HKAEHESIE 0225 5 6 &
A Ff1 4 4 2 A 25 H

#woE R
| wiEFTRESR  (FETER (R) & B
ool K

JFAETBAREI - AR RE R FAEERE
(.~ H A& W)

NRoa7n Y RXv7 GBIEFHEELZ) RF O sEEAHEET A K74
v (@WEEEEFARE (TMB-Hi gh) A7 2EBE)
DVER S Ol HHERE T A B Z 1 > (B #lliaks) O —#eaEIC >
NG

R A BOE S & SO AR #2016 CER% 28 42 6 H 2 A BRI E) IRV T
HHEIES OO GEECHEEZ XD Z ENEVIAENTZ L 22T T,
HOESR G 2 BN e BRI T 2 O IS Rl HEE T A R T A & 1E
KTsZEELTWVET,

S, NaTu ) XvT GEE ML) K (W5e4 - 4 hb—F sl
A 100mg) IZOWT, mWEEERTARE (TMB-Hi gh) 267 5K
Foxt L CHERT 2BOEEFHEZBIIRO & B0 il T4 KT 4 L
LCTHRVEEDELIEDOT, ZOHEHICHT>TUE ATA KT A4 OV TH
BaInd ko, BENOEBREEL ORI 2 EmEBECLET,

T, RaTv ) XvT GEG TR ) B4 2 B 2 xh LTl 3 2 B
DEBEBEEIZHOWTIL, (Ra7nl) X<=7 (GBI T-EH82) 85| o fw FHHE
WETA KT A2 (FgE) OVER O i AHEE T A R Z 1 > (FE/INIR AT
VRN, FHRAR R U N R ERE, EEE~A 7 et T T A R
RLEME MS 1-H i g h) 267 2Bk, B, BESEHE &K OV R EE)
D—ERIEIZOUWT ) (BFn34E8 A 25 HAHTHEAEZRFRIE 0825 45 5 /=457 1)
BRI - AIEEAERERDFEEEHREREEM) XV RLTERLEZATY,

S, RaTv ) AvT (Eafiz) AN OWT, BHlaEic s 5 H



EEOHEDO —SETNARINT-Z LIV, YA R T4 U ZRIKD &
BOKEWELE LT, BN EREE L O 31255 2 840 % BEE
LET, B, EBRDOEEEFAED A RT7 4 0%, BlicsED LB T,



AL

B Al e gess D e A P HEE T A BT A OSET & T OB [F &)

E<l) &
=R (FRRERIBED) Y= (BHBREBHIER)
2= ®GL 2 b IER O 2= Gl 7 b HIER O
it OHLEEMEIEE A & OPF IS W T, EH., ARA FeoFo 7 LOOFAICBW T, @5, BRI,
i, RavrlY XvT (Baffz) L LT, NRA7 R Y X7 (BEa i z) & LT 1[E 200
1[5]200 mg % 3 MF ARG 1L 1 [A] 400 mg % 6 i mg % 3 WRIFIFE I 1 18] 400 mg % 6 MR T
WREIRE C 30 432 CATEFET 5, 30 Z3 2T CARTRFRET D,
48— [ 2hE] 4= [ G 20k
OERRILF S MAFEFER  (KEYNOTE-426 7-5k) [ B L[] 25 A FRER  (KEYNOTE-426 5X5R)
62— QER AL A MAEEER  (E7080-307  KEYNOTE-581 CENI)

FER)

{EZEFRIEIE D 22 W ARTB U BN BE T ERBE D R

S R S s ER Y 712 5] (A AS A 73 Bl & S de)

ARG A=F =72 x5l LT AAIE L

NF=T AN (UTF Lo nR"F=7] L

9.) OOFES (LT [RA/ Vo RF=T) L

o) " DAMER NV ZEMEN B S le, AAl/ L

YNF=70F, BRIl & S/ PES, AIRGET

MEED—D L &SN 0S & A=F =7 LB L

THEIZIEE L (F2, X3 KUK 4),
*1 : JEEHEAR I 3B\ THRER 209 SR S0 2




IHARAR SRR S T B St Ge & Shiz,

*2 : 50 mg 1 H 1[0] 4 B E% 2 BRI

*3 ¢ K200 mg Q3W TEHIRNHK G- L, Lo "F=
7% 20 mg 1 B 1EREAOHFE LT,

<2 ANERGE
(£ 1)

