4 . 3 .

PER ¥-5-2

2 3

REFEHEETA K4 v
NATu ) X2 (BEFEBEZ)
(K554 : %A h—4 SR 100 mg)
~BWEEELRFERE (TMB-High) Z& T 3 EEE~

SFn44E2 A
JEAE FEE




ER/N

1. XL®ic P2
2. ARANOF. (FHKT P3
3. ERIKAGE P4
4, FEFRIZHOWT P8
5. ®hHxIGE LB P10
6. HEHEICELTHETRXHRA P12



1. IIC®»IZ

=S5 DH N « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHINOMEAIZ LY | FUREIKS 22 & OFHN 72 Frlil/F A%
FFEIMPERBINHH T, 2O DOEEKGLZ FEICLER BT IR 5 2 L BRED
PR L 72 o TR RREMBGEE & O FEAR T #2016 CFAL 28 4F 6 A 2 H BRI E)
IZBWTYH, EHMERLEOFHORKE(LEEEZ XL Z L LS TWn5,

FORE R ST, SRRSO BT 0 7 7 A VS EDEIK L LB S TR
RHZERDD, ZOD, HIMELROLRMICET 2 EWMN 0SB 5 £ TOR,
WMELEHG DO BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEE U= LB 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B <l
THZLENEETHD,

L7eRoT, KA RT A TiE, BIFERES ZNE TITE LN TV A EEIH -
BHEm R S & | DUTF ORI O e H 2 HEET 28800 6 MR B &5 2
F RO EFRREZRT,

B ARITA BT A %, MNATEBUE NEE S EREE R S, A tHEANR AR
BRI s . — B N B ARERIRN B E & & OB N B A IR R T2 O )
DY EER LT,

WG L IR DEIRAL L A ML —F SEERE 100mg (— R4 AT e U X~vT (Efs
THAHLZ))
KR ERDMEXIHE © DAALFIRIEZITIE LSO ER s 74 % & (TMB-High)
AT HMEAT - B OB EER 28RN N2 558101 )
MNEERDMERORE - W@, AT, 2a7nl) X~7 (Earlfz) LT 1
[F] 200 mg % 3 MMM IE 1 [18] 400 mg % 6 # M T 30 75
2T T RIEEET 5,
% & . MSD R4t

5

;3
=
o




2. AFOKK, {ERBERF

XA M —F BIEE 100mg (—#4 - XA 7 r ) XA~7 BIEFHR) DUT TR
Fll Evv5,) X, PD-1 (programmed cell death-1) &% ®D YU %> K Té 5 PD-L1 & T PD-
L2 L DOfEEZEZMAET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 #2813 T HifE S B (RS 2> DL 5 72 DI 2 A A3 FI 5 5 3 7 S 7 il 4
AA wF T, PD-1 1, EFEZRRBICH WD TEER T MiluoMinLmIc BBl L, B O %
P I s % B Lo AR LB ST R 70 se e RS & 35, 376, PD-1 (XU H o REfE
ATHZ LKV PURZRRICL D v 7P v a AICHIET 5% B/ KThH 5, PD-L1
DIEFFMEIZ BT 2 7B DTN TH LN, Z<ONRAMIETIE T Mo 2z
HIFEWMENCFB L TV D, DAKIICEIT D PD-L1 OEFEEIL, B, M.
MR IRBRE . FE/ BT & Ox N T TR ARRKR - CTH Y | IRWEfER
& OB HRE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S PD-1 & PD-L1 OFRMKIINEE
DG PERRREC BV CHEERKREZE S Z LRI TEY | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Oj U > ROFERELEST D2 Llck v, 5
W NBRBE TR O RS A S T U S ERATEMAL &8, HUlEE S 2 FEE L
T 52 & THIEG IR ZFET D,

ARFNOVERE 2D < E O RN X 2RISR S b oh, BESUIELTIC
EOWREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TI2ATV, BEDH
D BTG EITIE, FEH LT F RIS U RPN 2 ik & BB & RO PR Al & s L Tl
BN 8RR W 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWE) IRALE 24T 9 ER D D,



