BEERHEETA KT 14
_Ra7u ) X< (BioFEEZ)
(BR#4 : %A M — & SR 100 mg)

~MSI-High #F 3 5 EFE (BEEARIGRIPIEERGSICRDS) ~
~MSI-High ZH 3 5%/ « ERE~

YR 3 041 2H (FF449 AKET)
BA T EE



SN
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3. ERIRAGE P4
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1. [FLHIC

=S5 DF N « B RMEORER DT OIZIL, I SCEFIZE S W2 Ee AR D
B, 6T, IEORFEHINOEAIZ LY | FUREIKS 22 & OFH 72 Hrlil/F A%
FFEIMPERINHGH T, 2O DOEE L ZFEICLER BT IR 5 2 L BRED
PR L 72 o TR Y RREMBGEE & OO FEAR T #2016 CEAL 28 4F 6 H 2 H BRI E)
IZBWTH, EHMERLEOFHORKE(LHEEZXNL Z L L ShTWn5,

HRE R PP ST, SRR L M7 0 7 7 A VBEEFEOES L &I 5 R
RHZENRNHD, ZOh, HMEROEZEVEICET A ERNH0EMT 5 E TOR,
WELEIL DO BE LR ZIT 5 2 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= B 72 kb & & D 2 & DS ARE 72— 8 O B &3 7 9 A B < fdi F
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITE LN TV A EFLIH -
BHEf R S & | DUTF ORI O e H 2 HEEST 28800 b B R85 2
FROEEFERREZRT,

B ARITA BT A %, MSATBUE N EE S EREE R G, A HEAR AR
BRI s . — M AN B ARERIR N E & & Ot AN B A IR 72 O )
Db EER LT,

RG L IR B EENL A b L—F ETEERE 100mg (— R4 Na T ) X~vT (Eis
THAHE X))

REERDMENINGE 1. DAACTFRIERITHEE LT - BROEEE~ A 7 T
T4 MZENE (MSI-High) &9 2 EEHE (BN 7 In A3 A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 a7 74 FRL
e (MSI-High) %83 2458 - Bk

MNEERDRMERORE - W@, RACE, 2a7nl) X~7 (Earlfkz) LT 1
[F] 200 mg % 3 ML 1 8] 400 mg % 6 # R T 30 75
DT CRTEERET 5,

L % # . MSD #R&th

i3
=
o




2. AEIDOYEH. ERAEF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X7 GBREFHMZ) BUT TR
Fll w5 ,) 1%, PD-1 (programmed cell death-1) &%= ®D VU %> KT 5 PD-L1 LT PD-
L2 O EZEHZMET S, B MEilgG4 £/ 7 v —T LHURTH 5,

PD-1 #2813 T Hifa S s (RS 2> D ki 5 72 DI 23 AR A3 I 5 5 3 7 S 7 il
AA wF T, PD-1 I, EFEZRREBICI WD TEER T MifuoMin L mIcBELL, B %
P I % B Lo AR LB ST Rl 70 sp e RS & i35, 7B, PD-1 (XU o REfE
ATHZ LKV PURSRRICL D v 7P v a AICHIET 5% B/ KTH 5, PD-LI
DIEFFFEIZ BT 2B DTN TH LN, Z<ONRAMIETIE T M@= 2z
HIFEBWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JErmiasE ., URELE. FE/ N7 & OAx B ATTRARK - CTH Y | RV EFER
& OB HRE STV D,

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

AANX, PD-1 & PD-L1 X ONPD-L2 Oilj U T2 ROFERELEST D2 Llck v,
W NBRBE TR O RS OO S T U S ERATEMAL &8, HUlEE 6 2 FEE L
T 52 & THIEG IR T D,

ARFN OV D B ORI X 2RITEER & b o, BESUIELTIC
EOWREMDN 5 5, AANORGH R OEEGRIZIT, BEOBIEL TIATV, BEDH
D BTG EITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & dig L Cl
BN 8RR W 22 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. ERFRAHE

(3 AL PRIER IR LT AT - BROBHE~ A 7 a¥T7 F 4 S ARZEN (MSI-
High) #f 7 5EEE (BEENZRIGENRERGAICRS) ) KO NREYIRAGE /2
1T BROEHE~A 7 a7 74 MARZEME (MSI-High) 263 5868 « EEE] O

