e HEE T A R T A
RAT7 Y X<vT (B )
(Bt « A b—F SHEHE 100 mg)

~MSI-High % A5 B (R RN R A TR S) ~
~MSI-High %478 % K1 + [~

Y3 01 2 H (47F 34F 8 HIUGT)
JEA T A



ER/N

AN

X LI

ARFN DR, TR

IR AR

iR 2D T
BHxtGe L 70 5 B
BHIZE L TEE T & HIH

P2
P3
P4
P14
P16
P17



1. [XL®HIC

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IWEORFEHNOEAIZ LY | FUREIKS 22 & OFH 72 Frli/F A%
FFEIMPERBINLH T, 2O DOEEKLZFEICLERET RIS 5 2 L BRED
PR L 7o TR Y RREMBGEE & O AT #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHMERL SO ORKE(LEEZXNL Z L L ShTnb,

HORE R FF ST, SRR L M7 0 7 7 A VBEEFEOES L &7 5 R
RHZENRNHD, ZOh, HMEROLEEVEICET A ERN oS T 5 E TOR,
WMELEHG DO BEEZ RS ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEE U= B e kb & & D 2 & DS ARE 72— 8 O B &3 7 9 B B <t A
THLENEETHD,

L7eRoT, KA KT A TiE, BIFEERES ZNE TITE LN TV A EFEIH -
BHEm R S & | DUTF ORI O 7o H 2 HEET 2880 6 B R 8 35 2
FROEEFERREZRT,

B ARITA BT A %, MNATEBHE N EE S ERES R G, A8 HEAR AR
BRI s | — MR A B ARERIR N E 2 L OB N B A IR 7= O )
Db EER LT,

RG L IR B EINL A b —F T ERE 100mg (— R4 a7 X~ T (Eis
THAHE X))
REERDPEXIAE : 1. DAACFHFEZ B LT - BROEHE~A 7 a7
T4 MZENE (MSI-High) &89 2 @B (BEMER IR A3 A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 a7 74 FRL
e (MSI-High) Z A3 2458 - Bk
MNEERDAEROHE - @, RAIZIE, a7 o) X~v7 (ElaF#ikz) LT 1
(7] 200 mg % 3 MMM XIE 1 [5] 400 mg % 6 #H R T 30 75
DT T RIEERET 5,
% & . MSD #RA&tt

5

i3
=
o




2. AEIDYEH. ERAEF

XA M —H BIEEHE 100mg (—i4 XA 7 r ) X7 GBEFHZ)  BUT TR
Fl EvvH,) X, PD-1 (programmed cell death-1) &% ®D U %> K Té 5 PD-L1 & T PD-
L2 L DR EZEZEMET S, B MbigG4 £/ 7 v —TF LHURTH 5,

PD-1 & H& 13 T HIAQ e BEARRSAE 2> & 38 2 72 1203 AUKIB SR 3 2 3 2 s 28 il £
AA wF T, PD-1 1, EFEZRREBIC WD TEER T MifuoMinLmIcBELL, B %
P I % B o AR LB ST R 70 o RS & 35, 7B, PD-1 (XU o REfE
ATHZ IRV PURZRRICL D v 7P v a AICHIET 5B/ EKTH 5, PD-L1
DIEFFMEIZIB T 2HBUT DTN TH LN, Z<ONRAMIETIE T Mo 2z
DI CEENCIIH L TWD, DAMBIZIIT S PD-L1 O &38RI, BN . TENE
JEAmiasE ., JRELE. RNV & OAx B ATTRARK - TH Y | RV EFR
& OB HE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S PD-1 & PD-L1 OFRIKIINEE
DG PERRREIC BV CHEERKZEZE S Z LRI TR Y | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X OPD-L2 Oilj U T2 ROFERERESTHZ Llck v, 5
W NBRBE TR O RS OO S T U N ERA TR &8, HUlEE 6 2 FE (L
T 52 & THIEG IR ZFET D,

AFN OV 2D < O RIS X 2RITEER & b o, BESUIELTIC
ELWREMD D5, AANORGH R OEEGRIZIT, BEOBEL TI2ATV, BEBR
D BTG EITIE, FEH LT F RIS T RPN 22 ik & BB 2 Ff O PRl & i L Tl
GN8N 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GFEDWY) IR ALE 24T 9 MER D D,



3. ERFRAIE

TR AACTFIRER \THE LT - BROEHE~ A 7 a¥7 T4 MARZEN (MSI-
High) #f 7 5EEE (BEENZRIGENREERSGEICRS) ) KO REYIRAGE 2
1T BROEHE~A 7 a7 74 bARZEME (MSI-High) 263 5868 « EEE] O