(E7080-307 /KEYNOTE-581 7{f#k)

()
3 0S @ Kaplan-Meier fhff (E7080-307
KEYNOTE-581 #ER)

(X m)
X 4 PFS @ Kaplan-Meier Hi#f (E7080-307,
KEYNOTE-581 #Eh)

gN—

OFE BRI MAHFER  (KEYNOTE-426 55k)
HERLIIAR/ T X F =78 422/429
(98.4%) M ONA=F =7RE 423/425 1] (99. 5%)
IZFRD B, TRERIK L ORI FEEFENEE TE 20
HEERIL, TN 413/429 i (96.3%) KX
415/425 B (97.6%) (ZFRD HNTZ, WT I DRE
THHRD WL LORWERHIZTTERD LB TH -
7=,

65—

[EpR I [F 55 MARFRER  (KEYNOTE-426 #X5k)
HERERIIAK/ T 2 F =7 R 422/429
(98.4%) KONVA=F =T7Ft 423/425 5] (99. 5%)
2RO B, BRI L OREEFRASETE 20
HEFRLT, ThZE 413/429 5] (96.3%) KO
415/425 51 (97.6%) 2R L vz, WIToORE
THIED WL LORWERIZTERD LB TH -
776




# 3 WTNOORETHILRN 5% EORIEH
(KEYNOTE-426 7)) (Z2 2 MEffdT k5 4E )
(F )

F 2 WINOORETHEEN 5% EORITEH
(KEYNOTE-426 #RER) (Z2 2 MEfEAT XS4 )
(& B%)

10 X—

Q@ EB AL [F 2 MAHRER (E7080-307 /KEYNOTE-581

it
AHERIAKRA/ V2 NF =T R 351/352 H

(99. 7%) M NA=F =7FF 335/340 5 (98.5%)

ZER D By, TABRIE L DI BB AT E T X AL

HEHSIZ, FNRFEN 341/352 i (96.9%) K&
313/340 5l (92.1%) IZFROH BTz, WT I DRE
THILED WL EORIEHIZ TEROEBY THo
o

Fz A4 WITNOORETHEBLIED 5% EORIEH
(E7080-307 KEYNOTE-581 #li)

(22 e VERRAT R G AR )

(F 1)

2B AH L NT = T REZ I\ TRV MR A
19 6 (5.4%) . KB - /INGER - FEO T 36 il
(10.2%) . EE O R JElEE (kR R AT mh iR
iE . FEREREEARE BEfE . ZIRALEE, FERIIESE) 2
B (0. 6%) . BPEAFHK - FEA4 - AFBEREFE S - AT -

GBI




TEALPEREAS 2 79 1] (22. 4%) . HIRAREERERS 2 156
B (44.3%) . TEEAPEEERE 3 61 (0.9%) . FIEH
REREEE 18 f51] (5. 1%). 1 AUHEPRIA 1 451 (0.3%) . &
BERERE T (RANE VBB A SRERIRR &%) 8 4
(2.3%) . BELK 8 i (2.3%) . fih7% - RESUT BUARAE 3
B (0.9%) . FESEFFESE 141 (0.3%) . s - Bhifis
K 341 (0.9%) . LofEZ% 3 B (0.9%) M X infusion
reaction 5 (1.4%) 2RO LT, Fi-. X
fEE (X7 - SUEREREE), SEOEK, &
EamigkEE (v MR RSB . VA I
PEE I, FREFEREE . MERERIERIESE) I BR & A E 5
BN OER TR b o7z, AKEIVERZEIUR
DL B E S (BRIRMR AR T 2 5ly) ot
SR E T,

12— | £5 AFIOEYEEE T A —F 8 N— £33 FAOEKMETENT A X
15 2— |5, fExEL i LERE 11— |6, BEXGLRDEE

[Hh Mz B3 % F1E]

