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I FHHEE T A KT A
=HRn~<7 (B HHz)

(W7edn « A7 Y — R RIRETE 20 mg, 472 — R AR EHE 100 mg, 472 —
AN FHE 240 mg)
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1. 1L I

G OF N - BEMEOMRDT-DIZI1T, Y SIESICES W @ e 2 kK
BND, S5, IHEOREEMOMEAIC L0 | FURESR S 72 & OFHH 72 5 LA E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOER & O AT EE 2016 O3 28 42 6 A 2 H M#EIE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnd,

PRV ESR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

Lo T, KA RT4 Tk, BRBBEESLZNE TILELN TV D EFIHTH -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, AR EANBAR
BRI 7o . — A EE N B ARBRIRNEHE S K O— A FE A B AR R TS O W)
Db EAER LT,

RG L e BEIRS AT R EEEE 20 mg, A7 U — R SEHTE 100 mg, A
TR ARIEEE 240 mg (— % =R~ T (BB THEZ))

KR ERDEUIRE « DS AALFHRIER I U - IR YIBR AN RE 72 4T - FER O S BHE ~
A a%T T4 FARLEM (MSI-High) ZH9 550 « EI5GE

MEERDAEROHE - BE. A=A~ Bt z) & LT, 18] 240mg
% 2 MR TR ST 5,

LISl TR S AN i e S e i




2. KRHNIOFHE. 1ERET

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K& ONELSEETE 240 mg (— %4 - =
R~7 (B ffz), LT, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2% BTV ARV v —R 2747 (BMS) ) 2B% L7-t  PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgGd &/ 7 v —F LHURTH 5,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
1) IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIM: Y 7 v niE LT U v EROEMALIREE &
BIZHRET L TW5, PD-1 U W NIFHUREE SN B b O & 22 IRk 5B
LTk, BRSO UER LB TS PD-L1 OFEBL L IEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMR AR IR T Milas AT 24 X —7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMAHRIZI T D PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & DHiE S # 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E -8 AMiiE, PUsRFER CDS Btk T M o il fafs
TEMEZ 59 S8 545, H1 PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 7
AR TR R A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 OFMAESMEK (PD-1 U F o RFEAREI) IS/ A L.
PD-1 & PD-1 U T REDFEEZEILET S Z EI2X 0, BATURFFRNZ: T kDI
PEAL K O AABIRNE k9~ 2 MBS TG M 2 58 5~ 5 2 & CRefc e PuiEgsh R 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEER 3T 2 B 2R EIC R0 55 Lo & MIfF S,
R - B R xR & U ERIRE R A FEhE L. A2ME, et i O R
iz,

AHNOVEEFAZ LS < B DORE N X DEWER%N S 5 b, EE X IIETIC
BLHAREMEN D D, AANOE G- H R OEEG#ITIX, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ek & B85k 2 R DRl & s L Ciil
Y17 BERIR W 21TV, IBE OSE RIS K D EWERA NS 2551213, BIBRE RV
T UHIOEGEDOTEY)IRE E 1T O LERD D,



3. ERIRAHR

IS AACFIRIER I U T IR EIBR AN RE /R AT - R O BHE~ A 7 o ¥ T 714 bR
ZEME (LT, IMSL-Highl & 9,) ZHT 2850 « B OKRRFICIHE 21T > 72 &
7R IR RER DR & T,

7%, TMSI-High #6342 8%& ) IZBAL T, TPCRIEIZ L Y MSI-High & HiE S /- &
) BT YA (H38) 121 IMSI-High (PCRE) #H T 2% L&KL L. DNA
Ay FEEBEENITE L TV D 2 E BRI NTCEE LB T 28946 (K%, T
725 TPCRIEIZE Y MSI-High & HIE S 72 B XAk (BLF, MHC) &
W) HEICRY I A~y FEERERIE (LLT. TdMMR] Lv9,) CHEShZE
%) T HHAICIE IMSIHigh 47T % %) L £ L7z, HC #IC L 5 MMR
L PCRIEIC L D MSI A O —H R 96.6~98.7% WV T 5 Z L &N HE ST
Do

(A 2hE]

FEIBRIE I AR (CA209142 3tlR) 2

(LEERRIERED 3 57 G IR R e 22 64T « %@ dMMR 9 |3 MSI-High (PCR
i5) O AT AN - ENGREERE 74 12 BRI, A 3 mgkg % 2 TR C AU
L7, BEFHEEE Th 278505 (RECIST HA KT A > L1 BICHES < IRBRE Y =
HIFEIE(C £ 25242 28%) (CR) XUXHERD %% (PR)) O HHIMEHT ORERIL, 31.1% (95%f=
X : 20.8~42.9%) Th -7z,