PRI M 24T - 72 T 72 iR akBR O il 2 7~ 9,

B, TEHEE~A 7T T4 NRLZEME (LU IMSI-High) &\ 95,) 287 5E
FCBE LT, TPCRIEIZE W MSI-High & HIE SN2 2BXT 5856 (k) 12
I% TMSI-High (PCRYE) 2f 7T 5EE ] LRIL L. DNA I A~ v FEEMIE OIHED
boEEBENT LA (L) . 725 IPCR EIC L Y MSI-High XX gtk -y
& (LLFIHCI E W) ,) JEICE Y I A~y FEEEEDO KB (LLF T[dMMR] &9 ,)
CHEINT-RE] BN 556812k IMSI-High # 69 2 HB%#% ) £ L7z, THC &
12X 5 MMR #i#t & PCR L2 LD MSI A D —ERI% 96.6~98.7% WV TH oD = L%
DHEINTVWD,

[H20E]
<D AACEPRIER T U - 11T - TR D MSI-High 281 2 [EER  (FEAER) 22750 )3
2R IG A IZRD) >
DIE B E S TR (KEYNOTE-164 i8R, =tdh— k A)

7 oAb IV RGUEBMEIEGER, XYY ST F RO Y T R KR
(2 K DAL O & 2 16 YIBR A GE 72T + FF58 D dMMR X3 MSI-High (PCR %)
W 2RI DA - EIEEE 61 B (HARNTHIZETe) 2RI, AHKI200mg3 ¥
FfkE LT TQ3W] & 9,) EEDHNMK VMR RET Sz, ok, WG
il CEEHETT D LT GA T, EEET 2 R T IER D580 SN WEDFRRIIZ 2
TE LTV 5 B TIE, RIEILLRE O EfG RN CHEEEIT 3580 H LD £ TARAI O£ 5%k
T HZENAREE STz, EEFHMIEE Th HE20% [RECIST A4 RZ7 4 > 1.1 iR
ICED S HIHEIZ L 5584882 (CR) XiXim 22 (PR)] I2OW T, ABRIZEE
SN 6l PIOFEREIIR 1 DLEBY 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 s C I\ T, THCHEIC £ 0 R A~ v FEH # 2 /%) Tdbh % MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZE D 2 2L EDo~A 7 e T 5 (4 h~—7—T
KINLIBIR T ED Y A X O S L7256 MSI-High (PCR %) &HIE Sz,
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#F1 BEBRADRRVOEZER (KEYNOTE-164 3R, 22—k A)
(RECIST ver.1.1, BN RIRERZE, PIHEE, 20072107 —F v b4 7)

B s A % (%)

SRR 61 5! 39 f312
FER7%) (CR) 0 0
#5r25%h (PR) 17 (27.9) 9 (23.1)

ZiE (SD) 14 (23.0) 10 (25.6)

#4147 (PD) 28 (45.9) 18 (46.2)
HEEAEE (NE) 2 (33) 2 (5.1)

7% (CR+PR) 17 9
(0% [95%E XS] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

¥ HERENT R RAER, %2 o AN ERRIT S 845 0 5 B MSI-High (PCR #) %A1 % B,
*3 . IEHEE
@IEBEILF 1 AHER (KEYNOTE-158 ##)

—IRIGHE & L THEHER 2L SIRTEE O & 2 1R YR N RE 22 64T « FERE D IMMR &
MSI-High (PCR %) “? 244 2 FEfFEEE © 25512, AHI 200 mg Q3W 5D f
IE R OV BRI S, 7238, HGAHE CEREETHR S D -iGaIc, HREE
T2 RIIER DT BN WEDRERINIZEZE L T2 B Tk, kB O B AR
THREMEITORO D ETAFOEG kT 5 Z L AHE L e, TEFHmEE
To 538053 [RECIST A R7 A 2 1.1 UZHES < FIfEIC K 55784872850 (CR) X
L5853 Z8%h (PR) ] 122U T, MSl-high &M S V2% ICARRER IS S vz 83 fil%E

(ZNV—7"K) OFEFRITE 2, RBRIZEER S 72 94 I 30T 2 IER O 5133k 3
DEBY THoT,
#2 BBERAPERVEHR (KEYNOTE-158 bk, 7/ /L —F K)
(RECIST ver.1.1, FRMEMITRIGERE, FRUE, 2017F4 8 287 —F Iy hA7)

B s A B (%)