PRI M 24T o 72 T 72 iR akBR 0 pliht 2 7~ 9,

B, TEHEE~A 7T T4 NRLZEME (LT IMSI-High) &\ 95,) 267 5E
FICBE LT, TPCRIEIZE W MSI-High &HIE SN2 2B KT 5856 (k%) 12
I% TMSI-High (PCRVE) Zf 7 25EE] LRI L. DNA I R~ v FEEEIE OIHED
boEEBENT LA (L) . 725 IPCR EIC X Y MSI-High XX gt ikl -y
B (LLFIHCI E W) ,) JEIZE Y I A~y FEEEEDO KB (LLF T[dMMR] &9 ,)
CHESINT-RE] BN 5568120k IMSI-High # 6 9 5H%#% ) £ L7z, THCE
12X 5 MMR #i#t & PCR (2 L D MSI A O —ERI% 96.6~98.7% WV TH 5 = L%
DHREINTVWD,

[H20E]
<D AL T U - 11T - 5% D MSI-High 289 2 [EER  (FEAER 22750 )3
N2 G IZRD) >
DE B HE S TR (KEYNOTE-164 i8R, =tdh— K A)

7 oAb I VRGBSR, XYY ST F RO Y T R K
(2 X DAL O & 2 16 YIBR A GE 72T + B9 dMMR X3 MSI-High (PCR %)
W BT DG - EIEEE 616 (HARNTHIEETe) 2T, AHKI200mg3 ¥
FfRE AT TQ3W]) &9 ,) EEDFENMK VMR RET Sz, ok, HigRF
il CEEEHETT D BT GA T, EEET 2 R T IER D580 SN WEDERRIIIZ L
TE LT 5 B TIL, RIEILLRE O EfG -G CHEEBEIT 3580 H LD £ TARAI O 5%k
BT HZEDAREE STz, EEFHMIEE Th HE20% [RECIST A4 R4 2 1.1 iR
ICEAD S HIHEIZ L 5584882 (CR) XiXimwZEsh (PR)] I22W T, ABRIZEE
SN 6l PIDFEREIIR 1 DOLEBY THoT-,

(Ep) Lindor 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

TR A C I\ T, THCHEIC £ 0 R A~ v FEH # 2 /%7 Tdbh D MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZED 2 2L kD~ A 7 e T 5 (4 h~——T
KINLIBIR T ED Y A X O S L7256 MSI-High (PCR %) &HIE Sz,
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#1 EBHREDEKROESER (KEYNOTE-164 35k, 22—k A)
(RECIST ver.1.1, AWM RIREMSE, FIEE, 20072 H10 BT —X% v A7)

B s A % (%)
SRR 61 51! 39 f312
275 (CR) 0 0
oy Z5%h (PR) 17 (27.9) 9 (23.1)
ZiE (SD) 14 (23.0) 10 (25.6)
1#47 (PD) 28 (45.9) 18 (46.2)
HEEARE (NE) 2 (3.3) 2 (5.1)
%% (CR+PR) 17 9
(Z2h [95%[E X =] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

¥ HERENT R RAEN, %2 o AN EARIT S 45 > 5 5 MSI-High (PCR #) %A1 % B,
*3 : EHEE
@IEBEILFF T AHER (KEYNOTE-158 ##)

—IRIGHE & L CTHEHER 2L SIRTEE O & 2 1R YR AN RE 22 61T « FERE D IMMR &
MSI-High (PCR %) “? 244 2FEfFEEE Y 254512, AHI 200 mg Q3W 5D f
I B OVZBVED G ST, 7ed, B EHN CHREEITER O LN HEIT, KB
ITERTIER DB DA WEDIRMICZE LTV 5 B3 Tk, RIEILIE O W& EEh
THREMEITRRO D ETAFOE G 2k 5 Z L AHE L e, EEFHIEE
Tob 57285073 [RECIST A R7 A 2 1.1 UTHES < FIEIC L 5584872850 (CR) X
1L Z8%h (PR) ] 122U T, MSl-high &M S 72 % ICARRER IS S iz 83 fil%E

(ZV—7"K) OFEFRITE 2, RBRIZBRER S 72 94 I 30T 2 IER Ofs 5133k 3
DEBY THoT,
*2 mBEBREDHRKOEZFR (KEYNOTE-158 iR, 7 /1—7 K)
(RECIST ver.1.1, A ZWWERAT RIS, Py, 201744 H28 A7 —% 1y A7)

EL B G A % (%)

mERETR 83 f3il*! 28 {512
542785 (CR) 4 (4.8) 3 (10.7)
4537550 (PR) 25 (30.1) 8 (28.6)