3. BRERBUE

DAL B U - @ O S R A B E (BLF [TMB-High &9 ,) =F
T LT - BROBEHE GEHER72IBR BN IGE TR D) OARERHIRHG 21T - 7=
T R AR BR O Rk AR T,

[H2hE]
[EFRIC[EZE M AHRER (KEYNOTE-158 #fR)

(LB OB 5T - HROBIEERESE (BAFEZ L1207 A~L 0% 71—
T IBUTH] 200~1,595 ) ARG, AHKI 200 mg 3 EMRIE (LT TQ3W] &
9,.) BHOEMER NEZEVERBE ST, AFIDOF ML, FoundationOne CDx [T &
0 TMB A =27 " 73 10 mutations/megabase (mut/Mb) LAk & HH & 7235412 TMB-High
CHIETDHZ L L L, NTEENCAE S T, I —7 A~T IR SN EREERE I
W TTHRNT DM T DT,

TMB-High 29 % 102 5l (HARAN 6 #laETe) KU TMB-High & A L7220 689 f
(HARN 71 flzETe) IS5, EEFMEEE TH D RECIST A4 K7 A > 1.1 hRIC
HOSHIHEIZLDEZNEORR Q019F6 HA2THT—X 1y "A7) FR1DL
BY ThHoT,

* o —RIBE & U TEEIICER SN TV A{ERIEITE NI HEZE THW LR TWD T
PR R OB R 1 % 8 T TR I W HR BT SRR O JB3E D3 A AL B Tz,

¥ B/ N—FITBNT, ERENLTOBRERHAHEAN DAL,

A TP R ERE) . B : HER (HEXONEORE, 7272 L7 7 — % — I RKEIES

ZER<) . C: i, B, /DG, G, B & OV Sk O N o WES: (B o bR S d

AR N IAIEES) . D FENESE (WIESOXMERESE 2R<) . B: 7a5%E R

SRR . FAhEE RS BERE) . G /NHIIaiRE, H : FPRzE, 1 BRI, T MER

P (RESOIFZERIES 2R <), K: @~ 7 a¥7 74 bARZEME (BLT TMSI-

Highl &5 .) 287 2ETHEERE (K55 - BEE2R<) . L (FEO#A) : MSI-High %

9 5 HEITEE

#3 0 5% LT LOVBRE TR S T2 RIFR S S K OFERIFRAE R & | AEREAIE RS D2
B OWEEN I REII RN b 5 L BEZ DN A ERERN-E HEEH 7= 0 OEROK

(mut/Mb)
#1 ARk (KEYNOTE-158 3k)
TMB-High Non TMB-High

102431 6891

CR 4 (3.9) 11 (1.6)

PR 26 (25.5) 32 (4.6)

%k SD 14 (13.7) 228 (33.1)

(%) Non-CR/Non-PD* 0 3 (0.4)
PD 48 (47.1) 349 (50.7)

NE 10 (9.8) 66 (9.6)

Zzh= (CR+PR) (%)

(95%CD) 29.4 (20.8,39.3) 6.2 (4.6,8.3)

CR : 5227%h, PR : &0 2E%h, SD : 2. PD : AT, NE :

At ARE. CI x5 HE X[

* L E CORERRES CITRIER AL 72 L & S, 1RBRIER: 54412 Non-CR/Non-PD & 54l & i

I GER




TMB-High A3 % 102 1§J (BEARAN 6 HlaETe)) KU TMB-High 274 L7\ 689 {3

(AAN 71 Bl & Ede) 1285, RECIST 4 K74 > 1.1 U3 < @iz L 5
D3 AT @%xﬂaﬁ—@ﬁ% (201956 H2THT—X v "4 7) 13R2DLEBY TH-
7=,

&2 DARBBIOFDMEE (KEYNOTE-158 35)