GED 1 indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(72 CA209142 SERD 3 SO ask— b D5 b ALHIERIED & % MSI-High 26532 /55 « U 4 k4
& L7cad— MIRIT 5 AH B BREORE RIZ OV CRE,

W) D7 ALY Y VL RPUEMEEA L OOAF4 Y 77TV UIA U ) 7 5 B AR & ST |
DU OB O H D BE NG L S,

D BT T3\ T IHC IRIC X Y S R~ w FIEHE X /327 Tl H MLHI, MSH2, MSH6 X% PMS2
DWTIDNDOFENTRD LR WIEEIZ AMMR &HIE S #L7z,

GES) MR & 0 Bl &7 DNA IZ3B\WT, S RO~ A 7 0 YT 54 h~—h—E NIRRT 54
AT, 2 EEU Lo~ —h—IZo\W T, 6 L Lo~ A 7 aYT T4 h~—D—EfExtg LT 55
(2 30%LL LD~ — 21 —IZ 2\ T, PCRIEIC X D YA XD EFE DK S hiz46 12 MSI-High &HIE S
77

4



#1 HBERBREDEROEZER (CA209142 RKER)
(RECIST ver.1.1, AZWEMENT AT REM, RS EMEE, 200648 A 10 BT —FX v b4 7)
Bl (%)

=N NPAN
SRR T4 BT 53 B2
54784 (CR) 0 0
5785 (PR) 23 (31.1) 19 (35.8)
7 & (SD) 29 (39.2) 21 (39.6)
b 17 (PD) 18 (24.3) 10 (18.9)
P AN RE 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19
(ZHFE [95%EHEXME™] (%)) (31.1 [20.8,42.9]) (35.8 [23.1,50.2])

*1 o HRNEMAT A GAER %2 BT RER O 5 B Al & W MSI-High (PCR) 2H T 5
I EDMERR S N7, *3 : Clopper-Pearsoni%:



[Z4tE]
[EI B[RS AR (CA209142388) ¢
AEFRIT T4 61 (95.9%) IZR80D B, 1RBIE & ORRBIRAGE TERNAHE
HGUL SUT4 ] (68.9%) IR BV, BB S%bl EORIEMIEE 2 O LBy T
b olz,
£2 FBLRD 5% EORIEN (CA209142 FABR) (AT S

HERIRHE B (%)

FEAGE 74 1l

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B ke E

T 16 (21.6) 1 ( 1.4 0

D 7 ( 9.5 0 0
— % - EFEER X O G ORRE

95 17 (23.0) 1 ( 14 0

I 39 5 ( 6.8) 0 0
R AR AR AT

U ox—E8n 9 (12.2) 6 ( 8.1) 0

AST #1 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0

727 —Bm 4 ( 54 2 ( 27 0
KRG ¥ XUV PRk b

Z 5 FEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

ZRINIIRZ SN2 5 ( 6.8) 1 ( 14 0

B2 I i J 4 ( 5.4) 0 0

7ok, MEBUHREIE/ X A 3T —6 Bl (8.1%) . NTHERERETE 6 5] (8.1%) | PhfkRETE 5
Bl (6.8%) . FIRNRHEEEFRTE 5 61 (6.8%) . infusionreaction3 i (4.1%) . BHEREMREE
341 (4.1%) . KRMBZE - /ING2% - EHEED T 3 451 (4.1%) . BEEE DR FEREE 141 (1.4%) |
B RERERETE 1] (1.4%) MOWER 161 (1.4%) D3O bivle, £7-. MEMEMZEE,
BIEFFIERE, (DR, Bk, 1V AINEIRP ., I A4a. BFde. mifbtERRE 2, T Eipgne
fRess, Ak - BN, FRARMARZEARIE, BB MIKFEE, mEKEREMRE, M. 5&
I MESe, OEREE . RS I K OYEFLITER D Lo 7o, AREIVEAFEBLRILIL B E F
% (BARREEEE 25T 2E50HEFERE T,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 102k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
R AH 240 mg G LTZBROREEEIL. AH) 3 mgkg &5 LIZBROBRE & & ik
LTREEZRT ETHENTZb DD, ARANBFICBO CARMR RIS TV D H
% - & (10mgkg % 2 EFFERECRE) CARAIZ G UIzBEOugE & & ik LR E
ot ETRlEn (FR), MAT, BHOBREICKITL 72L&, KAl 3
mg/kg (KH) X% 240 mg % 2 ARG TR LI BEOARKI OMREE & & A M 324
PE & OB 2 5T D MREELUGE 7 VMRS S, kB DWW TIRE M T o
. EROME - HEOM THZIM R ORI ZRIT R0 E TRl S v,

