEPR - 1 am B AG PEPR & & AL AR I E TR
A o ASCHE R 2 Y AR A3 IR By = R AR (B Y HLE B < BR/P EHY U R
Yy~ gk R A 2 AR LS [ Z D5 2B AAR S -
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GRllESy|

<110> ZEEtEMEIRAF] (Tesaro, Inc.)

]
<120> IEESEENIHARGE
<130> 75782-20001 .40

<150> US 62/648,327
<151> 2018-03-26

<150> US 62/646,332
<151> 2018-03-21

<150> US 62/634,789
<151> 2018-02-23

<150> US 62/556,255
<151> 2017-09-08

<150> US 62/508,359
<151> 2017-05-18

<150> US 62/503,879
<151> 2017-05-09

<160> 10
<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 447
<212> PRT
Q213> ALFY

<220>
23> LS

<400> 1
Gln Val Gln Leu Val Gln Ser Gly Val Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Gly Ile Asn Pro Ser Asn Gly Gly Thr Asn Phe Asn Glu Lys Phe
50 55 60

Lys Asn Arg Val Thr Leu Thr Thr Asp Ser Ser Thr Thr Thr Ala Tyr
65 70 75 80

113103416 FEESE A0101 F1E - #H6E(FIFR) 1132004982-0
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Met Glu Leu Lys Ser Leu Gln Phe Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Asp Tyr Arg Phe Asp Met Gly Phe Asp Tyr Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125
Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala
130 135 140
Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160
Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175
Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190
Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys
195 200 205
Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro
210 215 220
Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val
225 230 235 240
Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255
Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu
260 265 270
Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285
Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser
290 295 300
Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320
Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile
325 330 335
Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
340 345 350
Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365
Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400
Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg
405 410 415
Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430
His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 2
211> 218

113103416 FEESE A0101 $F28 - H6E(FIIFR) 1132004982-0
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<212> PRT
213> AT

<220>

Q23> HEdEE

<400> 2

Glu Ile
1

Glu Arg

Gly Tyr

Arg Leu
50

Arg Phe

65

Ser Leu

Asp Leu
Thr Val
Leu Lys
130
Pro Arg
145
Gly Asn
Tyr Ser

His Lys

Val Thr
210

<210> 3
211> 11

Val Leu Thr
5
Ala Thr Leu
20
Ser Tyr Leu
35
Leu Ile Tyr

Ser Gly Ser

Glu Pro Glu
85
Pro Leu Thr
100
Ala Ala Pro
115
Ser Gly Thr

Glu Ala Lys

Ser Gln Glu
165
Leu Ser Ser
180
Val Tyr Ala
195
Lys Ser Phe

7

<212> PRT
213> AT

<220>

Q> &

<400> 3

RS

Gl
Se
Hi
Le
Gl
70
As
Ph
Se
Al
Va
15
Se
Th

Cy

As

n Ser Pro Ala Thr Leu Ser

r Cys Arg Ala

25

s Trp Tyr Gln

40

u Ala Ser Tyr

55

y Ser Gly Thr
p Phe Ala Val
e Gly Gly Gly

105
r Val Phe Ile

120

a Ser Val Val

135

1 Gln Trp Lys

0

r Val Thr Glu

r Leu Thr Leu
185

10
Ser Lys Gly

Gln Lys Pro

Leu Glu Ser
60
Asp Phe Thr
75
Tyr Tyr Cys
90
Thr Lys Val

Phe Pro Pro

Cys Leu Leu
140
Val Asp Asn
155
Gln Asp Ser
170
Ser Lys Ala

s Glu Val Thr His Gln Gly

200

n Arg Gly Glu Cys

215

Leu Ser

Val Ser
30

Gly Gln

45

Gly Val

Leu Thr

Gln His

Glu Ile
110

Ser Asp

125

Asn Asn

Ala Leu
Lys Asp
Asp Tyr

190

Leu Ser
205

Pro Gly
15
Thr Ser

Ala Pro

Pro Ala

Ile Ser
80

Ser Arg

95

Lys Arg

Glu Gln
Phe Tyr
Gln Ser

160
Ser Thr

175
Glu Lys

Ser Pro

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

1

5

10

15

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

113103416
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Asp Met Ser Trp Val
35

