IR

REFEREET A KT 1
Ravnl) <=7 (BFEBRZ)
(B354 - %4 hA— 4 SR 100 mg)
~EBVWEEELTFERE (TMB-High) 267 3 EFE~

SFn44E2 A
JEAE FEE



SN

1. IL®ic P2
2. ARANIOF. (FHKT P3
3. ERIRAGE P4
4, FEFRIZHOWT P8
5. HhHxtG LD B P10
6. HEHEICELTHETRXHRA P12



1. IIC®»IZ

=S5 DF N « B RMEOREROT-OIZIL, I SCEFIZE S W2 Ee AR D
B, 6T, ITEORFEHNOEAIZ LY | FUREIKS 22 & OFHN 72 Frlil/F A%
FFEIMPERINLH T, 2O OEELZFEICLERET 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(LEEEZXNL Z L LS TWn5,

HRE R PP ST, SRR L M7 0 7 7 A VBBEFEOES L &I 5 R
RHZENRNHD, ZOih, HMEROEZEMEICET RN oS T 5 E TOR,
WELEHL O BE LML ZIT 52 EPHIR SN BFICK L THERT 2 & &b, BIfE
FDFEEL U= BE 72 kb &2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B <l F
THLENEETHD,

L7eRoT, KA RT A4 TiE, BIFEERES ZNE TITE LN TV A ESLIH -
BHEm R S & | DUTF ORI O e H 2 HEEST 28800 b B R 2R 35 2
FROEEFERREZRT,

B ARITA BT A %, MNATEBHE N EE L ERESE R G, A tHEANR AR
BRI s . — M AN B ARERIR N E & L OB N B A IR R 72 O /)
DY EER LT,

KB E T2 DRI © XA FV—F FEERE 100mg (— 4 - XAaT7r Y X~v7 (BE
FHAHER))
KRG ERDMEXINGE + D AACTFIRIER ITHEE Lo @O EEER -A R & (TMB-High)
AT LT - B OB GEERNRIGRPS NS5 ICRD)
MG ERIMEROAE - B, BRAICIX, RXa7nr Y X~v7 (@EiErHERz) LT 1
[F] 200 mg % 3 MF MR IE 1 [18] 400 mg % 6 # M T 30 75
T TR 5,
¥ % : MSD A4

5

i3
=
o




2. AF DK, 1ERBERF

XA M —F BIEEE 100mg (—i4 XA T7r ) XA~7 (B DU TR
Fl Evv5,) X, PD-1 (programmed cell death-1) &%= ®d VU %> KT 5 PD-L1 LT PD-
L2 DG EHZMEET S, B MEilgG4 £/ 7 v —TF LHURTH 5,

PD-1 #2883 T Hifa 6o B (RS 2> D ki 2 72 D12 23 AR A3 I 5 5 3 7 S 7 il
AA w F T, PD-1 &, EFERREBICI WD TEER T MifuoMinLmIcBEL L, B %
P I % B Lo AR LB STl Rl 70 sp e RS & 35, 37 B, PD-1 (XU H o REfE
ATHZ LKV PURSRRICL D v 7P Ve AICHIET 5% B/IKThH 5, PD-L1
DIEFFFEIZ BT 2B DTN TH LN, Z<ONRAMIETIE T Miao@ = 2z
HIFEWENCFB L TS, DAKIICEIT S PD-L1 OEFEBIL, B, M.
JHHERE . IREE . FE/ BT & Ofx e N T TR ARRKR - TH Y | IRVWEER
& OB HRE STV D,

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

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

ARFNOVERBE 2D < E O RS X 28N & b oh, BESUIELTIC
EOWREMNDN D 5, AANORGH R OEEGRIZIT, BEOBIEL TIATV, BEDH
D BTG EITIE, FEH LT F R U RPN 2 ik & BB & Ff O PR Al & @ L Tl
BN 8RR W 22 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BIRRE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. BRERBGE

DAL B U - O S R A B E (BLF [TMB-High &9 ,) =F
T LT - BROBEHE GEER Z2IBRNREER IG5 ICIRS) OARERHIGHG 21T - 7=
T R R BR O AR AR T,

[H7hE]
[EFRIC[EZE M ARRER (KEYNOTE-158 #fR)