OAFN DAt > HeENE A & O OF 513 TR
BEICBOTHIEN RSN TWD,

T X VF =T IF L RN F =T L O HES
{BSEREVEIE D 72 RIG B FR A BE TR P O B A
Jevfes BT

[G2ECBE % S5 1E]

Al 2= v B () N

s A B R RE S R 1 3
T AL P o L pOEHY B A
PRENTNS,

Q@ FREICEY T 2 BE X D AK OB G K OV
MITEIZHONTIE, AAIDOADIEDRHEL SN TE




Q@ FRLICFZ Y T D B TR D ARKI O 5 & OME
HHEIZ DN TIL, KA OGIMEDFEL SN TE
O, RFNOEGXRE LB,

- Tt A B IE

« ARFHI O B G-

c TRV F =T RITI L U AAF =T LIS O BV fE
A& OO

5 AFNORERR L IRB R,

- PR A Bh R

« AAND B G-

i e e L LAy
FEIZEF & DPFHFRE-

16—

@AF O B R FBRIC 35\ T KEYNOTE-426 X8k Tl
TGS 120A, IEITM4BERETEAD
. D% 128 Z &, E71080-307 /KEYNOTE-581 34
BRCIIf G5B O 8 WM Z L ITH RO &

ToTWZ & 25FIC, ARG TITEHRIC
I EARA TR DR %TT )z L,

12 5=y

@OARFNOERRRBRIZB N T, HE5BHEND 12
H., IBRIZ54HEETOHIT &, %@&m N
LA 2T o CW2Z A EIC, K

AP G- o3 E R g R A TRV R OMER 21T 9

k.




IR

REFERAEET A KT 1
RoavTnl) <7 (BFEBRZ)
(B354 - %4 hA—4 SR 100 mg)
~EBVWEEELFERE (TMB-High) 267 3 EBE~

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 RTA %, MNATEBUE NEE S ERES R G, 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
(7] 200 mg % 3 MM IE 1 [18] 400 mg % 6 F# 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
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[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,
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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, {EHRERD 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
BEFHE 70 itk & AR & B Rl & s U Tl bl 22 s B W 247\ i ot
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 &
IZELHZERHDLOT, Aig, Bl EH-FDFEROFEE LM E O 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 &,
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EFERHEETA N7
Rh7u ) X<w7 (EiaFHBZ)
(BR5E4 : ¥4 FL—F EFE#E 100 mg)
~ P e ~

SFTEEL 2 (Ff44E2 A%ED)
JEA B




SR

XL HIZ

AHNOFFE, ERET

i IR RS

FEER 122U T
BehHxtG L 70 D A
BHIZER L TEET & $HH

o s 0N

P2
P3
P4
P13
P15
P16



1. IXL»Ic

RIS DOF M « ZEMEOMERO T2 DITIE, WS SCEEITIES W2l 7 AR D
BND, 5T, IEOREEFOMEAIC LV | FUREIRS 72 & OHHN 72 3R AR
FFREEGENARINDLHF T, 2D DEKTZ BV E B ITIRAET 2 2 L RSO
PE L 72 o TR Y REMEGE S, & O HATTEE 2016 CFEAL 28 42 6 A 2 H BFEERE)
ICBWTH, HEHNERNLEOMHORE(LHEEZX S Z & L ShTna,

AR AR ESR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMEICET D ERN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
FMFEE LTI LB 2t & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B < A
THZLENWEETH D,

LR T, ATA KT 4 TlE, BIBEESSINE TITHE LTV A EFIRFR -
BHER LR EED & | LU O E IR O feii 70 FH 2 HEE 3 2 8LA & B2 B B %
F RO EFREERT,

RE. RHA RTA 0%, MNIATBOE NEHR G ERE R O, 2 EEARAR
BRARNEE oy —MAERTE N B ARERIR N E 2 K O AL RE A A ARG IRERFH 2 O 1
Db EAERR LT,