ZE (SD) 20 (24.1) 3 (10.7)

#1717 (PD) 24 (28.9) 9 (32.1)
HEARHE (NE) 10 (12.0) 5 (17.9)
#%h (CR+PR) 29 11

(ZZhFE [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o G RNMERRENT XSGR %2« AR RS 4EHI D 5 MSI-High (PCR L) #H 3 5 BH,
*3 : IEHMElE

(BE3) il = & 42 A~ U241 72 7 b — 7 O MSI-High AT EEHE B 250 AIT= 7 b —7 K 7

E, 20— A TRILME (RYELAR) . Z0—7 B TikiRER (EEEXOEZEORRE) . 72720
77— —MEREIES AR . ZV—7 C CIEfl, i, NG, RERG. ELRS S OV e ORRAR N 43U
B (SO ST A AR NP IIEE) . 7 —7 D T E N (RIER RS 2 % <) .
IN—T7E ClHTESE (RELEE) ., ZVv—7F i3t (RFELgE) . 70— G CidvNibuht
S, JV—7 H TIEHEE, 7 —7 1 IR, 70— 1 TR (RIS e g
Fr<). Z/—7 K TiZ MSI-High # 63 5@ (s - EMEZBR<) BEPMAANGNTZ, 7 —
7 A~ ITRER S N O MSI-High IZOW TR, b e AT T ¢ TR X0 HIE S vz,
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# 3 MSI-High %9 % B O] 025202 (KEYNOTE-158 #5k)
(RECIST ver.1.1, AT G, HRflE, 20174F4 H 28 BT — 4 v hA7)

I Bi%k (%) 7%%)) (CR+PR) B (%) 7%%)) (CR+PR)

94 {51! (Zh= (%)) 39 {312 (Fh= (%))
T B 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
B 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
N 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
A 10 (10.6) 1 (10.0) 1 (2.6) 0
iERTER ) 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
il P R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
7N e it 3 (3.2) 2 (66.7) 0 0
= S 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N 57 WA 5% 2 (2.1) 0 0 0
RN 2 (2.1) 0 1 (2.6) 0
PR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
Jib4 HEE IS 1 (1.1) 0 0 0
5P B 1 (1.1) 0 0 0
GIA S 1 (1.1) 0 1 (2.6) 0
% NG Mgy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
)ic 1 (1.1) 1 (100) 0 0
s TR NS 1 (1.1) 0 1 (2.6) 0
ks 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o ARMWERRRT R %2« AMEREAT T REEH D 5 5 MSI-High (PCR %) Z#H7 % EB4E

<JBRYIFRRREZR LT « F538 D MSI-High % A3 55515 - E ks >
OEBEIL A MAHFER (KEYNOTE-177 ##)

{LSHRIERE O 72 WIRIEYIBR R BE 22 AT « %D dMMR X% MSI-High (PCR i) 2
AT DA - EIGREEE 307 5] (HAN 22 fladEte) X512, AHK 200 mg Q3W
B G- ORI VLMD, Y ER ORI (b5 ik [T vt v Z 2 (LUF 15-
FU] W9 ,) - ARUF—rBrsm A BLF TARYF—hR] E0dH,) « AFH US55
EE (LR TmFOLFOX6) &9, ), mFOLFOX6 M MRy X< 7 (& s/ z)

(LT TR X=T ] Lnd,) ke YFo~7 (Eariiaz) CIF Tty sy
<7 W) ,) ., 5-FUKRUF—h AU T R (LU TFOLFIRI)



EUVH ) JFOLFIRI L UMY X< 7 Y FE Y X< |25 L U TR S,

7ds. WHERAT TR BT 8

D BN EIT . FRIBEIT 2R IR DT D B RN

DEFIRANZ L E LT 5 3 T, RIBILARE O B Rl TREET RO b b £ TA
AOF G- Zfkivi 5 Z LA THE & Svic, FEERHLE H (3 HIEEAEF IR (LT TPFS)
WD) ROEAFHIN & S, AANEERE & i LT PFS Z A BICIER L7c (&

4 KO 1),
# 4 FHMLEE (KEYNOTE-177 i5R)
AFA200 mg Q3W == -3
(15331) (15441)

thofE [H] 16.5 8.2

(95%(E HE X [#]) (5.4,32.4) (6.1,10.2)

PFS™ | /N — K™ 0.60

(95%(E HE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R 7 A LIICIED N g g, *2 : Cox BN — RET M L (b5
FIEE DG, 3 vl 7mE. AEAE (M) 0.0117