(LSBT O B DT - FROBEFERES (DA L1257 A~L OFK 7 L —
T IBNTH] 200~1,595 ) ARG, AHKI 200 mg 3 EMRIE (LT TQ3W] &
J.) BEDOFEIME K Ve Et S vz, AFIDOEZEIL. FoundationOne CDx |2 X
Y TMB A =27 73 10 mutations/megabase (mut/Mb) LAk & HH & iv7-354 12 TMB-High
CHETHZ L L L, THIIIIE S T, Z—T A~T IR SN ER R AE IO
W TCHRNT DM T T,

TMB-High 29 % 102 5l (HARAN 6 #laETe) KU TMB-High 2 A L7220 689 #
(HARN 71 flzEte) ISk 5, EEFMEEE TH D RECIST A4 K7 A > 1.1 hRIC
HOSHIHEIZLDEZNEORRE Q019F6 HA2THT—X 1y "A7) FR1DL
BYThHoT,

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

¥ BT N—TFITBNT, ENENLTOBRERHHEAN DL,

A TP R ERE) . B : HER (HEXONEORE, 727207 7 — % —ERKIE

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

AR N WARESSS) . D - E IR (AR SOIREERIES 2 <). B: +B5%E (R

SRR . F:AhEE R BRE) . G /NI, H o PRzE, 1 HURERE. T MER

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

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

A4 5T E

#3 0 5%LL LT LOVBREE TR S T2 RIFR S S K OFERIFRAE R & | BRI R S D2 B
T OWEEN I REREII RN b 5 L BEZ DN A ERERN-E HEEH 7=V OEROK

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

102431 68913

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 : &, PD : AT, NE :

At ARE. CI x5 HE X[

* L E CORERRES CITRIER AL 72 L & S, 1RBRIER: 5.4 12 Non-CR/Non-PD & 5Tl i

I GER




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

(AARANTL Bl ZEGTe) \IZBIFS, RECIST HA R7A4 > 1.1 B3 < frfelEic k5
D3 AT @ﬁfﬁé@ﬁ% (201956 H2T BT —X v "4 7) 13R2DEEBY TH-
7=,

&2 DARBBIOFLDMEE (KEYNOTE-158 35)

TMB-High Non TMB-High
N TR B (%) 7% (CR+PR) B (%) #%) (CR+PR)
102 5 (R (%)) 689 13 (Fh=E (%))
N Bt 34 (33.3) 10 (29.4) 42 (6.1) 4 (9.5)
- SHIE 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)
PANI=Y 12 (11.8) 2 (16.7) 0 (8.7) 2 (3.3)
RN 3 WARE 5 5 (4.9) 2 (40.0) 82 (11.9) 1 (1.2)
RIS 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)
R e 1 (1.0) 0 84 (12.2) 9 (10.7)
JIERER ] 0 — 3 (9.1) 2 (3.2)
—  fEEART



[Ze 2]
[EFRIC[EZE M AHFER (KEYNOTE-158 #fR)
HEFEGIT 103/105 B (98.1%) (2. BIWERIE 67/105 5] (63.8%) (2788 LTz, HHL
TN 5%LL EORIWERIZITRD LB THo T2,

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

FYERIKS¥E (SOC: System Organ Class) H¥ (%)
JEAEE (PT: Preferred Term) 10541
(MedDRA ver.23.0) 4:Grade Grade 3-4 Grade 5
2EIEA 67 (63.8) 15 (14.3) 1 (1.0)
N G i b
FOIR BB RE TR 7 (6.7) 0 0
FOIR BB R T IE 13 (12.4) 0 0
Bl
T 8 (7.6) 0 0
L 6 (5.7) 0 0
—i% - B EER O GEHAORE
I 9 13 (12.4) 1 (1.0) 0
I 57 17 (16.2) 0 0
R L Ok hEE
BN RIS 11 (10.5) 0 0
B iR B £ OV SR RRRE &
5 P 6 (5.7) 0 0
KRG F KOV MRk E
% 9 FEE 12 (11.4) 0 0
Fe15 9 (8.6) 0 0

