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

SFA4E2H (Ffn448 HHET)
JEAE F
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1. IL®ic P2
2. ARANOF. (FHKT P3
3. ERIRAGE P4
4, FEFRIZHOWT P8
5. HhHxtG LD B P10
6. HEHEICELTHETRXHRA P12



1. IIC®»IZ

=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 %, MNATEBHE NESE L EREE R G, A tHEANR AR
BRI s . — B A B ARERIR N E & L OB N B A IR R T2 O )
Db EER LT,

KB E T2 DRI © XA M V—F BEERE 100mg (— 4 - XAaT7r Y X~v7 (B
FHAHER))
KRG ERDMEXINGE + D AACTFIRIER ITHEE Lo s O EEER AR & (TMB-High)
AT LT - B OB GEERN TGRS NS5 I1CRD)
MG ERIMEROAE - B, BRAICIEL, RXa7nr Y X~v7 (@EErHERz) 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. AFOKK, 1ERBERF

XA M —F RIEEE 100mg (—i4s - XA T7r ) XA~7 (B DU TR
Fl Evv5,) X, PD-1 (programmed cell death-1) & Z#®d VU %> KT 5H PD-L1 LT PD-
L2 DG EZMAET S, B MEilgG4 £/ 7 v —TF LUK TH 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 R 70 50 RS & il 35, 7B, PD-1 (XU o REfE
ATHZ LKV PURSRIBRICL D v 7PV a AICHIET 5% B/IKThH S, PD-L1
DIEFFFEIZ BT 2HBUT DTN TH LN, Z<ONRAMIETIE T Miao@ = 2z
HIFEWENCFB L TV D, DAKIICEIT S PD-L1 OEFEBIL, B, M.
MR IRBRE . FE/ BT & Ofx e N T TR ARRKRF-CTH Y | IRVWEER
& 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 ST 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 ZFET D,

ARFNOVERIBE D < E O RS X 28IERFEN & b oh, BESUIELTIC
EOWREMDN 5 5, AANORGH R OEEGRIZIT, BEOBIEL TIATV, BEDH
D BTG EITIE, FEH LT F RIS 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, BB RE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. BRIRBGE

DAL B U - @ O S R A B E (BLF [TMB-High] &9 ,) =F
T HHEIT - BROBEHE EERZ2IBRBREERIGE TR ) OARERHIGHG % 1T - 7=
T R AR BR O AR AR T,

[H7hE]
[EFRIC[EZE M AHRER (KEYNOTE-158 #R)

(LSBT O B DT - FROBEERES (DA L1257 A~L OFK 7 L —
T IBTH] 200~1,595 ) ARG, AAKI 200 mg 3 EMRIE (LT TQ3W] &
J.) BEDOFEI K Ve Et S vz, AFIDOAEZEIL. FoundationOne CDx |2 X
Y TMB A =27 " 73 10 mutations/megabase (mut/Mb) LAk & HH X734 12 TMB-High
CHETHZ L L L, THIICIIE 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 flzgte) IS5, EEFMEEE TH D RECIST A4 K7 A > 1.1 hRIC
HOSHIHEIZLDEZNEORRE Q019F6 HA2THT—X 1y "A7) FFR1DL
BYThHoT,

* o —RIBE & U TEEIICER SN TV A{ERIETE I HEZE THW LR TWD T
IR R OB R 1 % B T IR I W HR BT SRR 0 JB3E D3 A AL B Tz,

¥ BT N—TFITBNT, ENENLTOBRERHHEAN DL,

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

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

AR N WAIESSS) . D - E R (ARESOIREERIES 2 <). B: +B5%E (R

SRR . F:AhEE R B . G /NI, H: PRzE, 1 BRI, T @ MER

P (RESOIMZERIES 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% LT LOVBREE TR S T2 RIFR S S K OFERIFRAE R & AEREAIE RS D2
T OWEEN I REREII RN b 5 L BEZ DN A ERERN-E HEEH 7=V OEROK

(mut/Mb)
#1 ARk (KEYNOTE-158 3R)
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 : 2. PD : AT, NE :

At ARE. CI x5 HE XA

* L E CORERRES CITRIER AL 72 L & S, 1RBRIER: 59412 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 ZETe) IZBIFD, RECIST HA R7A4 > 1.1 Bk < frelEic k5
D3 AT @ﬁfﬁé@ﬁ% (201956 H2T BT —X v "4 7) 13R2DLEEBY TH-o
7=,

&2 DARBBIOFLDMEE (KEYNOTE-158 3E)

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 AR 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]
[EFR I [EZE M AHFER (KEYNOTE-158 #fR)
HEFEGIT 103/105 B (98.1%) (2. BIWERIZ 67/105 5] (63.8%) (2788 Hiviz, 5B
TN 5%LL EORIWERIZTTREDO LB TH -T2,

#£3 HEEN 5% EORIEA (KEYNOTE-158 3RER) (RA&MHAENT i)