D (im0 % L U AV IEU T O LB Y 5 LT,
mFOLFOXG6 :
F XY 7 FF 85 mg/m?, AV F— F400 mg/m? X i L AR Y F— 200 mg/m?, 5-FU 400 mg/m? (2K
FRiE) . 5-FU 2,400 mg/m? (46~48FEFRGEEHE) 22 MMR TS L7,
FOLFIRI :
AV T B KFI 180 mg/m?, A VU — F400 mgm? XX LA F Y F— K200 mg/m?, 5-FU
400 mg/m? (BAHFHE) . 5-FU 2,400 mg/m? (46~48WFRpeafE) A 20 TG L7z,
VAR A=y i
5 mg/kg % 2R CTHRE LTz,
tYFwT
WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B EIEIFE THES- Lz,
7




100 =
901\ — EH20Img QIW
801 |8, s
704 L
60 3
5 501 RN
B 40 - , T
g 30 Yhg
20 e

10 7 P

0 4 8 12 16 20 24 28 32 36 40 44 48
e ST R )

FF200mg Q3IW 153 96 77 72 64 60 55 37 20 7 5 0 O
{EERCE 154100 68 43 33 22 18 11 4 3 0 0 O

1 PFS @ Kaplan-Meier {if% (KEYNOTE-177 i)



[Z241]
<IN AR (BT U - 11T - B38D MSI-High 2 A7 % B (FEAER 72 1508 H8
G A IR D) >
DE B AL [F S T FERER (KEYNOTE-164 &8, ZidR— k A)

HEFERIT60/61 B (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHR
D 5% EORIWERIZT TEDO L BY THoT,

#£5 FEEN 5% LEORIER (KEYNOTE-164 iR5R, 2R — ~ A) (LM s R 4EMH])

#EBIR2HE (SOC: System Organ Class) B (%)

FEAGE (PT: Preferred Term) 61 {1 |
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEAH 35 (57.4) 9 (14.8) 0
B IGhEE

T 8 (13.1) 0 0

LT 9 (14.8) 0 0

M - 5 (82) 0 0
—i% - BEEER X O SENORRE

) RE 7 (11.5) 1 (L6 0

Wy 6  (9.8) 2 (33) 0

HRAE MR 4 (6.6 1 (1.6 0
B RS R & OV SRR 55

RAHi 10 (16.4) 0 0
FEE R KOV T AL RRRE

) FENE 7 (11.5) 0 0

7ok, MEMEMZEE B (1.6%) ., BEEOKLERE (FEMEIREGRE, S,
FRBIES) 16 (1.6%) . NTHERERED 3 il (4.9%). FUIRIREREREE 2 61 (3.3%). W
%301 (4.9%) . Ahdk - BESUREAEE 1 41 (1.6%) . MM - BEIEZE 161 (1.6%) 233895
Nico Fo. RIBK - BEO TR, MfklEE (7 2« SU—IEGERS) . T EAREER
. ORIEWEEREE, | BRI, BEREREE (RMME BB RS . HIEDEAE, O
2%, eI RO PSR B . IR IR L, JRZFERSEE . infusion reaction X NS &9
TERITRD DAL Do Tz, AEWERBBURDUIEEFESR (AREMER T L) 258
THEFHER 2T,

@ E BRI EZE T AERER (KEYNOTE-158 #tbR)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 il (61.7%) \ZiR& H vz, FEH
TN 5%LL FORWERIZTRDO LB THoT,



F6 FHEDN 5%LL EOFIER (KEYNOTE-158 35R) (22 MRt <t 45 )

#EBIRHE (SOC: System Organ Class) B (%)
FAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
2RIEH 58 (61.7) 12 (12.8) 0
B ke
THI 9 (9.6) 1 (1.1) 0
L 8 (8.5) 0 0
M - 5 (5.3) 0 0
— % - RHEER L O GEALORRE
) RE 8 (8.5) 1 (1.1) 0
Ty 11 (11.7) 0 0
B8 X OV T AL RRRE
7 9 PR 11 11.7) 0 0

. FEMEMRE 46 (4.3%) . KBk - BEOTHI3F (3.2%) ., #fEE (£7
Ve N UIEBRRES) 2 5] (2.1%)  ATRERERE T 8 51 (8.5%) . HUIR I RERRZ 8 151 (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreaction 1 5l (1.1%) 23§D LTz, £/, EEDLE
fE (REREIRIRIEERE, ZIRLEE, FEEIESE) . T ERAHEERES . RIEMREREE,
EgnelEE (RS MEMEBRE) . R, ik - BIEUHBIARE, BREMEE, O
K. Mide - BN, SRR i OB ESRBESR . TR IR M, JRIFERES K ORS B9 Bk
IO Lo Tz, REWERZBURIUXE I EFS (BRRMRAEMR T 25Ty 25Tk
R A RT,