IR 83 15" 28 {512
54275 (CR) 4 (4.8) 3 (10.7)
453755 (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)

7% (CR+PR) 29 11
(ZZhF [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o A WMERRENT XSGR %2« AR RS 4ERI D 5 MSI-High (PCR %) #8325 BH,
*3 : IEHMElE

(B3 iy = L2 A~ 124013 7= 7 b — 7 % O MSI-High O T E B 250 AT 7 b —7 K 7 hl

E, 20— A TERILME (RYELEAERE) . Z0—7 B TikiRER (BEEXOMEEORRE) . 72720
77— Z—RREEG R . F—7 C T, REE, MG, . B OV H S o0 Rk PN 43 A E
B (SR ST A E AR N AP IIEE) . 7V —7 D Tl E NS (RIER OIS 2% <) .
IN—T7E ClHTESE (RELEE) . ZVv—7F Cl3teRs (RFLigs) . 70— G CidvNibuht
S, JV—7 H TIEHEE, 7 0—7 1 CIERREE, 70— 1 TR (RIS e g
<), Z—7 K Tik MSI-High 263 2 @ERHE (K5E - EEER<) BEMEAAAN LN, 71—
7 A~ ITRER S N O MSI-High IZOW TR, b e 2T T ¢ TR L0 HE S vz,
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# 3 MSI-High 2 F 7 5 EREORER DZELHE (KEYNOTE-158 A5
(RECIST ver.1.1, BT RIRERE, FR¥EE, 20174F4 A 287 —F v b4 7)

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

i 94 " EBE (%)) E EE (%)
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)
/NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
(32 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 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 B it 3 (3.2) 2 (66.7) 0 0
R 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N 57 AR 5% 2 (2.1) 0 0 0
FIR JBee 2 (2.1) 0 1 (2.6) 0
DR 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 3 1 (1.1) 0 1 (2.6) 0
% NG M eIy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PRl i 1 (1.1) 1 (100) 0 0
e DR NS 1 (1.1) 0 1 (2.6) 0
ks 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o ARMWERRHT R *2 © AMERAT T REEH D 5 5 MSI-High (PCR %) ZH7 % B4

<IRWUIBRARRE/RHELT « 38 D MSI-High & A9 2 f&E 15 « ELAGE >
OEBEIL A MAHGFER (KEYNOTE-177 ##)

{EEEFRIEE D 22 W IR IR AN RE 72 1T « 7598 dMMR X% MSI-High (PCR i) 2
AT DR« EIGREEE 307 5] (HAN 22 fladEte) X512, AHK 200 mg Q3W
BH- ORI VLMD, Y ER ORI (b5 ik [T vt v Z oo (LUF 15-
FU] EW9 ) - ARUF—rIvsgn (BLF TARYF—h) EWo,) - AFHUTFTF
EE (LR TmFOLFOX6] &9, ), mFOLFOX6 M MRy X< 7 (& s/ z)

CULF TR X7 L)) Tt rFo~7 (ElaFlz) OLF eyxy
<7 EWH), 5-FURUF—h AU T h R K#E (LU TFOLFIRI)



EWNVH ) JFOLFIRI L UMY R 7 Y X< 7 |25 e U TR S,

¥, BHERTAM TR BT 8

D BNTIHEIT FRBEIT 2R IR DFD RN

DGR L E LT % B T, IREILLE OB/ EHE TREETHARBO 5D £ TK
AlOFG-Zifked 5 2 LS FRE & ST, TEERHMIE H X R EAE I (BUF TPFS)
WD) ROEAFHIN & S, AANEERE & i LT PFS Z A BICIER L7c (&

4 KON 1),
# 4 FAMERE (KEYNOTE-177 3#BR)
AF1200 mg Q3W (b (0
(153431) (15441)

thofE [H ] 16.5 8.2

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

PFS™ | /¥ — K™ 0.60

(95%(E FE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R T AV LIICIES <N E, *2 : Cox BN — RET M L (b5

FIEE DG, 3 n T 7RE. AEAKE (M) 0.0117

GED) qp ez p s L2 X AZLIF O L350 8 5 LT-,

mFOLFOXG6 :

F X4 Y FFF 85 mg/m?, AV F— F400 mg/m? X i L ARF Y F— 200 mg/m?, 5-FU400 mg/m? (2K