KfG L I DIEIEN A M —F STEERE 100mg (— k4% AT e U X7 (Eis
THAHEZ) )

R L RDMEXTNE - ARIGEIRARE X XHERE M D B R f s

ML RAMERCHE  thOFUEMEER & OfFRICE W T, @, RAIKITE, 2a7 e
U X< (Bic#z) & LT, 110200 mg % 3 ¥ R
1% 1[5] 400 mg % 6 W FFFE T 30 02T CRlEirEd 5,

5 R 5¢ ¥ & 0 MSD MRS HE




2. ARIOFK, 1ERKERF

XA N —F REEHE 100mg (— 4 RAaT7n ) X<v7 (B z), LT TR
Al EvyH,) 1X, PD-1 (programmed cell death-1) & %D VU H> K Téh 5 PD-L1 KO PD-
L2 L OfEAZEH#EREST S, b MbIgG4 £/ 7 n—FAHEKTH 5,

PD-1 #REIE T M50 B ARAEAE 7> KL D 72 D12 28 AR A3 4= 5 T2 72 e i )40
AA »F T, PD-1 1, fEFEREBICEWDCEER T MildoMia£mic BB L, 3%
P& SO % B e A X TRl 72 e g OS2 T %, 7B, PD-1 13U > R EfE
BT EICRVPURSRIRIC L D VT VEZEEAICHIET 2% B8R TH 5, PD-LI
DIEFMHMZIB T 2HBUT DTN TH LD, Z<OBAMIETIE T Mlao@E 2Mmz
DI EBENHBLL TWD, BDAFIRIZI T 5 PD-L1 O &7 8%, BMAaEs . FEE.
A . SRELE, FE/INIRaTE 7 & OB A Ze A TTFRARK 7 TH Y | KW AAFE
& OMBEERRE I TWD,

B OB A DGR T#% & PD-L1 BB OFHEIMED S| PD-1 & PD-L1 OREEIZIER O
TP AR C BV CEHEEARRE 2 H ) Z EAURB SN TEY | i RN ARROEN L L
TSN W5,

AHNE, PD-1 & PD-L1 X O'PD-L2 O U > ROFEGELET L2 Lk, 5
WU NBREE T O NS A ENE T U Vo SERETEM L &8, HUEE % 2 FE (b
T2 Z L THEENRARET D,

AN DIEFIREFIC 555 < MBI DS SUSIC & B BIERISE 3 & b, B UL I
BB RN D B, ARIOR G PR O EHICIT, BEOBREE HITITO, RHAR
W B ACIE, TSI L BRI U 72 I 72 R & R A R O I T & S LT
U1 ATV, B ORI & B EER DN B AL, BIBAE AL
EUHIOR G DM B AT ) BEN D B,



3. HRPRARE
FRIBEIBRASHE TR M 0D Bl g 0D A GRIFIC R 2 1T o 72 1 72 iR IR BR 0D i &
NE IR

(0]

O EFEIEFEZE IR (KEYNOTE-426 #5)

{EERRIEIE D 72 MR TE BIFRANRE XU THAREME™ 0D 8 WAl e A Rk s £8 8 861 3l (H K
N9 flzgte) xR, A=F =7V Ay (ULF [RA=F=7] L9, ) 2%
KL LT ARANET X F =7 LD HEE (LT IRB/ T XRF=71 205, ) =
DA INE R N RET S ivle, FEFHIE BT 24 (BLF ToS) w9, )
KOS AR (LT TPFS) &9, ) L&, RHlI/THRF=T71%, A=F=
T LT, OS KU'PFS ZARITIER L7 (1, K1KLKUK?2) |

*1 : American Joint Committee on Cancer J55 #5356 12 -3 < SR IV

*2:50mg 1l H 1[0 4 5% 2 BEEIREE

*3 . A 200mg 3 EIRIFE (LLF TQ3W) &9, ) TEIRNEZSG- L, 7% F=7% 5mg
1H2[F (BLF BID) W9, ) AL Lz, 7 F=70H&EI%, 5mglH
2T H 22— (6 M) UIEAEERH Y, Grade2 X 57 v F=7D
BIER 2R 59, H-oIEA 150/90 mmHg LA FICEH S N84, 7TmgBID ~D
HEZAREE Lic, E2FBEROEHEZ AV, 10mgBID ~O &S AlfEL Lz, 7F ¥
F=7%, BEAORER, BEEEZICG U CTRE TR (3mgBID, &I 2mgBID)
HLARE L L7z,