7ok, MVEVEMERE 461 (3.8%). KGR - /NEHK « BEDO TF 3 6 (2.9%) . BIEH
R JFA A IR BRI - T2 - AL ENRAE 2% 5 151] (4.8%) |, FUIR A REIE T 15 1511 (14.3%) |
B RERERETE 1 1 (1.0%). 1 BUHEIRIA 1 6l (1.0%) . BHeerE (RMIE RVE MR % .
ARERIREF ) 161 (1.0%) K O infusionreaction 1 1 (1.0%) 258 bz, F7-. &=
FEDREEE (PR R EIRARE, ROEMIEIREERE,. SIALEE, FREES) |
MRS (F7 2 - NU—ERRES) . FEEAREREREE . Bk, ik - BT RARE, =
JEADEIJIE, BNd% - BEIESS, S & DMK, Ok, EERIMKES (Go M im M
PESREER . WM M, JRIFERES, MERRRIERIESE) . MEKE RIEMERE L O EZITRE80 &
Wi holz, REIWERZBBURDUIBEEFESR (RAREMERT 2 E5T) 280HEHER%E
Y,



(At - HE]

AR OREREYERETT L EZFIH LIV I 2 — 3 12k, AHl 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 B[
ke (LLF TQ2WJ &9, ) THRE LEBEOAF O MG T EENRF SN, Ok
Fe. AHI 400 mg & QBW TH G- L7=BEOARF O E FIREEIZ IS 1T 2 I iE HiRE (B
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeH- L72FED Cavgss & LT 5 & T
Ehitz (FF) . 72, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIC I 1T 5 %
EIE IR (LLF TCmaxss) &9, ) X, &Kl 200mg %2 Q3W THEH L 72BED Craxss
g L CEEZ T E TSN OO, BARNBEZIZE WD TR R ST
HHE - HETH 5% 10 mglkg (KH) % Q2W THH: LTZERD Craxss & Ll U TIK
EERTETHENT (FFR) . SOIC, EERAERE 2 X5ICAKA] 400mg % Q6W
TEG LIy EIERER (KEYNOTE-555 iklik) 0 £ 5 7= FEHIMEIC H-S < 3y dEhhe
RIA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
AT, BEOW AT 2 ERRBRARIC IS & | AFIORE R & AW TL e
PE & O BE A fiF 9 D WRER SUGE T L AEEE S, AH 200 mg &2 Q3W (X 400 mg %
Q6W THH L7-BROMETE & & AME T Z 2 L OREIZ O W TIRFT S /R, b
LD - HEOM THEINE L OVREVEICAME R 2RI 0 & PRl Sz,

&6 FAOEMERL 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)
20mgQW' | (oivon | raoen | (78188 | (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)

$:1n=2993, 100 BID I = bL—3 3 I8 K 0 EH S 8 FEO YL (2.5%45, 97.5%45) | Cmax @ FIEIE
H%OREMIEFIRE, Cavg : HIEIERG5HOFEHMIEFIRE, Crin : FIEFEGHZ (FA 712 F5HD) ORARIME
IR, Cmaxss | TEHIRIEICH T 2\ MIE TR, Caws : EFIRREIZRIT 2 EIMIFE IR, Cminss 1 EFIRAEIZ
BT D FcARf 75 i B

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

§ : 41 BT (95%(5 4 X [H)

NA : 47 L




4. FERRIZOWVWT

KA G oh, EIESL Y 2 7 EEHE (RMP) (233 < AHI o 3K 5 22 AV BEARTE &)
ORI & D gk T > T, AF OG- DY) 72 B 2 2Wr - FrE L, RFlo#
HAZ X EELRBER AR LRSS T 5 2 EBARERTZD, LTOO~@D 3
TERWEIRRITBDTHAT 52& Th 5.,

@ MWEHRITHOWT

D1 FEo (1) ~ (5) OWTFNNTHELTHIMHTHDHZ L,

(1) EAEFBREDEET D05 ABEEEERLS RS (BRE RS A SRS L S 5T
Hig 23 A 2 B L RURE . HUEAS A BB 7R &)

(2) FEEHEREIRRBE

(3) FREIFIRENFEDEET D03 A HE T (2 AR ERbT. 03 A
W19l DS ARSI EEHEE R R &)