F#E) . 5-FU 2,400 mg/m? (46~48HEfFifeiiis) Z2BMMMRE &5 LT,

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? (BHFHE) . 5-FU 2,400 mg/m? (46~48WFRpeatiE) A 2R TG L7z,

-/\\‘/{“‘/X\‘?j :

5 mg/kg % 2RI CTHRE LT,

VI T

WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B BEIEIFE THES- Lz,
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100 §=
90_‘ § — EN0Img QW
80__1 G\‘ —— (PG

704 L
701 L,
4 50 R
5 40" .‘n.,
Bt 30 Vg
20 T
10- g T

0 — S ———
0 4 8 12 16 20 24 28 32 36 40 44 48

at riska® fRETETNNIA)

E/200mg Q3IW 153 96 77 72 64 60 55 37 20 7 5 O
{EPRE 154100 68 43 33 22 18 11 4 3 0 0 O

X 1 PFS @ Kaplan-Meier fi#2 (KEYNOTE-177 3B%)



[Ze 2]
<IN AR BT U - 11T - F38D MSI-High 2 A7 % B (FEAER 72 1808 H8
NG EICIRD) >
DE B[RS M FERER (KEYNOTE-164 #B, Zd— k A)
HEERIT60/61 B (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHR
N 5% EORIWERIZFRO LB ThoTo,

#5 FHEARNS5%ULOBIER (KEYNOTE-164 B, = — F A) (REMMITHSRER)

#EBIKR2HE (SOC: System Organ Class) B (%)

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

T 8 (13.1) 0 0
L 9 (14.8) 0 0
M - 5 (82) 0 0

—i% - REEER L O SENORRE

0 J)RE 7 (11.5) 1 (L6 0
Ty 6  (9.8) 2 (33) 0
AR MR 4 (6.6 1 (1.6 0
B RS RS & O SRR 55

RA i 10 (16.4) 0 0
B R KOV T AR

) FENE 7 (11.5) 0 0

7ok, MEMEMZEE 1B (1.6%) ., BEEORERE (FEMEIREGRE, S,
FRBIES) 16 (1.6%) . NTHEREREE 3 il (4.9%). FUIRMREREREE 2 61 (3.3%). ¥
RK3G (4.9%) . Bk - BEBUHRAE 161 (1.6%) . M2k - BEER 1 61 (1.6%) 23F7EHH
Nico FTo. RIBK - BEO TR, MfklEE (7 0« NU—IEGERES) . T EAEER
. ORIEHEEREE, | BRI, BEREREE (RME BB RS . HIEDEAE, O
o, S M MRS PR SRBE . PR MR, JREFERS . infusionreaction X N5 E 9
TERITRD DAL D o Tz, AEWERBBURDUIBEEFESR (AREMER T L) 28
THEFHER 2T,

@ E BRI EZE T AERER (KEYNOTE-158 #tbR)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 il (61.7%) TR vz, FEH
T 5% FORWERIZTRD LB THoT,



#6 BEEN 5% LOBIER

(KEYNOTE-158 #ABR) (R2MEAENT I RERM)

#EBIKHE (SOC: System Organ Class)

Bi%% (%)

HAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
2RIEA 58 (61.7) 12 (12.8) 0
B IhEE
THI 9 (9.6) 1 (1.1) 0
L 8 (8.5) 0 0
M - 5 (5.3) 0 0
—i% - RHEER OB S ORRE
) RE 8 (8.5) 1 (1.1) 0
Ty 11 (11.7) 0 0
B R KOV T AR
7 9 PR 11 (11.7) 0 0

7k, MVEMEMEE 4 6] (43%) . K%K

RHRR AR,

<JEHUIBRAREZ2HEST « F38 O MSI-High %9 2 #EM5 « E G >
O E SR E M (KEYNOTE-177 #5)

HEES T 149/153 1 (97.4%) |

. BIERTX, 122/153 %51 (79.7%) Z3B& HiLiz,

WD DORETRELERD 5%LL EORWERIZT TERD LB ThHoTz,

10

< EEDO TR 3B (3.2%) ., fMRkREE (X7
Ve N IR 2 1] (2.1%) | ITHEREREE 8 5] (8.5%) . AR IREERERREE 8 5] (8.5%) .
1 BUkERIE 1] (1.1%) . infusionreaction 1 #1] (1.1%) MO HiLT=, F7-. BEEDKEE
fEE (REREIRIRIEERE, ZIRLEE, FEIESE) . T ERAHEERES . RIEMREREE,
el RMEMEMEBRE) . R, ik - BIBUHBARE, BREMEE, O
K. M2 - BRSSPI IR PSRBT . BRI L, SRIFEREE K OV &)
IR b o 7o, REWERRBLIRILUIEEES: (RRMEERY 28T » 5%