%3 KAIOEMIRE ST A —¥

v - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 .760-8) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q20 61.712,?03) <15~22?.354-6) (25-31‘}:7.8) (10;5254) (41?57,.21;58) (62.11(,)9187)
0meke QW | (1473100 | (519792) | (00 114) | (331 52 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 IR, Cimax : ANIEIFR 518 O g i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
D B MLE P IREE . Cuinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess ¢ EFRIEICISIT 2 EHA I
T



4. JasRIZHoOWT

AFN OB G- W) 72 BE &2 - FrE L. AFoF 512 ;@E%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &= Tl W THEHAT
RXTH 5D,

O {4 1ANE

D1 TREo (1) ~ (5) OVWTNNITHEYT LR THDH Z L,

() JEAETBRENEET 503 RIS RRTS ERE T RS A SRR EE L SRR
Hisk 23 A B2 IL RURE . B ARSI 72 &) (BFRIOTAE T A 1 AR : 436

i)

(2) HrErERERPE CERK 31454 H 1 HEFA : 86 Jitink

(3) HBEAFERFNFENFEET D0 AR (DS AR EWRPL, 23 Al
Wh IR, S AR HERE R R &)

4) A RALFIRIEE 23R L %;Eft%féﬁ/ﬂﬁbn%lXi%;Hh#%{fﬂu 2 Dtk K
AR DR AIT > TV Dftiag CERL304E 7 H 1 BRFA : 2516 fiiax

®) #ﬁﬁﬁiﬁﬁlﬂﬁ@ﬁm%m@ R TAR D M Z T - T Dftiak (R 30 4 7
A 1 HIRFA : 1297 fax

-2 W - BN ORI K ORIE LR OIS+ 2k & R 2 RO =
il (FROWFNNIEE T DEM) 23, SR ORFNET 2RO EEE L L
TREINTND Z L,

*

o [EARFFEUFE 2 FEOPMFHEZE T LI2%IC 5 L LD AVIRIR O BERIHE %
ToTWDHZ L, 5b, 24, BAFEWIRIELE 3 & LIBRRIES - OHE 2
7o TND T &,

o [ERIRFFESE 2 FEOWBIHHEZET LI2&IZ, Wbam OB ASMIREZ 5T 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-%&IC 4 FLLEDOKKEREZAG LT\ 5D
Z &, OB 3FELLEIE., HIbESE O D A SRYERTE & G e iE b g T OB IRAHE &
IToTCWVWHZ L,

© B OEEKMIFHRE B OKHIZ DN T

PSR LA BRI ST 2 BT N B E S, RUER D OfFRA D, Ak - %
é@%ﬁ%ﬁ@%i&@ﬁ@ﬁ&@mﬂw X DR, B EFSEDRAE LGS 0WE
BB, ENHOMIATOND RGN E S TND Z L,




@ EHEHA~DX I HONT
@-1 Hii ez RHIZBE 3 2 A

[V MR B O HEE R BIE 2SI AE L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE ST VT, FEEL L2 RITERNTIE U CABRE B O CT S D RIER Q@I 24
HAMRADRERD Y B PIGE S, EBISIS A RER AR 8-> TnDd 2 L,

©@-2 EFMNEEHICL DEEFSHCICET 5 EH:

DAZIRICED 2 M Mk OB R 2 A T A EREEFEDPRWERE=2 1Y 7
EHEOIERDOAY ) —= T EHAITOEIRE EfFHZ G TE 5 F— AERIKH 23
iESNTWAZ L, 2B, BiEHEICHOWT, RABRE EZDOFRBEICHSITEAmENT
WhHZ L,

@-3 RHWEHOZMrxISICE LT

RIVEA (MEMEMEEIZIN 2 EEAEDAE, Ok, Tk, BT RAREE ., KX,
MBS, BEEEDO TR, 1 RBERIA, TFAe, IFREREREDE . ITA. BELMEARAE 28, HRRIR
FERBRE S . TEMAMERERETE, hiREE, BEE (Bre - RIEREEEREZ S D).
BB R M, B O ERREE ., §RIMARZE42SE , infusion reaction, B 72 i ik fEHE |
MERERIEMERE, ML, R, WEORERIS, IR, OlEES (OFEME) - 1R
IR < MEISMDGHESE) . IS L, JBEFLSE) 12k LT YEkhEak ST R R R o
HYEZ A9 2 EA & U (RIEA OZWr-ox S IcB L THRER OSSR E =T 6D
K HDZ L) EHICHEDRLENRTE DIEHNESTND Z &,