Ser Thr Ile Ser Gly

50

Lys Gly Arg Phe Thr

65

Leu Gln Met Asn Ser

85
Ala Ser Pro Tyr Tyr
100

Thr Val Ser Ser Ala

115

<210> 4

<211> 108
<212> PRT
Q213> ALFY

<220>
23> LS

<400> 4
Asp Ile Gln Leu Thr
1 5
Asp Arg Val Thr Ile
20
Val Ala Trp Tyr Gln
35

Tyr Trp Ala Ser Thr
50

Ser Gly Ser Gly Thr

65

Glu Asp Phe Ala Thr

85
Thr Phe Gly Gln Gly
100
<210> 5
<211> 10
<212> PRT
Q213> AT
<220>
23> LS
<400> 5
Gly Phe Thr Phe Ser
1 5

113103416

Arg Gln Ala Pro Gly
40
Gly Gly Ser Tyr Thr
55

Ile Ser Arg Asp Asn
70

Leu Arg Ala Glu Asp

90
Ala Met Asp Tyr Trp
105

Gln Ser Pro Ser Phe
10
Thr Cys Lys Ala Ser
25
Gln Lys Pro Gly Lys
40
Leu His Thr Gly Val
55
Glu Phe Thr Leu Thr
70
Tyr Tyr Cys Gln His
90
Thr Lys Leu Glu Ile
105

Ser Tyr Asp Met Ser
10

FEESE A0101

Lys
Tyr
Ser
75

Thr

Gly

Leu
Gln
Ala
Pro
Ile
75

Tyr

Lys

Gly Leu Glu Trp Val
45

Tyr Gln Asp Ser Val

60

Lys Asn Thr Leu Tyr
80

Ala Val Tyr Tyr Cys

95
Gln Gly Thr Thr Val
110

Ser Ala Tyr Val Gly
15

Asp Val Gly Thr Ala

30
Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly

60

Ser Ser Leu Gln Pro

80

Ser Ser Tyr Pro Trp
95

Arg

$BAE - HEE(FRIR)

1132004982-0
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<210> 6

211> 10
<212> PRT
Q213> ALFY

<220>
23> LS

<400> 6
Thr Ile Ser Gly Gly Gly Ser Tyr Thr Tyr
1 5 10

<210> 7

L211> 7

<212> PRT
Q213> ALFY

<220>
23> LS

<400> 7
Pro Tyr Tyr Ala Met Asp Tyr
1 5

<210> 8

211> 11

<212> PRT
Q213> ALFY

<220>
23> LS

<400> 8
Lys Ala Ser Gln Asp Val Gly Thr Ala Val Ala
1 5 10

<210> 9

L211> 7

<212> PRT
Q213> ALFY

<220>
23> LS

<400> 9

113103416 FEESE A0101 $58 - H6E(FIIFR) 1132004982-0
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Trp Ala Ser Thr Leu His Thr
1 5

<210> 10
211> 9

<212> PRT
Q213> ALFY

<220>
23> LS

<400> 10
Gln His Tyr Ser Ser Tyr Pro Trp Thr
1 5

113103416 FEESE A0101 $6H - H6E(FIIFR) 1132004982-0
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[S0HH 3R S A= E ]

s oKIHL]

—HERERREE L 774 > H o B E G B (AR RBRCA
fadt - w2 TR ELAE R AR B BRI AT EIMEAE T - 1E 5 (PD- D5 E 257
AT UPD-18E ) KA H] FX [ADP- % BB 1 25 & B8 (PARP) Z A (T 1t
PARPYEZ | )P EY— BRI E » (E15 54 (A B2 -2 i ARV /B 7% -

s oKIH2]
WMEFKIALZ A > Hep o iz EE R gBRCA2ME: - tBRCAR2M: - B¢
sBRCAf& 4
[E5°KTE3]
WMEACKIAIE2 2 574 - K Z{EAE A BRCARRE
[55°KTH4]
AR KIH T E—IH L A - B R E A RHEE AL -
[E5°KIE5]

RIS KB E—IH 2 50% > Ko s EEAEE M MIE KL
BECUNEE - TESHE  WINERE  FEMERE K= E

(TNBC) -
EEEED

WRTACEE KA P E—IHZ )57k > K B E(RPD-L1[zM:
[E5°KTH7]

RTALEE KA P E—IH 2 )57k - H > i UPD- VA 6 & R B
PD-1{55RHE 2 455 -

(557K ]