£7 WTNHL OB TREEN 5% ELOBIER (KEYNOTE-177 RE) (REMMIT st 24£M)

ZE M K4 (SOC: BE (%)
System Organ Class) AFRE (b RIERE
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
AFIEM 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV > RBEE
2 1f. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
- rp BRI A E 0 0 0 30 (21.0) 22 (154 0
N3 b
PR IR REAR T 16 (10.5) 0 0 0 0 0
E e
250 6 (3.9) 0 0 10 (7.0) 1 (07 0
INCEN 8 (5.2) 3 20 0 0 0 0
(XA 2 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) O
1 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 9 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 32 (20.9) 3 200 0 63 (441) 13 (91 0
HEE D RE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEEN 11 (7.2) 1 07) 0 4.9) 0 0
1R AL AN 0 0 0 8 (5.6 0 0
JRYSE RS K OV A HUE
NGRS 1 (0.7) 0 0 8  (5.6) 1 ©7) 0
i R A A
ALT 4 15 9.8) 3 200 0 10 (7.0) 1 07 0
AST 571 17 (11.1) 2 (13) 0 7 (4.9) 1 ©7) o
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 ©7) 0
R 3 (2.0) 0 0 8  (5.6) 0 0
i B Ha D 1 0.7) 0 0 17 (11.9) 6 @42 0
R L O EE
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21) 0
1&H U ™7 A LE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R L OV SRRk P =
BA &R 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
KEHERE =2 —a N F— 0 0 0 29 (20.3) 3 @2 0
B K OUREEREE
AR 2 (1.3) 0 0 10 (7.0) 2 (14 0
Mg, MaERES KON RS
E=Aaatiiih 0 0 0 20 (14.0) 0 0
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Bl R 4y HE (SOC: B (%)

System Organ Class) AFHE == 375 1t
JLARFE (PT: Preferred Term) 153 {51 143 i
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
FERE R KOV P AR RRRE S
B SE 5 (3.3) 0 0 28 (19.6) 0 0
B2 o L 7 (4.6) 0 0 10 (7.0 0 0
FE - BIEFEIREN A ARG 0 0 0 25 (17.5) L 07 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
E 17 ALy 1 07 0 1 an 1 07 0
k=g
A e 1 ©7) 1 (07 0 9 (63 6 (42 0

¥, RVEMEMIZRE 561 (3.3%). Kiadk - /Mak - HEO TH 14 61 (9.2%) . #ik
fEE (7« NU—IEERES) 161 (0.7%) . BIUEMK - A4 - HigRerEE - Tk -
PEALMEAEAE 2% 25 61 (16.3%) | FRAR IS REIETE 18 1] (11.8%) . T IEAAREREFEE 2 61 (1.3%) .
R RERERTE 2 5] (1.3%) . BErEEE RMEMEMBERSE) 261 (1.3%). ik - #
R RAAE 141 (0.7%) | infusion reaction 2 51 (1.3%) . #6#% 1 51 (0.7%) 2358 BTz,
T, BEOREREE (TEEREESCRMATE, REREIREGRE, S, X
B 1 BB, ek, EAEMEESE, MK - Bk, S E O ER, LK, HER
Mgk (et MO PESR BT, IR E L, JRIFEREE . MERERIERAESS) KON
EREBIEGREIIR O b o 7o, REWERRBURDLIEESFS (BRMRAME R 25
te) HEULEIERETRT,
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(At - HE]