IR RRE/R LT « 38D MSI-High =9 2 f&E 15 « B >
QE B LA ZH MRS (KEYNOTE-177 i5R)

AEFERIX, 149153 ] (97.4%) 12, BITERIE. 122/153 651 (79.7%) 2388 BTz,
W I DEECTHRIELEN 5%, EORIWERIZTRO LB THh-o7-,
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KT DT DO TIILEN 5%, LOEIEA] (KEYNOTE-177 #B) (2 MMt xt S4£H)

BB K 4% (SOC:

pi%% (%)

System Organ Class) AFRE (b RRIERE
JEAFE (PT: Preferred Term) 153 %l 143 #il
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
EIER 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV > RBEE
25 if1. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
I HRER IS i 0 0 0 30 (21.0) 22 (154) 0
NG i b
PR IR REAR T 16 (10.5) 0 0 0 0 0
e
250 (3.9) 0 0 10 (7.0) 1 (07 0
INCEN (5.2) 3 20 0 0 0 0
15 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) 0
N RS 11 (7.2) 0 0 6 (4.2) 0 0
L 19 (12.4) 0 0 79 (55.2) 321 0
A% 8 (5.2) 0 0 43 (30.1) 6 (42 0
& i 5 (3.3) 0 0 40 (28.0) 5 (35 0
—i% - BEFEER IO SEAORE
I e 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 32 (20.9) 3 200 0 63 (44.1) 13 (91 0
FEE D RAE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEEN 11 (7.2) 1 (07) 0 7 (4.9) 0 0
R AL AN 0 0 0 8 (5.6 0 0
JEYSIE RS K OV HUE
NGRS 1 0.7) 0 0 8  (5.6) 1 (©7) 0
i R A A
ALT #4m 15 9.8) 3 200 0 10 (7.0) 1 07 0
AST H#5/1 17 (11.1) 2 (13) 0 7 (4.9) 1 (07 0
1A ALP H#540 12 (7.8) 1 (07) 0 3 @20 0 0
I R ERER D 1 0.7) 0 0 33 (23.1) 24 (168) 0
MR 2 (1.3) 0 0 9  (6.3) 1 07 0
IR 3 (2.0) 0 0 8 (5.6) 0 0
i BRHGE D 1 0.7) 0 0 17 (11.9) 6 @42 0
Rt L Ok E
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21 0
1&H U v A LE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R & OV SRRk b =
BA &Y 16  (10.5) 0 0 2 (1.4) 0 0
PR R
FEED E 4 (2.6) 0 0 15 (10.5) 0 0
R N 2 (1.3) 0 0 13 (9.1 0 0
K= 2 —m RF— 1 0.7) 0 0 25 (17.5) 1 ©7) 0
KRR =2 —a X F— 0 0 0 29 (20.3) 3 @2 0
Bk K OUREE R
AR 2 (1.3) 0 0 10 (7.0) 2 (14 0
Mg, MaERES K ONERm =
S 0 0 0 20 (14.0) 0 0

11



BBl R 4y HE (SOC: B (%)

System Organ Class) AFRE #== 375 it
JLARFE (PT: Preferred Term) 153 {51 143
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
LR KO TR RRRE S
JHiEE 5 (3.3) 0 0 28 (19.6) 0 0
B I iz s 7 (4.6) 0 0 10 (7.0 0 0
T - BIEFEIREN A ARG 0 0 0 25 (17.5) L 07 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
£ 17 ALy 1 07 0 1 an 1 07 0
k=g
2 ML 1 ©7) 1 (07 0 9 (63 6 (42) 0

¥, MVEMEMIZRE 561 (3.3%). Kiak - /Mak - HEO TH 14 61 (9.2%) . #ik
fEE (7« NU—IEERES) 161 (0.7%) . BIUEFK - A4S - iR - Tk -
PELMEAEAE 2% 25 61 (16.3%) | FR I REIETE 18 1] (11.8%) . T IEAAREREFEE 2 41 (1.3%) .
R RERERRETE 2 5] (1.3%) . BEREEE RMEMEMBERSE) 261 (1.3%). Ak - #
R RAAE 141 (0.7%) | infusion reaction 2 5] (1.3%) . #6#% 1 51 (0.7%) 2358 H ATz,
T, BEORERE (TEEREESCRMATE, RERIEIREGRE, 2B, X
B 1 BB, ek, EAEMEESE, MK - Bk, SR, LAk, EHER
Mgk sE (et MO PESR BT, IR, JRIFEREE . MERERIERAESS) KON
EREBIEGREIIR O b o 7o, REWERRBURDLUIEESFS (BRMRAME R 25
te) HEUEIERETRT,
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[Hik - HE]