TMB-High Non TMB-High
DN TR B (%) #%h (CR+PR) B (%) #%) (CR+PR)
102 {3 (% (%)) 689 i (FhFE (%))
ZINH B B 34 (33.3) 10 (29.4) 42 (6.1) 4 (9.5)
- SEHIE 16 (15.7) 5 (31.3) 59 (8.6) 7 (11.9)
T NI 15 (14.7) 7 (46.7) 67 (9.7) 4 (6.0)
T P99 14 (13.7) 1 (7.1) 75 (10.9) 8 (10.7)
A=Y 12 (11.8) 2 (16.7) 0 (8.7) 2 (3.3)
RN 3 WARE 15 5 (4.9) 2 (40.0) 82 (11.9) 1 (1.2)
WE 7% R 3 (2.9) 1 (33.3) 9 (11.5) 3 (3.8)
PR e 2 (2.0) 2 (100) 78 (11.3) 3 (3.8)
Rz 1 (1.0) 0 84 (12.2) 9 (10.7)
JIERER ] 0 — 3 (9.1) 2 (3.2)
—  HEEART



[Ze21E]
[EFRIC[EZE M AHFER (KEYNOTE-158 #f#R)
HEFEGIT 103/105 B (98.1%) (2. BIWERIT 67/105 5] (63.8%) (2788 Hiviz, HHL
TN 5%LL EORIWERIZITRED LB THoT2,

#£3 HEEN 5% EORIEA (KEYNOTE-158 3RER) (RAeMAENT i)

EEERIRSYHH (SOC: System Organ Class) H%k (%)
JEAGZE (PT: Preferred Term) 10543]

(MedDRA ver.23.0) 4Grade Grade 3-4 Grade 5
EEIEM 67 (63.8) 15 (14.3) 1 (1.0)
o WA

FOPK BRAE RE T SE 7 (6.7) 0 0

FOIR BB BB T E 13 (12.4) 0 0
H ke

T 8 (7.6) 0 0

L 6 (5.7) 0 0
—% - A REER L OGN OKEE

I 9 13 (12.4) 1 (1.0) 0

I 57 17 (16.2) 0 0
Rtk KOs E

BN RIS 11 (10.5) 0 0
BB KOV ARk

75 P 6 (5.7) 0 0
FZJE RS X OV T AR E

= 5 e 12 (11.4) 0 0

JE 9 (8.6) 0 0

7eks, MVEVEMER 461 (3.8%). KGR - /NEHR « BEDO TF 3 6 (2.9%) . BIE
R A4 IR BRI - T2 - AL PENRAE 2% 5 151] (4.8%) |, FOIR A REIE T 15 1511 (14.3%) |
B RERERETE 1 1 (1.0%). 1 BUHEIRIA 1 6l (1.0%) . BHeerEs (PRAMIE RVE MR % .
ARERIREFA4%) 161 (1.0%) K O infusionreaction 1 1 (1.0%) i bz, F7-. &
FEDO RIS (haEfhR RS AIE , FAEIRARIE R, ZIRALEE, BREES) |
MRS (F7 2 - NU—EBRESE) . FEEAREREREE . Bk, ik - BT RARE, =
JEADIEJIE, BNd% - BB, S & DMK, Ok, EERMERESE (Go M im M
PESRBER . WRIMER M, JRIFERES, MERRRIERIESE) . MEKRE RIEMERE R O EZITRE80
W holz, REIWERFBBURDUIREEFESR (RAREMERET 2 E5T) 280EHER %
Y,



(At - HE]