AR OREREYEETT L EZFIH LIV I 2 — 3 12k b, AHl 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &9, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEROARHF O EFIRREIZ IS 1T 2 MG i (LA
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeLH- L72FED Cavgss & LT 5 & T
Ehitz (FF) . £/, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIC I 1T 5 %
AEMIEFIREE (PAT [Chaxss) &9 ) 1, AHI200mg 2 Q3W TH G L7ZEED Craxss
EHE L CTEEZ RS EFRISAEZ 00, BARABREIZBOD CTERENHER S AT
HHE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZFRD Craxss & Ll U TIK
EzrTETFHlsnz (FR) , 60, EREAEBRE Z XTSI 400 mg 2 Q6W
TESG LA EIERER (KEYNOTE-555 iklik) 1 0 455 7= FEHIMEIC H-S < 3y Ehhe
RITA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
INZ T, EEDORENEIZ I 1T 2 B RBR AR (T D = | AR DR & & A2 T2t
& ORE A MRS D IRE LS TE T VAMESE X du, K| 200 mg & Q3W X 400 mg %
Q6W THH L7-BROMEFTE & & AME I L2 L OREIZ O W TIRFT S /R, k
LD - HEOM THINEL OVREVEICAME R 2RI 0w & PRl Sz,

&8 FAOEMBRR T A —F

v - B Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (Hg/mL) (pg/mL)
200mgQW' | (coivon | raoen | (78 i8s) | (o174 | Gossio) | (208 814
400 mg QW (12;2;4) (32.3(;??2.7) (10.%1(,).?0.8) (14??49) (SO.i?gl.S) (19.??0.9)
40(07%%%\/\/ (1351.2(,3.101;?6.4) NA ( 14.1: ii—, 4) NA NA NA
10 mg/kg QW' (212,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

$:n=2993, 100[HDY I = L—y 3 LY EHEINTKAEIEO T IAE (2.5%4, 97.5%40) | Crax : FIEIHE
HHOREMIERIRE, Cag : PIEHEGHOFEMIEFIE, Cmin : FIEFEGE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGETIREE, Cavgss : EFIRBEIZH T 2 FHMIEF IR, Crinss : EFIRREIZ
BT D Bl i i

T : 56 Bl DT EIIME  (95%(5 HEIX[H])

§ : 41 BT (95%(5 4 X [H)

NA : 47 L
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4. HERIZDWNT

TRERARMEE U CHEHSERE IS T D868 - B A2 B < MSI-High 2 A9 2 [@ERHEIC
*THEAMGERELRE SN TS, AEZE D, EHRNLY X7 E8EE (RMP)
(233 < ARAN D IS R BVEREARTE B~ D B I IRHI3 B 2 itk Td - T, ARAN O£ 5-H
W/ B AW FrE L. AFIOBEIC L0 BEREWER 23 LIZBIC ks 5 =
EMMERTZD, LTOO~Q@DT X TE- T B W THEAT I RETH S,

O HERRIZOWT

@1 Fieo (1) ~ (5) OWTINITEYT AR THDHZ &,

(1) BFEAFBREDEET 50 AR FEEEEILSRRES ERE R B PEHL SR P
HIR 28 A RS EBE LS e kS ARSI e &)

(2) HrErEREIRPE

(3) ALENFIRENENFEE T 2D AR (05 ARRHEEEIE BT, 23 A2 REE
BB, HS A PR HEE R A &)

(4) ARACFRIEEZRE L, SRR L FREZR 1| USRI L a2 R
2 Ofiigg FVEIAR D 21T - TV D ek

(5) PUEMEREZ AL S BINE O g% FAE AR 5w H 21T > TV D s

D2 x5 & 72 DR T OALSRE S O BINE A FE B O RIS 57 70 ek & Rk 2 Fr
DER (FROWTNNNIEYS T DERM) 23, YE2EROAFNICE 5RO EE
HELTRESN TS Z L,

B IMMETFIRIERITHE LT - BEOEHE~ A 7 a7 T4 MRLEME (MSI-
High) ZA9 5P (BEHERR2RRENNEREGIZIRD)

o [ERIGFFESE 2 EOPHAHME ZE T L2121 5 FELLED D ATRIED BERAHE %
fToTWBZ &, 96, 24 RiX, NASEWRES L UZRERERESOHE %
1T TCWNWAZ L,

o [ERIGEFEUSE 2 EDOYHAHMEZE T L121%1C 4 FELL EDOBRRBRZAEL TV 5
Tl 9b, 34ED R, w5 L A DEIEEE T O 0 AR Z ST e IS ATRIR D
ERMHE 1T > TN D Z &y