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 B RE TR 7 (6.7) 0 0
FOIR BB BRI 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 E
BARROR 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, MVEVEMEE 461 (3.8%). KGR - /NER « BEDO TF 3 6 (2.9%) . BIEH
R A4 IR BRI - T4 - AL MENRAE 2% 5 151] (4.8%) |, FUIR A REIRE T 15 1511 (14.3%) |
B RERERETE 1 1 (1.0%) . 1 BUHEIRIA 1 6l (1.0%) . BHeerEs (RMIE RVE MR % .
ARERIREF %) 161 (1.0%) K O infusionreaction 1 51 (1.0%) i bz, F7-. &
FEDREEE (PR R EIRARE, ROEMIEIREGRE, AL, FREES) .
MRS (F7 2 - NU—EBRESE) . FEEARHEREREE . Bk, ik - BT RARE, =
JEADEIJIE, BNd% - BB, S & DMK, Ok, EERMEKRES (Go M im M d
PESREER . WEIMEE M, JRIFERES, MERRRIERIESE) . MERE RIEMERE L O EZITRE80
N holz, REIWERZBBURDUIREE RS (RAREMERET 2 E3T) 280EHHER %
Y,



(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[
ke (LLF TQ2WJ &9, ) THRE LIBEOAF 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) . £/, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIC I 1T 5 %
EE IR (LLF TCmaxss) &9, ) X, AAl200mg 2 Q3W THEH L72BED Craxss
g L CEEZ R T E TSN OO, BARNBEFIZE WD TR R ST
HHE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZFRD Craxss & Ll U TIK
EERTETRHENTE (FFR) . SOIC, EERAERE 2 X5ICAKA] 400mg % Q6W
TEG LA EIERER (KEYNOTE-555 iklik) 0 £ 5 7= FEHIMEIC H-S < 3y dEhhe
RITA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
Mz T, BEOW AT 2 ERRBRBARI IS & | ARAIOBRE R & AW TL e
PE & O BE A fii 9 D WRER SUGE T L AEEE S, AH 200 mg &2 Q3W XX 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,

&6 FAOEMBERR 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)

+:n=2993, 100 BIDO ¥ I = b—3 3 N K0 BEH S 8 FEO YL (2.5%045, 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 AR5 i B

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

§ : 41 BT (95%(5 4 X [H)

NA : 47 L




4. FERRIZOWNWT

KA G od, EIESL Y 2 7 EEHE (RMP) (233 < AHI 0 3K 5 22 AV BEARTE &)
ORI & D gk T > T, AF OGP )72 B 220 - FrE L, RFlo#
HAZ X EERBER AR LRSS T 5 2 EBARERTZD, LTOO~@D 3
TERWEIRRITBD TR 52& Th 5.,

@ MWEHRITHOWT

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

(1) EAEFBREDEET D05 ABHEEEILS RS (BRE RS A SR BE L S 5T
Higl 23 A 2 B IL RURE . HUEAS A BB 7R &)

(2) FEEHEREIRRE

(3) FREIFRENFEDEET D03 AT (2 AR EEER EbT, 03 A
W19k, 23 ARSI EEHEE R 2 &)

(4) HRACFERIERE A2 % E L, SSRGS R R 1 USSR IR b A e st
2 OfiFk FEHEIZAR D M 21T > TV B fitk

(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 D18ROE
EHELTRESN TS Z L,

eSS

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

o [ERIRFFESE 2 FOPINMEZET LRI 4 L EORKERZ A L T\ D
Z &, 9B, 3FLLRIE, AR E AR D0 AT T O 0 AR 2 G e DY AMTniR
DEFRHHE 21T > TN D Z &,

@ BEANDERBFREEDEHIZONT

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

® EWER~DOXRIZDOWNT
@-1 MEFAEHICEET 5 B4

B MERR B D EE R BITERA N AE LIZBRIC, 24 BERIEZIERIRHIO T, Y%k X
TTEEE R BT, B L TZRWERIZIS U CARBEE B O CT ZORIVER ORI 24
B EDORERN Y HHRICE G, EHIZRHIS ARG N E > TWnD Z &,




@2 EFREHICLIEEERSICHET 5 ES

M AR HED B B A HE L O e 2 B D ERE RS NEWER T =2 ) v/
EEDIEROA L ) —= 0 7 ERATOEIRIE LR A A TE 5 F — LERKH )
S TWAZ L, B, BiHEHICOWT, DAUBRE EFOFEBEICHDICEmEINT
W5H ok,

@-3 BIEROBZECXINICE LT

RUWER (FEMEMREBIZINZ . KIBX - DMk - BEO N, BUERFZX - A2 - 1T
BEREFE T - % - BEALMEARE K, B E (RMEFHIEMER &, REREBERE) . N
SrublEE (R EEAEREEREE . FURIREE R . BIRARREREE) . 1 BUHEIRIA . 5 & 9 Ik,
Mo - BEBURIARIE . e, EE DR GRS (hEPER R EEIERARIE, BRI ARE (5
e, ZIERLEE, FHARJEIESE) . infusionreaction, AMZE « BHAEA . FAEMNMESAE, AhRkEE