ARNOREREYEHETT L EZFIHLIZV I 2L — 3 12k b, AF 200 mg %
Q3W, 400 mg % 6 Bk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
IkE (LLF TQ2WJ &), ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O E FIRREIZ IS 1T 2 Mg i (B
T [Cavgss) EWV9, ) 1E, AAI200mg % Q3W THeH L7ZFED Covgss & LT 5 & T
Ehiz (F&) . £72. AF400mg %2 QoW THG L =B AR O EHFIRBIZB T 5 i
EMIEFIRE (PAT [Cmaxss) &9 ) 1F. AH200mg & Q3W THEH L7ZEED Crnaxss
CHE L THEEZ T ETRIENZL OO, BARAABEICBO CEAEN MR ST
HHE - HETH 544 10 mgkg (RHE) %2 QW THEEH LTZERD Chaxss & G LU TIK
EERT TSN (TR) . I, EERAHEEBE ZXBUTAHK 400mg 2 Q6W
TG L2/ TR (KEYNOTE-555 iBR) K 0 155 7= FRMEIC S < EiyHhhe
RIA=BFT v Ialb—ra il PRI LICEMERE ST XA —X LHEEILT (FR),
Mz T, BEOREEIZBIT 5 BRRBRGE IS X | AR ORE R & FMEUIZ ek
& OB A BT BB ET A ERE S, AAI 200 mg 2 Q3W XX 400 mg %
Q6W THL L7IZBROgEE & & Ao X TRt & OB W ORGSR, |k
LD - HEOM TAEINEL OVREMEICAME R 2RI v & PRl Sz,

K8 AHNOEDERE T A —4

B - B Crnax Cavg Chin Crnax,ss Cavg,ss Chnin,ss
(ng/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
200 mg Q3W' <58§?g97) (27i35;1) (17;??83) (9123§L1) (49;??L0) (30§?§L4)
400 mg QoW (12;??24) (32i5§§7) (IOL?fOB) (14é??49) (SOi?gIB) (192?509)
4%;;%%gw (B;Z?S&M NA UJ:?;4) NA NA NA
10 mg/kg Q2W! (21%?223) (14;??45) (11;}?21) (4zi?§33) (2727282) (19;?200)

F:1n=2,993, 100[HDY I =L —r a3 LY EH SN KAEIEO T IAE (2.5%4,97.5%4) . Crmax : FIEIHE
HHOREMIERIRE, Cog @ PIEHEGHOFEMIFEFIRE, Cuin : FIEHEEGE (A 702 F5H) ORKME
B, Cmaxss 1 EFIRIEIZE T D BT FIEEE, Cavgss 1 EFIRIEIZI T D M F IR, Cmines © EHIRREIC
BT D Bl i

T 0 56 BT EIIME (95% 5 HEIX )

§ : 41 BIORMTEEME (95%(FHEIXH)

NA : #3472 L
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4. HERIZDWNVT

TREBARMEE U CHEHSERE IS T D868 - B A2 B < MSI-High 29 % [@ERHEIC
*THEHAMFEREN T SN TS, AEZE D, EHRNLY 27 EHEE (RMP)
(2353 < ARFN D R S & EMEREAIE B ~ D W AR 23 8 2 ik T - T, ARFI O 573
W B AW - FrE L. AFIOBEIC L0 BEREWER 23 LIZBIC ka5 =
EMRERTZD, LTOO~Q@DT X TE- T B W THEAT I REZTH S,

O MEXIZDOWNT

D-1 FTred (1) ~ (5) OWVWTINITHY T HiEXTHDHZ &,

(1) JEAEBEBKENEET 20 ABHFOEEERLRBTS (B E RS A2 OE L SR B
HUIE )N AR B EEHL R, HUR DS A SIRIRRE e &)

(2) FrEHRERPE

(3) HBEM RN ENFEET 20 ABIFEEERRE (DS AR EWRbL. 23 A2
W RBE, 3 AR EEHERE B e &)

(4) IRALFEIESE 238 L, S RAb SRR 1 USRI 2B 2 O sk S e
AR DR AT > TV D fiex

(5) PUEMREE AL E BN O Mk S HEITAR D i H 21T > T 5 fitiak

@D-2 x5 & 7 2l T ORI E S O BINE A FE B O RIS 5 70 sk & 0Lk 2 Fr
DER (FROWTNNIREYE T D ERM) 23, YE2EROAFICE T 5RO EE
HELTRESNA TS Z L,