(4) ARACFREEZRE L, SRAEFHREINE 1 U R HHIEINER 2 O it g% FE
\Z£% D 21T > TV Dk

(5) PrEEMEREG AL E BUINR OfER FEUEITAR 2 | H 21T - TV B Jitigk

O-2 B L 72D D ATE T OAFHRIE S ORIME R S8 BLRE O S IG IS 47 70 Ak & ek &
FroBER (FROWTINITEEY T HER) 25, YR OAFNCET D8RO R
EHE L TRESN TS Z L,

eSS

o [EHithEFFEEE 2 EDOPIHIHME ZME T L7212 5 4ELL ED D ATRIED BERIHE %
[THoTWBZ &, 9bh, 2L RIT. BARMIRELE T & L2 BRBEEZOHHE 2
IToTWNBHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 FELL EORKERZ A L T\ D
Z &, 9B, 3FLLRZ, R E AR D0 AT T O AR 2 ST DY AMTaiR
DEFRHHE 21T > TN D T L,

@ BREANDERBFREEDEHIZONT

KA TERE IS ST 2 EANERE S, BEREE» D OIFmE N, A - %
VSRR IO E B QNIRRT SS T D Fiett, AFFRNEE LG EOWmE
FH . FRESDITT DN L IEHINE > TN D Z &,

® EWER~DOXRIZONT
@-1 MEFAEHICEET 5 B4

B MERR B D EE AR BITERA N R AE LIZBRIC, 24 BERIEZIERIRHIO T, Y%k X
TEEE R I BT, B L TZRWERNIZISG U CABEE B O CT Z O RIVER ORI 24
FRREDORERN Y HHICE G, EHISRIGS TR RGN > TWnD Z &,




@2 EFREHIC L EEERSICHET 5 ES

M AR HED B B A L O e 2 B D ER RS NEWER T =2 ) v/
EEDIEROA L ) — =0 7 EATOEIRIE LR A A TE 5 F — LERKH
HESITWAZ L, B, BiHEHICOWT, BDAUBRE EFOFEBEICHFDICEMmEINT
W5H ok,

@-3 BIEROZECXINICE LT

RIWER (FEMEMREBIZINZ . KIBE - Mk - BEO M, BUERFZX - A2 - 1T
BEREFE T - % - BRALMERRE K, BB E (RMEFHIEMER &, RERKEBERE) . N
SrulEE CFEEAEREEREE . FURIRME R . BIRARREREE) . 1 BUHEIRIA ., 5 & 9 Rk,
Mo - BEBURIARIE . e, EE DR EREE (hEPER R EEIERIARIE, BRI ARE (5
e, ZIERLEE, FHARJEIESE) . infusionreaction, AMZE « BHAEA . BAEMNMESIE, AhRkEE

(7 v« NU—ERESE) . Ok, TR MmKER (SN i MRS PEERBER |
TEMPEE I, JRIFERES, MERERIERIESS) . MERE BIEMERE, S 2k LT, Yk
B ST PRI B O MM 2 A 2 AN & EHE U (RIWER OZWr-exH s 2B L THRE
KOS REZ T ONLEMEICHD 2 L), EHIZHEUIRLED TE DEHNESTVD
ok,



5. REXIBLRLBE
(AR d 2 1E]
O TROBEIZBOTAROFENEN RSN TN D,
o DAALFHRIERICHEE L- TMB-High 2 A4 21T - R OEFRE (EAER 7
TR EE 22 G5 IZBR D)

7245, TMB-High [ZBIF 2 ARFI O = > "= v Blid% L LT, RES
FoundationOne CDXx XA ) L5707 7 A LN AR I LTV 5D,

BREICHT > TiT, BHEEROTA R T4 P EORFHOBRES B, %70
SRS KD TMB MRS R~ B ORI T 2 MR O REUF I 2 >0 T
89 5 2 &

@ TFREICEENE T 2 BE T 2 AR O G K O A ITIEC DN T AFIOAFZPED
MESLSNTELY, AAOHREGHR LRG0,
o FiToMBIRIE
o fOPUEMELGA L O L TRE SN D EBHE