ARNOREREYEHETT L EZFIH LIV I 2 — 3 12k b, AHl 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW] &5, ) XiX 10mgkg (AHE) % 2 [
Wk (LLF TQ2WJ &9, ) THRE LEBEOAF O MG T EENRF SN, Ok
Fe. AL 400 mg & QBW TH G- L7-BEOARF O EFIREEIZ IS 1T 2 I iE HiRE (B
T Cagss) &9, ) 1E. AHI200mg Z2 Q3W THeH- L72FED Cavgss & LT 5 & T
Ehitz (FF) . £72. AH400mg % QBW TH G- L /=R ARHKI D EHIRREIC I 1T 5 %
EIE IR (LLT TCrmaxss) &9, ) X, AAl200mg 2 Q3W THEH L 72BED Craxss
g L CEEZ T E TSNS OO, BARNBEFIZE WD TR R ST
HHE - HETH 5% 10 mglkg (REH) % Q2W THH: LTZERD Craxss & Ll U TIK
EERTETRHEINT (FFR) . SOI1C, EERAERE 2 X5ICAKA] 400mg % Q6W
TG L7/ TR (KEYNOTE-555 i5R) K 0 155 7= EHMEIC S < EipHhhg
RIA=BFT VI alb—ra Al PRI LICEMERE ST XA —X LHEEILT- (F&R),
AT, BEOW AT 2 ERRBRARI IS & | AFIORE R & AW TR e
PE & O BEE A fii 9 D IR ER SUGE T /L AEEE S, AH 200 mg &2 Q3W XX 400 mg %
Q6W THH L7-BROMEFTE & & AME T L e L OREIZ OV TIRFT S /R, k
LD - HEOM THEINE L ONREMEICAME R 2RI v & PRl Sz,

&6 FAOEMBERR T A —F

v - A Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (Hg/mL) (pg/mL)
20mgQW' | (coivon | raoen | (78 i8s) | (o174 | 4ossio) | (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 mglkg Q2w (21;2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19?;00)

+:n=2993, 100 BIDO ¥ I = b—3 3 N K0 BEH S 8 FEO YL (2.5%05, 97.5%45) | Cmax @ FIEIE
GO MG FIRE, Cavg @ PIEIFR 505 O MIE FIRE, Cmin @ PIEIFR G (A 74 2 HEH) ORI
IR, Cmaxss | 7EHIRIBICH T 2B\ MIE TR, Cags : EFIRIEICERIT 2 EIMIFEFIRE., Cminss 1 EFIRAEIC
BT B IR iF e B

I @ 56 il DRATEIIE  (95%15 HE X [H])

§ : 41 Bl OLEMEEIE (95%(EHEIX )

NA : 47 L




4. FERIZOWNT

KA 2 G od, EIESL Y 2 7 B (RMP) (235 < AHI o 3K 5 22 AV BEARTE &)
ORI & D gk T > T, AF OG- DY) 72 B 2 2Wr - FrE L, RFlo#
FAZ XV EERBER AR LRSS T 5 2 EBARERTZD, LTOO~@D 3
TERWEIRRITBO TR 52& Th 5.,

@ MWEHRIZTHOWT

D1 FiEo (1) ~ 5) OWTFRNTEYTHMiETHDZ L,

(1) EAEFBREDEET D05 ABHEEILS RS (BRE RS A S HE RIS R
HiE A3 A RSB IR RRE . MUY AU BSIRIERE 7R &)

(2) FEEHEREIRRE

(3) FREIFIRAFEDGET D03 A HEEEFRET (DS AR EEER EbL. 03 A
W19l DS ARSI EEHEE R 7 &)

(4) ARACFRIEEZRE L, SRAEHREINE 1 UL FHEINER 2 O it a% FL
Z£% D It 21T > TV Dk

(5) BrEEMERES AL E BUINR OfER FAEITAR D | 21T - TV B Jitigk

O-2 B L 72D D ATE T OAZHRTE S O RIME R 38 BLRE O S IG IS 47 70 sk & ek &
FroBER (FROWTINITEEY T HER) 25, Y2 OAFNCET D8RO R
EHE L TRESN TS Z L,

e

o [EHithFFEEE 2 EDOPIHIHME ZME T L7212 5 4ELL ED D ATRIED BFRIHE %
[THoTWBZ &, 9bh, 24D R, RARMIRELS T & L2 BRBEEZOHHE 2
IToTWVWbHZ &,

o [ERFFEUSE 2 EOPIMIAHEAE T LI2RIC 4 ELL LOBKRRREZA L T\ D
Z L, 9B, 3HELLRIE. MR LE 7D 0N AFETE T O A RYIERE T e N ATEER
DEREHEZIT> TV DH Z &,