IR YIBRARE /AT - R OEHE~ A 7 aYT T4 MARLEM (MSI-High) &
T 56 - B

o [ERIGEFFEUSE 2 FOYIHEZE T L7122 5 FLLED D ARIE O EGIRIHE %
{ToTWBHZ &, 96, 28U BT, BAEYEELS I & LZBRESZOHHE %
IToTWAHZ &,

o [ERRFFIUSER 2 FOMBINHE 2B T LI2&IC, {HLEHREO N AL 2T 5
FLLEOHELBARFZOBERZIT>TND Z &,
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o [EAIRFFESE 2 FOMINMEZET L72RIC 4 FLL LORIKERZ A L T\ D
Tl OB 3T AR E R DT O N AW E e ATRIRD
FRRBHHE Z1T > T D Z &,

© BRENOERFHREHEOKHITONT

AT HE BRICIC S 2 BMEA D BLE S, BRSO OfF B D, Ao - &2
P KA OB P ONE RIS ISR 5 E iR it A HFFRNRLE LB E OHE
. FRHESNITATONDIEFINE > TN D Z &,

® EBIHER~DXRITDNT
@-1  HEREHIC R 2 B

VMR RS O B AR BIE A AR AE L7ZBRIC, 24 FERIRSIRIAHI O T, 2ikitisk X
TR T, B L 2 BIERNICIE U CABRE BE L O CT Z O BIVER ORI
ERRAEORERD Y HHIZE G, B HITRIGFTRE AR 3 > T D Z &y

Q-2 EFEREHRICLH>AFEFSNCET I EH

DN AR Z B 2 ik M O e 2 A4 5 EREEHE NRIERT =421 > 7
EEHEDIEROA T ) —= T EITOERE &R EZ G TE 5 F— AERIRH] 235
S TnWBZ L, 2B, BiAHIZHOWT, RABRE EZOFEICHFIITEMENT
WhHZ L,

®-3 BUHEADOZEr LN LT

AWER (FEMEMREEIZINZ . KIBK - DMk - BEO M, BUEFX - IR - 1T
BERBREE - ¢ - B LMENRE R, B E RMEHREMEE R, RERKEBRE) . N
SRS (T EAMRERE S FUIRIRBERERRE S . BB HEREREE) . 1 BUBEIRIE ., 5 & O Rk,
Tide - BRI RARIE , BER . EEE DR ERE (Pt A RARIE . B R IERRIE %
e, ZIPALEE, B RIESE) . infusionreaction, AMZE « BAREAS, FAEMNMESJAE, ARk &

(FT7 v« NU—EBRESE) . Ok, BEERMKEE (M i MBI SRR |
TR L, JRIFERES, MEERIEKESE) . HE OB R, MERERIEGER., M%) (Txf
U C. Yazhia ST B R R O B 2 A9 24 Al & s U (RIVER OZ Mokt
B L THRE R O EEEZ T ONDRMEICH D Z L) EHITHEY 72 ALE N T 5K
NS TNDHZ &y
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5. BEXRLEGLHESR
(HZhEIZ B3 2% FH]
O TREOBEIZBWTAFOF RN RSN TN D,
o BAMETFIRIERICHEELET - BROSBEE~YA 7 a7 T4 MALEN
(MSI-High) % A3 % B W (RGN R EER 5G] D)
o IBHEUIBRABE LT - BROEBE~A 7 n YT T A4 MARLEM (MSI-High)
HT DA - B
703, MSI-High 2T 2 ARKA O a v R=FZKIEKEL LT, MSI &Ex v K
(FALCO) . FoundationOne CDx 23A/%7 / L7117 7 A /b, Guardant360 CDx 75 A&
fRrA73F)b, X2 ¥} OptiView PMS2 (A16-4), X ¥ F OptiView MSH2 (G219-
1129), ~2 % 7 OptiView MSH6 (SP93) MK TN % 7 OptiView MLH1 (M1) 737K
BEINTWDE (WTRbHERGE4),

©@ FRLIZRENE T 2 T 2 AR OB 5 O TSV TR A0 A ZPED
MESLSNTELY, AAOHREGHR LRG0,
o FiomibhRE
o fOPUEMELGA L O L TRE SN EBH

(PB4 % FH]