10



[ZzVEICBE 4 % F1A]
O TRRICHEYT HEFIZONVTIEAFOE GNP LR E SN TWDHZ Enb, &5 21T
DN by
o KRANIDESTIZ R LIEHUE OBEEED & 5 B3

@ IREATOFHIIZ IV T FRRICEE Y T 2 BE 2OV TR, ARG IFHERE I e n

DS, MOTRERINE DN R WG EIZIRY | HEICAKZEHT 52 L E2BETE D,

o MEMMZEEROEI IIMTEOH 5 BHE

o i E AR A CHRE R 2580 2 B K ONE B M 0 KU B it 2% <0 R s M fiti 2%
FEOMMIZRIEMZE N A BN D BHE

o HOMEERBOAD, TR A L < IXFERMED B g% B OB D
b5 B

o BB (EmPMaBEELST) Ob b EE

o MO IIBHEEZ AT HEE

*  ECOG Performance Status 3-4 "™V o 4

(ED ECOG 0 Performance Status (PS)

Score | EF

0 | &<MERIEFEHTE S, BT &lFE U R EAERIHRZR AT D,

PIRBZIE LWEENIHIR S 525, BTHRE T, AR > TOERIITO 2N TE D,
Bl O FEEE

BATRARECTH O OEIY O Z LT F N THEEIZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 29

ROENTZESOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TimId,

Al

ELENT RV, BAOHOEY O Z L34 TERY, BEICy R+ T4,

11




6. BEZELTHEEITREXFIH

O  IRFASCEREIIIN A, BEIRE S D IRAT 2 BB 1T D & ARH O Feik K& OV 1E i
DT OIZ B HE I L TS5 2 &,

@ JHREBIAICHENL D BE XX F OFRICE MR OEREZ oA L, FEE2S
ThoRETHZ L,

@ FEREWERHO~RT AL MMZDOWT

MEMEMERRH oD Z DB H LD T, KEOEGIZHT--> Tid, #IHE
W (BB, PRI IRIEE, k) OfERR & OWIES X #ilrds o F s, Blgiz +
AT O T &, Flo. BELTS U THES CT, MiF~—F —F O 2 I+
5k,

infusion reaction 23 & 5 0I5 Z L 3% %, infusionreaction 23728 H AL AT
X, WURREZIT S L &b, SRR EIE T 2 £ THREOREEZ /01882
THI &,

FUR IR RERE S . T RAEHEEET R OCRIBEEEREERN L b2 D H 5D
T, AAF| OB G-BAERT M O G-I P IZE NN W EERR A (TSH., 78
T3, #HE T4, ACTH, IfH =2 F Y —VEORE) Z#FEiidT 5 L,

BIERF 2%, A2, IFeERES . TR, {EHRERD L OND Z 03 H D
DT, AHNOEG-FAMERT R O 58 eI iTseER & (AST, ALT,
y-GTP, Al-P, B U LE L EHDOHE) ZEMTHZ &,

SEIEE (MR LT BHRAER 25 T) FOEERIREERNS bbb
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEF N
O BTG EITIE, WONICERKEEE 22T 5 Lo BEZRETL L,
AHNOBEGIZ LY | WEORIERINIERT 5 &5 2 bILA Rk A 7B E
DHOLONDHZ EnbD, BENPROONTEHEEITIE, BB LEFRIIN U
BEPHE 70 ik & AR & RO Rl & s U ClE bl 22 8 B Wr 247\ ot
FOSZ & B BWER B 2581213 AFIORIESU I IR, K OREIE RE R
NEVHIORGEEZEET DI L, ok, BIBRERLVE S OREIZ XY EIE
HOYGENFRD B2 WIGEIZIE, BIE RE AR VE LSO & i Fl oehn
LERET DL,

B TR, BORROE I AfRE L T LEERD BT 22 B3 H 5729,
AFNOFGHETRIZGEWEHOFBU A ITEET D 2 &,

1 AR R (BIE 1 BUBEIR I 2 5 e) BNd bbiv, HERFEES 7 v F—v &
IZELHZERHLOT, Aig, Fl, EMFDOFEROFEE LM E O R+
SEETDHZ &, 1 EEREA OGS IR EERIEL, AR il
H o5& ORMY R EZ1TH 2 &,

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

&

1AL 12 87 & & A EOFHE 21T > TWe Z & 2552, ARG

THXEHRNC BB IR A TRIROMERE Z1T 5 Z &,

12