#1 ARhakEE (KEYNOTE-426 3ER)

KEN) T X F=TRE A=F =T Rt
(43241)) (4293)
o (H) NE NE
[95%CI] [NE, NE] [NE, NE]
OS™ | N¥— K™ 0.53
[95%CI] [0.38, 0.74] —
P{E™ 0.00005
o (H) 15.1 11.0
[95%CI] [12.6, 17.7] (8.7, 12.5]
PFS™ ™| A — REp™ 0.69
[95%CI] [0.56, 0.84] —
P fili* 0.00012

Cl: (E4EX[H. NE: R, *1: PRMHTEFOT — & (20184E8H248 W > "4 7) | *2: )=
B Cox LN — RETNMC LD A=TF = TREE OB, *3: Jg@hn 75 7 MiE. *4: RECIST
HA RFA P LURICHS <SPS P dei &



AF200 mgQBWR UV 7 XL F=T
/

70 i X:a—_:j .- A

0 4 8 12 16 20 24

at risk#j EFRRLA]

A#I200mg Q3W KU
e o 437 M7 B78 256 136 18 0
Z2=F=7 429 401 341 211 110 20 0

X1 OSoHEENrEEDKaplan-Meierfi#f (KEYNOTE-42638%)

100 -
90 1
80 1
& 70
5 60 -
£ 50
%40—
& 30
201
10
0

EIRELE AR (A]

at risk#

AHI200mg Q3W 432 357 251 140 42 3 0
RU7FIF=T

Gl il 3 429 302 193 89 29 1 0

X2 PFSOHEENTR: D Kaplan-Meierd#i#R (KEYNOTE-426345%)



@ [EEFEFHIAERE (E7080-307, KEYNOTE-581 #&5R)

ABZFIRIEIE D 72\ ORI Y BR A RE U ME O P AR B A B g™ 712 ) (A
AN T3 BlEEie) 2RI, A=F=T2ERRE LT, ARIE LY ARF=T XUV
BOLF Tv o RF=T7] End, ) OfflEE (UUT TRAl/ Lo R_RF=T) Lnd, )
SOE MR VL EMEDIRE ST AR Lo RN F =7k, EERHMEIEE & &7z PFS,
BIVGHEER D—> & SN 0S 2, A=F =7 LR L THBEICERE L (3 2,
IRV 4)

1 BEEEARARIC 35 R A0 SU TR 2R BT A Rl S T R xR & S iz,
*2:50mg 1 H 1 [7] 4 38 4 5-1% 2 RS
*3 1 AHI 200 mg Q3W TEHRANIEE L., Lo A_"F=7%20mgl H 1 [FEAOHKE L=,

# 2 FHiMEAE (E7080-307,/KEYNOTE-581 348%)

AF/ L R_RTF =T R A=F =T RE
(355%) (35761)
o (H) 23.9 9.2
[95%C1] [20.8, 27.7] (6.0, 11.0]
PFS™ "2 N — K™ 0.39
[95%CI] [0.32, 0.49] —
P ™ <0.0001
o (H) NE NE
[95%CI] [33.6, NE] [NE, NE]
0S’ ANHP— RS 0.66
[95%CI] [0.49, 0.88] —
P fE™ 0.0049

Cl: XM, NE: #EEAR, *1: RECIST A R7 A VLIRIZES &R ML RHE,

*2 1 20204F8 H28H 1 > RA 7, *#3 1 J&@R] Cox HfI Y — KET /LD A=F =7 L DI,

? : ))%%IJ:' 7T BEICE D PAE (W) %5 hREEETRFO T — % (20204°8H 28 H 7 >~ b
7)o



— KA 200mg QW RUILVAF =T
----- Rz=Fz=7

= :
T B R TS AT RN SRS e A ST A |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
FEH (H)
atrisk 3% o

