B 1

REEREETA FFA4 v
=RA~T (BEETRHEBL)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~EHE~A 7aYT 54 PREEM (MSI-High)
R LR - ERE~

dp

242 A
A F A

T



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ERR L, KEERASCL ST 0 7 7 A VBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI IR s . —MAERTE N B ARERIR NRHE & R OV At FE N B AR R F2 O
Db EAER LT,

KGR L I BEIS AT R EEEE 20 mg, A7 U —RSEHE 100 mg, A
VAR A EE 240 mg (— 4 =R~ T GBI R Z))

KR ERDEUIRE « DS AALFHRIER T U - IR YIBR AN RE 72 4T « FER O S HE ~
A a%T T4 FARLEM (MSI-High) #H9 551 « EI5G#E

MEERDMEROAE  BE, RAZIZ=R L ~T GBI %) & LT, 1[5 240mg
% 2 MR A ST 5,

Bl I T ¥ A NI TS




2. AHN DR, VERBF

7Y — R I EE 20 mg, [FSTEERE 100 mg K OVR S ERE 240 mg (—ik4 - =
R~7 (Baffz), LT, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%k BTV ARV w4 —R 2747 (BMS) ) 2B% L7-t  PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgGd €&/ 7 v —F AHURTH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HM & OMICADHBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS & 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z DM
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

TS OHENG | ARFNTEMENEG T 2 REEEIC R 0 ED b o L IS,
R - B R At & LT ERIREBR A FEhE L, A 2ME, et OV D iR
iz,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, IBE OERIGIC K D EWERANSEDN 2551213, BIBRE RV
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. HRIRPGE

IS AACFIRIER TS U T IR EIBR AR RE 2R AT - R O BBHE~ A 7 o ¥ 7T T4 bR
ZEME (LT, IMSL-Highl &\ 9,) ZH T 2850 « B OKRRFICIHE 217 > 72 &
7R EEIRRBR DR & T,

72%, TMSI-High #6342 8% IZBAL T, TPCRIEIZ L Y MSI-High & HE S/ &
) BT YA (38 121 IMSI-High (PCRE) #H T 2% L&KL L, DNA
LAYy FEEBEENTE L TV D 2 EDNERSINTCERBE LB T 2846 (K%, T
72H TPCRIEIZE Y MSI-High & HIE S 72 B XXk (BLF, MHC) &
W) HEICRY I A~y FEERERIE (LLT. TdMMR] &W9,) EHEShZR
%) T HHAICIE IMSIHigh #47T % %) L £ L7z, HC #IC L 5 MMR f#
L PCRIEIC L D MSI A DO —HRIE 96.6~98.7% W T 5 Z L& @E ST
Do

[H5h1E]

[EIRR IR A TAHRRER (CA209142 3AKR) 2

(LEERRIERED 3 579 1B DR R e 22 64T « %@ dMMR 79 3 MSI-High (PCR
15) U B DAEN - G 74 1A RIC, AA] 3 me/kg & 2 I R C R
L7, BEFHEEE T 278505 (RECIST HA F7 A L1 BICHES < IRBREY =
FHIE S K 55822850 (CR) UEH &% (PR)) OHFMITORERIL, 31.1% (95%1=
FEIX [ : 20.8~42.9%) Tdh -7,

(=D | 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.: J] Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(%2 CA209142 SERD 3 SO ask— b D5 b ALHIEREIED & % MSI-High 2853 2 /55 « U 4 k4
& L7cad— MIRT 5 AH B BEREORE RIZ OV CTREa,

) D7 oL Y VL RPUEMIEEH L OOAF4 U 77 F L UIA U ) 7 5 AR AT & ST |
DU EOIEEEIERE O H D BE NG L S,

D IR T3\ T IHC RIS X Y S A~ v FUEHE X /327 Tl H MLHI, MSH2, MSH6 X% PMS2
DWTILDDOFRENTRD LR WIEEIZ AMMR &HIE S 4Lz,

UES) i &V HlH SN DNA ICBWT, S BEEO~ A 7 BT T4 M~ —h— 2RISR L T 55
A, 2FEEU Lo~ —T—I2o0W T, 6 U Lo~A 70T T4 h~—h —%MTtge L T 5%4
(21X 30%LL LD~ —J1—IZ 2\ T, PCRIEIC X VD YA XD EFE D S hiz54 12 MSI-High &HIE S
77