X MNAALFIRERITHIE LT - BROSHEE~ A 7 YT 54 FRLEME (MSI-
High) #A 3 2 (FEAEN RN EERSGEIZRD)

o [ERIGEFFEUSE 2 EDOYHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
fToTWBZ &, 95, 24 RiX, NASEWRES L UZRERERESOHE %
IToTWAHZ L,

o [ERIGEFEGE 2 EOYHAHMEZE T L2142 4 FELL EDOBKERBRZAE L TV 5
Z L, OB 3FELRIE, WG LE 7R D FEIEREI T O 0 A SRMERIE E G T S VTR D
FERMHE 1T > TN D Z &y

% IREYIBRARE /I T - R OEHE~ A 7 aYT T4 MARLEM (MSI-High) &
T 56 - B

o [ERIGEFFEUSE 2 FOYIHEZE T L7212IC 5 UL ED D ARIE O EGIRIHE %
fTHoTCWBHZ &, 96, 28U BT, BAEYEELS I & LIZBRES S OHHE %
IToTWAHZ &,

o [ERRFFISER 2 FOMBINHE 2B T LI, HILEHREO N AL A2 ST 5
FLLEDOHLBARFZOBERZIT>TND Z &,
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o [EAIRFFEASE 2 FOMMINMEZE T L72RIC 4 FEL LORKERZ A L T\ D
Tl OB 3T AR E T DR TEECT O 2 A EYIRIE A E e ATRIRD
FRRBHE 21T > T D Z &,

@ BENOEIESEHAEE ORI DV T

PSS E R B CE T T 2 BEE D EE S, AL D OFRE D, B - &
EHEIENEROE L OEME T 2 [EWRE Mt AEERNBAE LIGE O#wE
EH, ERHNIITONDIRHINE S TWDH Z L,

@ BEIWEH~OXIRIT DT
@-1 MR ARHNZBI T 2 Zt:

PR MR R D EEE A BIE N AE LT-BRIC, 24 BRRIZIRIEHIO T, Mk X
IR BT, B L2 BIEANICIE U CABRE BE L O CT Z O BIVER ORI
ERRAEORERD Y HHIZE I, B BITRIGFTRE AR > T D Z &y

@-2 ERERNEFEHICLDEEFGXISICET 5 2

DN AR H B 2 ik M O e 2 4 2 R HEE NRIERT =421 > 7
EEHEOIETROA T ) —= T EITOERE LR EZ G TE 5 F— AEBRIRH] 235
S TWBZ L, 2B, BhAHIZHOWT, BABRE EZOFEICHFIITEMENT
WhHZ L,

@-3 BUEROZEHCRRICE LT

BUWER (FEMEMEEIZINZ . KIBK - DMk - BEO M, BUETX - IR - 1T
BEREREE - 2 - B LMENRE K, B#EEES (RMEMEEBERSE) . WowEE (F
MABEERE T, FRIRRERE S, RIBHERERET) | 1 UBEIRP, 5 & IR, ik - B
RlfRIE, R, HEOREET (PEthRESRAE, ERIREIRIEERE, 2 AL
BE, FHRIEIESE) . infusionreaction, AMZ& - BlEsc, HEJEM M E, MRkES (F7 0 -
AN USRS | D2, B 70 Mk PR (S M i VIR B SRR . ¥ MR- I
REFERES . BERERIERIESE) . MERERIEMRE. M) 13 L. Yikhiak XUTmpEE
WRERI DML A 2 EM & L (RIEH OZBr-ox S I L THREXR OB E %
TFONLEMICH D Z L), BEHITHUIRAEN TE HEHNE>TnD 2 L,
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5. REXRELGDEE
(50 BI 4 5 FH]
O TROBHFIZBWTAADOHMEI RSN TS,

o NAMEFRIERICHE LZET - BROSHEE~A 7Y T T4 NARLEM
(MSI-High) %3 % B & (RGN R RS ICRD)
o IREUIBR AR/ ST - R OEBE~A 7 a7 T4 NARLEM (MSI-High)
HT DN - B
7055, MSI-High (ZB3 2 ARAKID 2 o "=A4 23k & LT, lk5E4 : MSI B »
' (FALCO) K VK524 : FoundationOne CDx NA T J L7t 7 7 A VINKGREN
TW3,