ARA 200mg QBW RY 355 249 338 307 313 280 253 222 188 120 66 26 10 2 0
23 296

Luyny=s 57 332 307 280 264 236 207 186 160 112 60 25 7 2 2 1 0
A=g ey

g &

X3 OS?dKaplan-Meiergiifk (E7080-307,”KEYNOTE-581345%)

10 4
09 -
08 4
0.7 4
06 -
05 -
04 -
03 - i, o S

02 ) e
0.1 -

w— A 200mg QAW RUL v NF =S

AN B 7

0 2 4 6 8 10121416 1820 22 24 26 28 30 32 34 36 38 40
M (H)

atnsk 3

7 200mg BSWRY 325 201 300 276 259 235 213 186 160 136 126 106 80 56 30 4 6 3 1 1 0

;:’;f;’ 367262218 145 124 107 85 69 62 49 42 2 %5 16 9 3 2 1 0

B 4 PFS ® Kaplan-Meier Bifg (E7080-307,KEYNOTE-581 #&)



[Zz421E]
OFE BRI R NS (KEYNOTE-426 ##)

BERGIIARA/ T X F =T 422/429 ] (98.4%) K ONA=F =T Ff 423/425
(99.5%) (278 B AL, BRI L DR EBMRNGE TERWAERERIT, TN T 413/429
B (96.3%) JZ N 415/425 3] (97.6%) Z78® Lz, WITINORECTHRILEN 5%LL E
DEWERIZTED LB ThoT,

#3 WITNLOBETRERD 5% EOEIER (KEYNOTE-426 REr) (MMt ERH)

2B RIR B (%)
(SOC: System Organ Class) AE/ T X F=TRE A=F =Tk
JEAEE (PT: Preferred Term) 429 {31 425 15
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
EEIEN 413 (96.3) 269 (62.7) 4 (0.9) 415  (97.6) 244  (574) 7 (1.8)
MR LY v FRfEE
2 12 (2.8) 1 (02 0 69 (16.2) 13 (3.1) 0
i BRI S 5  (L2) 0 0 37 (87) 6 (1.4) 0
I R ERIBE 6 1.4) 1 (02 0 79 (186) 28 (6.6) 0
1IN 8 (1.9 0 0 94 (221) 22 (5.2) 0
WU
R IR RETTHESE 52 (12.1) 4 (0.9) 0 14 (3.3) 0
R B RBAR T 135  (315) 1 (0.2) 0 119  (28.0) 0
H b
[i-20) 23 (5.4) 3 (0.7) 0 16 (3.8) 0 0
{50 31 (7.2 0 0 29  (6.8) 0 0
T 210 (4900 31 (7.2 0 175  (41.2) 19 4.5) 0
v 17 (4.0) 0 0 22 (5.2 0 0
WL R R 12 (2.8) 0 0 48  (11.3) 1 0.2) 0
BRI MR R 6  (14) 0 0 34 (8.0 3 0.7) 0
i 91 (212 2 (05) 0 111 (26.1) 4 (0.9) 0
A% 61  (14.2) 3 (07 0 86  (20.2) 9 (2.1) 0
Mgt 34 (7.9 1 (0.2) 0 56  (13.2) 3 0.7) 0
—f - EHEER L OB G ORRE
S 9E 50 (11.7) 6 (14) 0 54  (127) 12 (2.8) 0
955 130 (303) 10 (2.3) 0 142 (334) 21 (4.9 0
FERE D JAE 55  (12.8) 4 (0.9 0 90 (212 7 (1.6) 0
FEEL 16 3.7 0 0 24 (5.6) 0 0
B AT
ALT #4800 102 (238) 52 (12.1) 0 54  (127) 11 (2.6) 0
AST H#40 97 (226) 29 (6.8) 0 59  (13.9) 7 (1.6) 0
M7 L7 =1 24 (5.6) 0 0 30 (7.0) 1 0.2) 0
i H R I AR L N 22 (51) 0 0 22 (5.2 0 0
I v ER AR 3 (07 1 (0.2) 0 48  (11.3) 29 (6.8) 0
1 IMRERAD 14 (3.3) 1 (02 0 76 (179) 31 (7.3) 0
{REA 41 (9.6) 6 (14) 0 36  (85) 0 0
i BRI 1 (02 0 0 37 (8.7) 11 (2.6) 0
R KOs EREE
AR 94  (21.9) 9  (21) 0 106 (24.9) 2 (0.5)
IRV RgIfiE 6 (1.4) 2 (05) 0 26 (6.1) 11 (2.6) 0
A% RS L OV A kLR e
RAER 52 (12.1) 3 (07) 0 15 (3.5 2 (0.5) 0
i IR 23 (5.4) 0 0 16 (3.8) 0 0
PhRE R R
TRTE LR 40  (9.3) 1 (02 0 129 (30.4) 0 0
GIEVE] 35 (8.2 3 (07) 0 33 (7.8) 1 (0.2) 0