5. BEXG LR HEE
[B2h I BE 3 % 1]
O TROBHEIZBONTAAOHENEN RSN TN D,
o DAALFIEL T E L IREUIBR R RE R ST - BROBHEE~A 7T T
A MRZEM  (MSI-High) A3 266 - B EE

728, MSI-High #3252 Lo\ TiE, =R~ (Bl ffiz) oar =
FrozlrEE (lkGe4 - MSIAE S~ b (FALCO)) ZHWTCHERT 5 Z &,

@ TREICEY T 2 BEIKIT DA O B K O 7 IEIZ D0 TR AR OB ZMER
WMLENTELT, AFOKEGXG L2720,
o T oAbV I DURHEMESA, XYV T TFUROA Y T IR
IRFZ X DIRIRE D 7B
o fitRAHBIREE
o fOHUEEMEESA L OFH L TikB S D BE

(AP B 4 % FH]

O TRIZEZYTHIEFICOVTIARFOERGNEETE INTNWD T b, &5 51T
brpnz &,
o KRHIDRHTI KT LImHEUE OB ERE D & 5 B3

@ VEFERTOFEIC VT FRRICHEE T 2 BF IOV T, A OB G ITHERE SR

D3, MOTEFERRE D R WIGEITRY | HEICAFZENT 52 L2BETE D,

o MEMMREDOEH IO D 5 EHE

o G CHE R 27 0 2 B K OTEBN M D HUR BRI 2 0 G it 2%
FEOMICRIEMEZEAN DD B

HOMEREOGH, UMM L ITFEHMO B O Rk B OB ERED
o¥aysecy

o EERBMEE (&R A 5 Te) O b D ERE

o FEBEORYSUIBEE A AT LB

»  ECOG Performance Status 3-4*6 0 B4

(6)  ECOG o Performance Status (PS)

Score TE#

0 | &<MERIEFEH TS5, Bl &lE U HEAERPHRZ AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

TR CHGDOH DRI O Z LT T X THELEDERILTE W, HHO 50%LL Eid~y ATl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,
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6. BHICEEL CTHHETREFHHE

O RASCEF TN Z, BEERGEES D IRAET 2 ERFE T -D & ARHF| O FeME K& OV Eff
RO 7= DI B w2 B L Co bR« 2 L,

TRIEBRAAIC N D | BB LT OFRICA MR Otz -+ L, RE%Z5
ThoEETHZ L,

FREWEH O~ R T AL MZDOWNT

@

®

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T > Tk, EKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X # A O %, Bl2a 14
AT 2k, Fio, BEIRUTHES CT, MiF~— —%DRE 4z £hiid 2
Z &,

AFN O EILEE D infusion reaction (2 2 TEEARFIZ 72 %D TE 5 UE
&7 > 72 ECBta 2 2 &, £72.2 [B1H AR O AHAI$ 5112 infusion reaction
NHLONDZEbHDLDT, KFRE R OEFEGHHE T HIT A Z YA
YEWET D%, BEOWREE SIS S 2 L, 70, infusionreaction &
FEHL LI A12IE, AT OB K QYRR ERICIEE S 5 TRE L o8l
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5hiLd 2 &23H 5D T,
AN D ¥ 5B haRT M O G-I I E BRI N tkneia & (TSH, I##fE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOEEGIZ LY | WEOREFINTERRE T 5 L& 2 BN DHEk % REEHIE
DHLOLNDZENHD, BENPBOOLNTGEITIL, BELLEZFRIIS L
B R 72 ek & 8Bk 2 e O Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N g0 2355118, AFIORFES T I K OEIE RE R
IWEHIORGEEEBET DL L, B, BIBRERLVE S OEGIZXEYEIE
MOYEEDTRD BN WGEITIE, BT B R VE o DSOS fiil Al o160
HEET D,

BeGA&T %, BOEM O ARGE L T D RIERBN LT 2 Z 83 H 570,
AR OEEHETHIZ S RWEM ORI ITEET D,

1 BUBEPR IS (BIE 1 BRI 2 5 de) 23 Hodv, FERWMES R 7Y R—v &
ICED T ENDHLOT, NG, B, IRILEORER O FEB M FEHED EF7- 12+
SEETAZ &, 1 BRI SE TR G2 HIEL, 4R 8
Al OF 5 E DY R EZIT I Z &,

AFNDOEERRBRICIBNT, BHHENS 4B EIZ6 BT, FRLIKEIZ, 128

&l

CHIMEDFHI 24T > TW e 2 & 22 EIT ARG HITE R BigAi A T4

ROMERZITHI Z &y
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