@ BENOERLEREEDOEHIZOUVT

PSR BB BT 2 BEE DR E S, BRSO RAE D, Aotk - &2
EPESEIE P RE RO B L OERSEIC T 2 Rt A FFRPBAE LG H oHE
¥, FERESDIATON LRGN ESTWND Z Lk,

® EWER~OXRIZONT
@-1 MEFAEHICEET 5B 4

B MERR B O EE R BITERA R AE LB, 24 BERIEZIEIRHIO T, Y%k X
TTEEE R IRV T, B L TZRIWERNICIG U CABEE B O CT ZORIWER ORI 24
ERREDORERN Y HHICE G, EHIZKIGS ARG N> TWnD Z &,




@-2 EFREHIC L AEERSICET 5 ES

M AR HED 5 E IR A L O e 2 B D ER RS NEER T =42 ) v/
EEWIEROA Y ) —= 0 7 E2ATOEIRIE LR % A TE 5 F — LERKH )
HESITWABZ L, B, BiHEHICHOWT, BDAUBE EFOFEBEICHDICEMmEINT
W5H ok,

@-3 BIEROBHTLRTICE LT

RUWER (MEMEMEBIZINZ . KIBKE - Mk - BEO N, BUERZX - A2 - 1T
BEREFE S - % - BEALMERRE K, BRI E (RMEFIEMER &, REREBERE) . N
SrulEE (R IR E . FURIRME R . BIRPRREREE) . 1 BUHEIRIA . 5 & 9 Rk,
Mo - BEBURIARIE . WER . EE OGRS (hEPER R EEIERARIE, B R IEARE
e, ZIERLEE, FHARJEIESE) . infusionreaction, AMZE « BHAEA . FAEMNMESIE, ARkl E

(7 v« NU—JEERESE) . Ok, BEELMmKEE (M i MRS PEERBER |
PRI, JRIFERES, MERERIERIESS) . MERE BEMERE, S 2k LT, Yk
B ST R OB 2 AT 2 AN & #EHE U (RIVER OZWr-ex s 2B L TiRE
KOS REZTONLEMEICHD 2 L), EHIZHEERLED TE DEHBE STV D
ok,



5. BEXB LR DRE
[(B2h I B3 % 1]
O TFTROBEIZBWTAROF N REN TN,
o DAALFIRIERICHEE L- TMB-High 2 A4 21T - R OEFRE (A7
TR R A 2R D)

7245, TMB-High 2B 3 2 AFI O = > "= v Blidk% L LT, RES
FoundationOne CDXx XA ) 570 7 7 A LN AR I LTV 5D,

BAICHT > T, BEERON A FT4 VEORHOMHRESEI, SITOL
PRUEIC L D TMB AR~ R B R ORI O 2 IR OB > T
BT 52 L,

@ TREICEENE T 2 BE ST 2 AR O G K O A ITIEC DWW T AFIOAZPED
MESLSNTELT, AFIDEREGHIR LB,
o FToMBIRIE
o fOPUEMELGA L O L TRE SN BH

10



[Zz 4pEIc B4 % $H]

@

TRUICHEU T HERE IOV TIIARKN OB E DD L SN TWDH I Enb, %5 21T
bz &y
o KRAIDRKTITR LIBBUEDBEFREO & 5 &

BEATOFHEIZ BV T FRLICRE Y T 2 BT W T, AFIOF IR S e

DS, MOTREERINE DN R WGEIZIRY | HEICAKZEHT 52 L 2B ETE 5,

o MEMMZEEROEI IITEOH 5 BHE

o i E R A CHRIE R 258 5 B K ONE B M 0 KU Bt 2 <0 gu M fiti ¢
FEOMMIZRIEMEZE N A BN D BHE

o HOMEERBOADR, TR L < IXFERMED B O g% B OB D
b5 B

o BB (EmeMaBEEL ST) Ob b EE

o MO IIBHEEZ AT HEE

s ECOG Performance Status 3-4 "™V o 4

(ED) ECOG @ Performance Status (PS)