RPN B%% (%)

(SOC: System Organ Class) AE/ T X F=TRE A=F =Tk
JEAFE (PT: Preferred Term) 429 {31 425 Bl
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
B ¥ L OURE R E
HAR 66 (154) 11  (2.6) 0 39 (9.2 6 (1.4) 0
FEDR g, MoEhds K OithmRiE =
5K 32 (75 1 (0.2) 0 12 (28) 0 0
FEFEE 98  (22.8) 1 (0.2) 0 12 (28) 0 0
IEF-% R 28 (6.5) 2 (05) 0 16 (3.8) 2 (0.5) 0
St 1 19  (4.4) 0 0 32 (75) 0 0
R B X O T kbR
B2 R 27 (6.3) 1 (02 0 35 (8.2 0 0
FE - RERRMREASIEGER 119 (27.7) 22 (5.1) 0 168 (39.5) 15 (3.5) 0
& 9 FEIE 53 (124) 1 (02 0 18 (4.2 0 0
B2 46  (10.7) 1 (0.2) 0 38 (8.9) 1 0.2) 0
IR
& 1L E 179  (41.7) 91 (21.2) 0 184 (433) 78  (18.4) 0

¥, RE/T X UF =T HICB O TR MEMER 12 6] (2.8%) . KIBK - Mk -
FHED THI 40 1] (9.3%) | FRREREE (X7« N —JEMERES) 2 1 (0.5%) . FHERE
T (ALT KOV AST $5N78 EORFHSEEMR A M S 2 5 ¢e) 150 f (35.0%) . FLIRIRKE
REFSE 165 1] (38.5%) . T IE(AREAEREE 51 (1.2%) . FIFEHEREREE 10 6 (2.3%) .
1 BRI 151 (0.2%) . BIFEREREE (JRAFTEMER RS 96l (2.1%) . ik - £
BT RMRAE 4 61 (0.9%) . FEIEAEESIIE 4 1 (0.9%) | LFHZ 261 (0.5%) . SE DK
2 141 (0.2%) KON infusionreaction2 5] (0.5%) 338 Hiviz, £7-. BEED K EREE
(B RREIREARE R . ZTEALEE, BRI ) |« BER. Mk - BB, R kiR E
(s M VRS PESRERENS . VMR L, JREFERES ., MEERIERAESE) | MERE RNERE
BEM OSEIZITFRD BV hy o 1o, REWEFAZ BRI X B S F 5 (B R A 5 &2 5 i)
rE R R T T,



@ EER [ M ARRBR (E7080-307,”KEYNOTE-581 #&f5R)
HEFRGIIARA/ L o XTF =78 351/352 il (99.7%) K ONA=F=7Ff 335/340 f
(98.5%) (238 H AL, BB L ORI ERERNEE TERWAEEERIT, T2 341/352

B (96.9%) JZOF313/340 f3i] (92.1%) IZFE®H LTz, WITINORETHRILEN 5%LL E

DOEIVERITTFTERD EBY ThHoTe,

F4 WDTNODOEETHRERN 5% EOBIVER (E7080-307,”KEYNOTE-581 38%)