5 1 HEGEHHEEAEE)
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WEERIATZ fik - K AR PD- 15 EE Z 8K Ry /Ny~ %
B ~ ZRRPIHiER) ~ K(EEY) - IFE - BER -
[E5°K3E9]

N5 KIAT R KIS 2 Uik » Hodr - sz M PD- {5 57 & 2 82K 5
HiPD- 141 A BEH -
[E53K7H10]

WEFRIA9 L 50k » i » sZPIPD- 14 88K S B 5 i DL M aH k2 BF
Z 18 ¢ BGB-A317 -~ BI 754091 -~ IBI308 - INCSHR-1210 - JNIJ-
63723283 ~ JS-001 - MEDI-0680 - MGA-012 ~ 491 B $ii (nivolumab) ~
PDROO1 ~ k37 ¥ B $i (pembrolizumab) - PF-06801591 - REGN-2810 -~
TSR-042 ft HUT4EW)

ar KA ]

WEFKIA9E10 2 57 » Bt & JiPD- 1 Hife R RILER BT B H T4
Y -
[E53kIH12]

WEE RN B8P E—IH T » & - Hp » ZHPD-VRA B & B

PD-L1/L2ZEF| -

[55°KIH13]
WMEACKIA12 257k » Hfr > i iPD-L1/L28ER] &3 PD-L14iAS -
[55°KTH14]

WHEXREI13 2 L5k HA > ZPiPD-L1 i 88 82 7 & [ 55 Bk B 31
(atezolizumab) ~ I 4 P& B ¥{ (avelumab) -~ CX-072 -~ & F, & 5 Iy

(durvalumab) ~ FAZ053 ~ LY3300054 -~ PD-L1 K $iI 97 F (millamolecule)

5 2 HEHIHEEAEE)
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BHLTAEY) -
[E53KIH15])

WRETACEE SKIHFAE—TH 2 57k - He > 2 PARPEE G FE & B

PARP Z ZE75 o
[E53KH16]

WEFKIHIS 2 7k » Hd o sZ{IHIPARP Z BRI B /Ny + ~ #4BE ~ &

RBIaHiee) ~ Kb EY - B8 - EBENERER -
8 KIH17])

WEERIAISE16 2 J77% » Hp » ZAIHIPARP 2 &8 %45 5 h 2L T4
R B 1 ABT-767 ~ AZD 2461 ~ BGB-290 ~ BGP 15 - CEP 8983 - CEP
9722 -~ DR 2313 ~ E7016 ~ E7449 - 3& /£ J2 (fluzoparib) (SHR 3162)
IMP 4297 ~ INO1001 ~ JPI 289 ~ JPI 547 - B {1 & B3-LysPE4045 &
#) ~ MP 124 ~ 2 fI 142 (niraparib) (ZEJULA) (MK-4827) ~ NU 1025 -
NU 1064 - NU 1076 ~ NU1085 - B i 14 J2 (olaparib) (AZD2281) -
ONO02231 - PD 128763 - R 503 - R554 - #1 & i ¥ (rucaparib)
(RUBRACA) (AG-014699 -~ PF-01367338) ~ SBP 101 ~ SC 101914 ~ #f
# M JE (Simmiparib) ~ ¥ i 1 fH 3 (talazoparib) (BMN-673) ~ & FIJiH f©
(veliparib) (ABT-888) - WW 46 - 2-(4- (=& HE)F£)-7,8- —&-5H-F}
DR - [4,3-d W5 0E -4- B2 fr HEEENT4Y) -

[553KIH18])

WEFRKHISE21THE—THZ )75 » A ZIHIPARP Z B/ B/ N7y

% o
&8 KIH19]
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mg R ILEREPIE2 mg/kg 2 IRILERE LAY & 1% 5L -
(G5 KIH27]
WHTHCEE KA E—IHZ J50% » Hp > 32 PIPD- TEIA B AR N 7%

TEE)

~

[55°K7H28]
WEFKIE21 2325 E—TH 2 A > Hi o B iPD- 15745 LIAE
E 13 mg/kgEi240 mgdH BB HIAIH| E % -
s KIH29]
EFKIE28 2 507k » Hr o ZHPD- 1A ALFFAk N 484960 77 38 1%

\

TEE)

~
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\
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