O TRICEYTLIEEFIZOWVWTIARFOERGENERE SN TNWD Z b, &5 E21T
Drpnz &,
o AKFNDESTIKE LIBUE DBEERE D & % IEE

@ IRFEATOFHMIIZI VT FRAICEE Y T 2 BE 2OV T, AFI OB IFHESRE S 7e

D, OISR N e WGEIZIRY | HEICAREAZEHTHZ L 2BETE 5,

o [MEMMEBROGIXIIEEDOH 5 BE

o JfaEEi A CRIE R & R 5 B K ONEBYME 0 Ji Sk i sk 2 <08 Ge 11 it 7%
EOMICRIEMEZN B DD BE

o HOMERBOAGE, SUTEMEA AT U IXHERMED A O iR OBEERE O
b5 BE

o JEEBAE GEmEMaBRELZ &) Ob D EE

o FEEORBYSUIERE A AT HBE

(%5 MSL-High %43 % BFREERE O LU » FIEERECTdH % = & 23% STV % (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)
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e ECOG Performance Status 3-4 " o B

(I£6))

ECOG O Performance Status (PS)

Score TEF
0 AL MR IEBTE 5, FFaiL A U R EAESHIRRITX 5,
| PRSI LD TEBNIHIR S D28, BITARE T, BAERECEE - TOERIIIT) 2 &N TE 5,
Bl DT, FHBEE
2 BATARECTH S OH DEIY O Z LIFE T SN TAEEEMEEIFITE RV, B D 50%LL EiE~y M Tl I3,
3 [RONTBGOHOEY DOZ L LNTERY, HHPO 50%L EE Xy Ko TilI 4,
4 LTV, BOOHORY O Li3al TERY, BRIy R+ Tiasd,
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6.
@
@
®

BEICIRLTEEITREERHE

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

MO DI B EFRE + B L T ERT 52 &,

TRIEBRABIC SN D | B UL Z OFEICHINE L OERR M2+ L, [RE 215

ThoRETHZ L,

FREWEH O~ %Y A MZONWT

o [MWEMMEEND LD ZEND DD T, KEIDOEEIZHT- > TIL, FIHE
e (BGIv, PRI IR EE, k) ORERE M O X S o F2 %, Blggx 1
FATH 2 L, Fo, KOS UTHE CT, MiF~—h —F O % K3
HZ &,

e infusionreaction 3% HILDH T LN & 5, infusionreaction 23R HILTZHAIC
(%, WEIRAE 21T O & &b, SRR EIE T D F TREOREBE 08l
THZ L,

o HURERBERERET T HRMAEEERET LK ORIBEHEREN L LDONDLZ BB LD
T, ARHFN OB H-BAbbET M O 530 R IXEARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, i =/LF Y — VEORE) ZET 5 &,

o BUERTSR. MFAa, RS, ITR, B{EMEERP O LoD Z E03H 5D
DT, AAN OB E-BRIERT & OG- W e ST iFséaE R4 (AST, ALT,
v-GTP, Al-P, B U LVEVEHDONIE) 2FEiid 252 &,

o SEIERK (IERKMITEEMRERZ GTy) EORERIREERH LoD
ZERHDHOT, EMMICIROBE OFBEMGRT &, -, IROEFEN
RO BTGB, HONICERKEAL X2 T 0 L) BEZIEET HZ &,

o ARFNOEHIZE Y GBEOEIESINTER T D LB 2 S DA R BSORHRE
DHLOLNAZERHDH, RENBEDOONT-HEITIE, BELEZERIIL U
BEFAR 70 05 & B8 BR 2 FF O R Al & Ul 2R R M A 1T B E O R
FOGIZ X B BWER D o 2355113, ARFIORIE T H 1L, K ORIE E R
IWERIOBRGEZZET L L, B, BIEREFRLVE L OERGIZEENE
HOUENFRD LAV WA, B BB A o DSOS miilA o8 in
HbERETH L,

o BETH.ECARN O ARGE L T LEWERANRETL ZERNH D720,
KB DOEEHE TR HRWER OB 2ITHEET 52 &,

o I AUHESRIE (BIAE 1 BUBEIRIG 2 5 de) b bbiv, FERFMS h T R—v R
WZEDZENRHLHDT, Ol Bl NEH-EDORER DR BLLCMPEE D FH12+
SEBETDHZ L, 1 BRSNSk G 2L, AR ) il
RO GEOMY R NEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 #RBR Tl 9 ] = &, F7-. KEYNOTE-

158 kB & O KEYNOTE-164 ik (24— b A) TII& 5865 1 41T 9 M

TEL VAREDREZ 12 B I S ICHEIMEOFM AT o TV 2 L ESBIT, KA

H X ESRC mG s CRROMREIT ) Z &,
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