Score | EF%
0 | &<MERIEHTE 5, B U HEAEESIHIRZ: IT2 5,
1 PRAGIC IS LVEBNIHIIR S A 23, BITATHE T, BIEEM - TOMEEIITHI 2N TE 5,
B mWF S, FBIEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 ROENZESOHDED DZ L LnTE Ry, HHOD 50%L EE Xy R+ Cil 21,
4 2LET RV, BOOHEOERD O el TERY, BEICy R KR CTiZd,

11




6. BEZELTHEETREEIH

O  USHHSCEEIN %, MEIRGEER DRI 5 ERME TS E ARHI O ReM: K OVl 14
DT OIZ LB HZ T L TR 5 2 &,

@ IRIRBAMBICHENI B BE T T OFBRIAER OfEtE 2 H58iH L, RE 215
ThoEETHZ L,

@ FEREWEHO~RY AL MIOWNT

MEMEERERH oD Z DR H LD T, KEOEGIZHT--> Tid, #IHE
W CEEIRL, PRI IRIEE, k) OfERR & OWIE X #ilRds o F s, Blgisz +
AT O T &, Floo BELTS UTHES CT, MiF~—F —F O/ 2 Fhi+
5k,

infusion reaction 23 &% 5 0I5 Z L 3% %, infusionreaction 23728 H AL AT
E. WURREZIT S & &b, SRR EIE T D £ THEEOREZ 0882
T5HI &,

FR el S . N EAEERE R CRIBEEEREER D bDLOND LR H LD
T, AAF| OB G-BAERT M O G-I P IE NN oUW EERR A (TSH, l#Hf
T3, #HE T4, ACTH, IfH = LF Y —VEORE) % FEiiT 5 L,

BIERF 2%, A4, IFeERES . IR, {EHERERD L OND Z 03 H D
DT, AHNOEG-FRMERT R O 5 I E I iTseEmR A (AST, ALT,
y-GTP, Al-P, B U LB HOHE) ZEMTH I &,

SEIEE (MR L I BHEAER 25 T) FOEERIREERNS bbb
ZENHHOT, EFICIROEFE OFBEMHRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2T2 L )BEFELRET L L,
AHNOBGIZ LY | WEORIERINIERT 5 &5 2 bRk A 7B E
DHOLONDHZ ENnbD, BENPROONTEHEEITIE, BB LEFRIIN LT
BEPHE 70 il & ARk & RO Rl & s U ClE bl 22 8 B Wr 247\ il o
FOSZ & D BWER R BN 2551213 AFIORIESU I IR, K OREIE RE R
NEVHIORGEEZEETDHZ L, ok, BIBRERLVE S OREIZEYEIE
HOYGENRFRD B2 WIGEIZIE, BIE RE AR VE LSO & 1 Fl o e hn
LERET DL,

B TR, BORRI 5 AfRE L T LEERD BT A2 B3 H 5729,
AFNOFGHETRIZGEWEHOFBU A 2ITEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIRS 2 & de) Db bbiv, BERFES 7V F—T &
IZELHZERHLOT, Aig, Fl, EHFDOFEROFEELMBEHEO R+
SEETDHZ &, 1 EMEREASEONEGE I EREERIEL, AR Y 8l
O & DORMY R LEZ1TH 2 &,

@  AFOERRERIZIBV T, KEYNOTE-158 3B TIZEG-BME D 1 ERMIZ 9 @M =

&

1AL 12 8 & & A EOFHE 21T > TWe Z &£ 25512, ARG

PHXEHRNC B BRI A TRIROMRE Z1T 5 Z &,

®@)