4



#1 BEBEBADERVENR (CA209142 HER)
(RECIST ver.1.1, AZMEMEITSREN, IBBREYEMEE, 201648 H 10 BT —F b v b4 7)

i BB G R BiE (%)

>

} 74 5" 53 {312

5222550 (CR) 0 0
wor7Exh (PR) 23 (31.1) 19 (35.8)
@7 E (SD) 29 (39.2) 21 (39.6)
# 47 (PD) 18 (24.3) 10 (18.9)
ERIRNE 4 (5.4) 3 (5.7)

7% (CR+PR) 23 19

(F2h= [95% (5 HFIX =] (%)) (31.1 [20.8,42.9]) (35.8 [23.1,50.2])

*1 o FRNEMAT A AR %2 BT RER O 5 B A IC & W MSI-High (PCR) 2H ¥ 5%
I EDMER S N, *3 : Clopper-Pearsoni%



[Zz4xt]
[EIB LRSS ARG (CA20914234%r)

AEERIL TUT4 ] (95.9%) (ZFEDH S, REEE L ORRBEABNBETE RVAE
FEUL 5174 1 (68.9%) (ZFRO LT, FEHARD %L EDORIEMIZER 2 DLEBY T
oz,

F2 FREWEN 5% EORBIEA (CA209142 3BR)  (ZZAMMEITSHSER)

HERIRHE B (%)

FEAGE 74 {5

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

THI 16 (21.6) 1 ( 14) 0

G 7 ( 95 0 0
—f - RHEER L OB G ORRE

95 17 (23.0) 1 ( 14) 0

77 iE 5 ( 6.8) 0 0
B AR AR AT

U x—EHN 9 (12.2) 6 ( 8.1) 0

AST #4n 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0
72T —EH 4 ( 5.4) 2 ( 2.7 0
G KOV T AR &

Z 5 FEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0
ZRINIIRZ 3N 22 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RERSUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5] (8.1%) . FhikfEE 5
%1 (6.8%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMRE
361 (4.1%) . KMEK - /INGJE - LD THI 3 4 (4.1%) | EEORFEFEE 141 (1.4%) |
RIS ARERE S 1 (5] (1.4%) M OWER 16 (1.4%) 23580 vz, H7-. FVEMERGZE S,
HIEAEEAE, DR, ik, LERUBEIRIE, IPRA, BT, m(bMAE &, T EEHEE
PR, MM - BEMRZC, FRARIMARZIERME, B MIKREE ., MEREREGRERE. fZ, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (BRREMRT 25T) 2E0EHEREZRT,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
ot ETRlEn (FR), MAT, BHOBREICKITLT7T—2ICESE, KAl 3
mg/kg (KH) X% 240 mg % 2 IR TR LI BEOARKI OMREE & & Ao 324
PE & OB 2 G D MRER LUGE 7T VDM S, kB DWW TIRE M T o
. EROME - HEOM THZIM R ORI ZRIT R0 E TRl S v,

£ 3 FADOEYBE T 2 —F

M - 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 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSURRBES (FE RS A BRI AR
HIIR S AR ISR . RIS AR 72 &) (B FIondE 7 A 1 HERS : 436

i)

(2) HrTksrERPE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFRET 203 A HEEERFE (DS AR WL, 23 Al
Wh IR, S A HERE R R &)

(4) AR bFRIEE AR E L, %;Ht#ﬁ“/fbn%lXi%EHK#éﬁﬁm 2 Otk K
AR DR AIT > TV D ftieg CERL304E 7 H 1 BIREA : 2516 fiiax

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%@ﬁm R TLR D M E T - T ek (Rl 30 4 7
A 1 HIRFA : 1297 fax

O-2 M - BN OALFHRTE K ORINE S8 BURF OIS 53 72 ik & R 2 R O I
il (FROWTNNIEE T DHEM) 23, SR ORFNET 2RO EMEE L L
TREINTND Z L,