(7 v« NU—ERESE) . Ok, BEE L MmKEE (M i MRS PEERBER |
TEMPEE I, JRIFEREE, MERERIERIESS) . MERE BIEMERE, S 2k LT, Yk
B ST R O MM 2 A 2 AN & #EEE U (RIVER OZWr-eR s 2B L THRE
KOSREZTONLEMEICHD 2 L), EHIZHEURLED TE DEHBE STV D
ok,



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

7245, TMB-High [ZBIF 2 ARFI O = > "= v Blid% L LT, RES
FoundationOne CDXx XA ) L5770 7 7 A LN AR I LTV 5D,

BREICHT > TiT, BHEERONA T4 P EORHOBRES B, %70
IR KD TMB MRS R~ B ORI T 2 MR O REURF I 2 >0 T
89 5 2 &

@ TFREICEENE T 2 BE ST 2 AR O G K O A ITIEIC DWW T AFIOAZED
MESLSNTELY, AAOHREGEHR LRG0,
o FToMBIRIE
o fOPUEMELGA L O L TRE SN D EBH

10



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

@ IREATOFHIIZ IV T FRRICEE Y T 2 BE T OV TR, ARG IFHERE I e 0n

DS, MOTRERINE DN WG EIZIRY | HEICAKZEHT 52 L 2B ETE D,

o MEMMZEEOEI IIMTEOH 5 BHE

o i EG AR A CHRE R 2580 5 B K ONE B M 0 FUR B it 2 <0 R gu M fiti ¢
FEOMMIZRIEMEZE N A BN D BHE

o HOMEERBOAD, UTEMHER A L IXFERMED B g R B OB D
b5 B

o BRI (EmSMaBEELST) Ob b EE

o MO XIIBHEEZ 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,

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

BATRARETH A O OEIY O Z LT F N THEEZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 25

RONTZESOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TimI4,

Al

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

11




6. BEZELTHEETREFIH

O  IRASCEREIIINZ ., BEEIRE IS D IRAT 2 BB 1T D & ARHI O Feik & OV E i
DT OIZ B HE I L TS5 2 &,

@ JHREBIAICIENL D BE T F OFRICE MR OEREZ oA L, FEE2S
ThoRETHZ L,

@ FEREWERAO~RT AL MZDOWNT

BVEMEERN S b d ZENH DD T, AFOEKEGIZHT-->Tid, ¥IHE
W BB, PR IRIEE, k) OmMERR & OWIES X #ilRds o F s, BlEz +
TFWATH T b, Flo, BB U THWE CT, MG~ —7 —%Ok& % FEhid
HZ &,

infusion reaction 23 & 55D Z L 3% 5, infusionreaction NFRD HALT-HEIZ
X, WU ALEZAT O & & bIZ, SERMEIE T 5 & TREDRIEL + 1 8l4
THZ L,

FOR IR | P RS X ORIEEEREER S b Z B H DD
T, AFN OG- BRAGRET K O G-I P e RIS N W RERR A (TSH., b
T3. 8t T4, ACTH, IfiFf 2 /v F ) — ) VEDOHIE) & FEiid 252 &,
BIENFS . R4, IFREREREE . &, ML ERDBH L ONDZ ERH 5
DT, ARENOBE-FAGRT R O G- 3 M X E R IFREREMR A (AST. ALT,
y-GTP, Al-P, B U LEVHOWE) #Eid 52 &,

SEIER (AR KR OMCE BRI R 2 ET) SORERERIREERD b
ZERBHDHOT, EHMMICIRORE OFREMET S 2 &, o, IRORF R
RBOLNTHEITIE, HONCERENZZ2T 2 L )BEFELRETLHZ L,
AFNOBEHIZ X | BEOGREIGITERT 5 &5 2 DDk~ IR B0 E
NHLOLNDZERDHD, BREPROLNILEEITIE, BELEZERIIL LT
B 70 0k & R BR A RO R AT & EE Ul bl 2 s R M A1 T R DS
FOSZ & B EWER D S 2355101%, AFNORIETH IR, R ORIE ERE A
IWEVAIOBRGEZZRTDHI L, ok, BIERERLVE L OEREIZEDEIE
R OYGEERGRD LI WIGAIZIL, BB RE ARV > LIS O i Fl OB
bERETHZ L,

BT, BRSO ARB L COSERERNERT 20855720,
AR O THIZ B REIWEAORBUC IR T2 2 &,

1 BOBEFRI (BE 1 BUBE RIS 2 & de) 23 Hbh, BRI, h 7Y R—v A
IZELHZERHDHLOT, Hig, Fl, EHFOEROFEELCMBEEO R+
SEETDHZ L, VBB RB A DO SA TG 2L L, AR #
R OGO EY) 2B EZITH 2 L,

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

&

1AL 12 8 & & ACAEOFHE 21T > TWe Z &£ 2552, ARG

THXEHRNC BB IRA TRIROMRE 21T 5 Z &,

12