@ TREICHENE T 2 BB T 2 AR O G K OEAITIEIC OV TR AFIOAZPED

WESLSNTELT, AFDOEREGHIR LB,
o FiombhRE
o OPUEMELA L O L TRE SN D EBH

[ 4t RS 5 $E]
O FRICHST 5 BEICONTIHAROEENERE SNTVS 2 E 0D, 51T

DipnZ &,
o AHNDRITTHR LIBBUEDRAERED & 5 BH

@ RERTOFHICIBW T FREICHEYS T 5 B IOV TE, AR OG- ITHELE I 00

D, OIRFERPUK A 2 NGEITIRY | HEICAHZEHT 22 L 2BETE D,

o [HEMMEBEOEIUIBED & 5 B

o B AR A CRIVE S A2 3R D R M ONE B 0D 5 Tk 2 <2 G il 2%
FEDOMIZRIEMEZE LN H B D B

o HACMEEROADE TR L IXFRMED B O g R B OB ERED
o5 BE

o BB (GEMmeMaBEEL ZTe) Db 5B

o MDY I E AT HEE

e ECOG Performance Status 3-4 V56 D HH

WES) MSI-High % #4 % ETABEH O — I3 ) > FHEGER TH D = & 2485 STV % (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(I6))

ECOG @ Performance Status (PS)

Score

e
EF%

0

2 MR JEBTE 5, FIFaTL [ U B EAENHIRR AT 25,

PIARIZ I LUEBNIHIR S D 2%, AATRIRE T, BAERERE > TOMEREITITI 2 LR TE D,
SN

BATARECTH S OH DEIY O Z L IF T X TAEREMEEIFITE RV, AP D 50%LL EiE~y M Tl I3,

[RONTEBGOHOEYDOZ L LNTERY, HHPO 50%L L&~y Ko TilI 4,

1
2
3
4

L@ R0, BOHORY OZ LEEL TERY, BRIy Rk TihId,
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6.
@
@
®

BEIZIRLTEEITREEHE

T SCERE TN 2, B IR B 3 D RS 2 BB 1T 3D & ARH D etk K O 1E i

MO DI B EFRE 7B L ChERT 52 &,

TRIEBRAAIC N D | B XX Z OFEICHIME L OERM: %2+ L, RE 215

ThoETHZ L,

FREWERH O~ 3 A MZONWT

o [MEMMEEND LD ZENDDDT, KEIDOEEIZHT- > L, FIHE
e (BGIv, PRI IR EE, k) ORERE M O X #i s o FE s, Bl s+
FATH 2 L, Fo, MBS UTHE CT, MiE~—h —F O % Kt d
HZk,

e infusionreaction 23& HILD T LN & B, infusionreaction 3R HILTZHAIC
(X, WEIZRALE 21T O & & b, SRR EE T D F TREOREBE 018l
THZ L,

o HUREREERERETE . T HRAEEERET L ORIBEHEREEN L LDONLZ BB HD
T, ARFN OB H-BAbbET M O G- 30 P IXEARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, I =/LF Y — VEORE) ZFET 5 &,

o BUERFS. A, IS, TR, EMEERP O DN Z 03D D
DT, AANOEE-BRIERT & OG- W I e S i aE 4 (AST, ALT,
y-GTP, Al-P, BV LEUVEHORIE) 2FEiT 25 &,

o SEIERK (IERKIEEMRERZ ETy) EORERIREERH bbb
ZERHDHOT, EMMICIRO BT OFBEMGRT 5 &, -, IROEFEN
RO BTG EITIE, HONICERBEEL X2 T 0 L) BEZIEETHZ &,

o ARFNOEHIZIY GREOEIESINITEK T D LB 2 S DA 7R BSOHRE
NHLDLNDIENH D, BENPREDONTHEITIE, BEALE-FLRIIL LT
B 72 05 & R Bk 2 FF O R Al & s Ul 2R R M A 1T IR E Ok
FOGIZ X B BWER D S 235510138, ARFIORIE T H 1L, K ORIE E R
WEVRIOBRGEZZETHZ L, B, BIEREFRLVE L ORGIZEENE
HOUENTRD LAV WA, B EE A DA O IiilAl o8
LEETDHZ L,

o BETH.ECGARN O ARGE L T LEWERAN BT ZER"H D720,
KB OBEHE TR HRER OB 2ITHEET 52 &,

o I AUBESRIE (BIAE 1 BUBEIRIG 2 5 de) b bbiv, FERFMS h T R—v &
WZEBDZENHDHDT, e, Bl NEH-ZEDRER DR BLLCMPEE O FH12+
IEBETDHZ L, 1 BB RIE N EEbN GG 2L, AR ) il
RO GEOMY R LEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 i BR Tl 9 M &, $£7-. KEYNOTE-

158 3B & O KEYNOTE-164 ik (24— b A) TIE& G865 1 41T 9 M

TEL VARELRET 12 B I S ICEIMEOFM AT o TV 2 L ESBIT, KA

HHXESRC mGRa CRROMREIT ) Z &,
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