*

o [ERRFFEUFE 2 FOPMFHEZE T LI2%IC 5 L LD AVIRIR O BERIHE %
ToTWDHZ L, 5b, 24 I, BAFEWIRIEE 3 & LIBRRIER - OHE 2
7o TND T &,

o [ERIRFFEASE 2 FOWBIHHE ZET LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE. THIbESE O D A SRYPRTE & G e IE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE PR E I, BEESEN L OFRE D, A0 - &
/fri%?%iﬁ@%i&@%@&@cﬁﬂﬁ“ IxPT D IE WAL A EERNREE LI GA OWE
EW, ERHECHIATONAERHINESTNDZ &,




@ BIEA~ORIEIZDOWNT
@-1 fERR AR BE$ 2 B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M- T D Z &,

@-2 EERNEEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2 M OB B2 A T A EREEFEDPRWERE=2 1V 7
EHEOIERDOAY ) —= T EHATOEIRE & FHZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEEDO TR, 1 BUBERA, TFAa, ITFRERERETE . ITa. BELPEARE 28, HRRIR
FERBRE S . TEMAMREREE, hikkEE, BEE (Bre - RIEHEEEREZ ST,
BRI, EEE O R R, §RIMAR ZE42SE , infusion reaction, B FE 72 If ik fE |
MERERIEMRE, ML, R, WEORERIS, WIEIREME, OlEES (OFEME) - 1R
IR - CEEMEISMDGHESE) . IS L, JBEFLAE) (2R LT YEkhERk ST R R R o
HYEZ AT 2 EA & U (RITEA OZWr-oxSICBE L THRER SR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,



5. B##ExIBLierBE
[B2h I BE 3 % 1]
O TROBHEIZBOTAROFEDEN RSN TN D,
o BAALTFIER I U IR YRR R RE R T T - R OEME~ A 7 uYT T
A MRZEM  (MSI-High) A3 2566 - B EE

728, MSI-High #5725 Z &2\ TE, =R~ 7 (Blaf#l#iz) o=a "=
A WiE (BGE4 - MSI AL~ & (FALCO)) ZHWTHERT 5 Z &,

@ TREICEY T 2 BEIKIT DA OB K O 7 IEIZ D0 TR AR OB ZMENR
WL ENTELT, AFOKEGXG LB,
o Tk I PURHEMESA XYV T TFUROA Y T IR
IRFZ X D IRIRIE D 72 B
o fiRAHBIRE L
o fOHUEEMEESA & OFH L TikB S D BE

(AP B 4 % FH]

O TRIZEZY T LIEFICOVTIARFOER G N D E SN TNWDL T b, &5 51T
brpnz &,
o KRHIDRHTIHK LIREUE OB ERED & 5 B3

@ IREATOFHHIZIB W T RIS S T D BFIZOWTIE, AAIO G 1THERE S 7z

D, AOIRFERIUL A 2 NG EITIRY | HEICAFZEN T2 2L 2BETE D,

o HEMMZEEOEIH XIIB LD H 5 B

o @B AR CHVE R 2 58 B B K ONE B 0 Flc S i it ik 2 0 S e 1 i ¢
FEDORINZRIEMEZA LD IR B 5 B

o BHOMERBOAD, UXEMERZE L IXHEFEMEO B CREEEOBEERE O
b oHEE

o EERBMEE (&R A 5 T) Ob D EE

o ORI EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG ¢ Performance Status (PS)

Score E#

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BTRIEECHGDOH DRI O Z LT T N THELEDERILTE W, HHO 50%LL Eid~y 4Tl 27,

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

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI B1TIE, AT O K QYRR ERICIEE S 5 TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOSIT X 2 BWER DN g0 255118, AFIORFES T Ik K OEIE RUE R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O RIERBRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORISR T D,

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AFNOEERZRBRIZBWT, BERRBELS 24 BT 6 ML, 2 LIBRIL, 122

&l

CHIMEDFHI 21T > TWe 2 & 22 EI ARG HITE R Big i T2

ROWMERZITH Z &y
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