(R MM RE)
BB S B (%)
(SOC: System Organ Class) A/ Vo NF =T A=F =Tk
JAFE (PT: Preferred Term) 352 {3 340 £
(MedDRA ver.23.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
2EIVEH 341 (96.9) 252 (716) 4  (1.1) 313 (92.1) 200 (58.8) 0
MEFR LY SR REE
2 20 7)) 3 (09 0 44 (129) 11 (3.2 0
i BRI 4 (L1 0 0 21 (6.2 7 (2.1) 0
I RIS 8 (23) 1 (03) 0 42 (124) 18 (5.3) 0
1/ INBRE D 13 @37 1 (0.3 0 51 (15.0) 18 (5.3) 0
W WREE
R IR AE TUHENE 22 (6.3) 0 0 8  (24) 0
FOR IR AE (R T E 150 (426) 4 (1.1) 0 79 (23.2) 0
H ke
i 39 @111y 4 (11 0 12 (35) 1 (0.3) 0
15 24 (6.8 1 (0.3 0 20 (5.9) 0 0
T 192 (545) 29 (82 0 151 (444) 15 (4.4) 0
H Pz 28 (8.0 0 0 10  (2.9) 0 0
HERER 26 (7.4) 0 0 42 (12.4) 0 0
A MR R 8 (2.3) 0 0 26 (7.6) 0 0
G 94 (267) 6  (L7) 0 94 (276) 2  (0.6) 0
HNZ 13 (321 6  (17) 0 127 (374) 7 (21 0
AL 56 (159) 5 (1.4) 0 45 (132) 3 (0.9) 0
—f% - 2EFEER L OG- ORE
) iE 71 (202) 16  (4.5) 0 54  (159) 11 (3.2 0
957 113 (321) 11 (3.1) 0 109 (321) 13  (3.8) 0
RAY PR 17 (48 1 (0.3) 0 17 (5.0) 0 0
FE L 16 (4.5) 0 0 18  (5.3) 1 (0.3) 0
VPN &
ALT H/n 34 (97 11 @31 0 30 (88 6  (L8) 0
7 X7 —EHhn 53 (151) 26 (7.4) 0 26 (76) 9  (26) 0
AST #4J0 33 (94 9 (26) 0 30 (88 2 (0.6) 0
Mz V7 I =8 23 (65 1 (0.3 1 (03) 17 (5.0 0 0
i H FCR I S L N 38 (10.8) 0 0 17 (5.0 0 0
U S—BHIN 50 (14.2) 34 (9.7) 0 34  (100) 24 (7.1) 0
T EREC D 8 (23 6 (17 0 39 (115 19 (5.6) 0
/R 20 (7)) 3 (0.9 0 57 (16.8) 18 (5.3 0
R 70 (199) 21 (6.0) 0 19 (5.6 0 0
i BRHE 10 (8 1 (0.3) 0 30 (8.8) 6 (1.8) 0
R KOs REE
ot Bl 123 (349) 12 (3.4) 0 84 (247) 5 (1.5) 0
oL AT a— LIfE 18 (1) 1 (0.3 0 2 (06 1 (03 0
F Y 7YY RifiE 30 (85 10 (2.8) 0 23 (68) 14 (41) 0
B #ERd L OV ARk
RARIR 60 (1700 4 (11) 0 22 (6.5) 0 0
AR 38 (108) 3  (0.9) 0 8 (24 0 0
RO SR P T
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BRI B% (%)
(

SOC: System Organ Class) A/ Vo NF =T A=F =T
JLAGFE (PT: Preferred Term) 352 {3 340 1)

(MedDRA ver.23.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
CRRES 38 (108) 1  (0.3) 0 88 (259) 1  (0.3) 0
Bb 38 (10.8) 0 0 28 82 1 (03) 0

BB L QIR E
EHENTS 97 (276) 26 (7.4) 0 41 (121) 10 (2.9) 0
MR SR, MR X OVtREE
Ik 19 (5.4) 0 0 8 (24) 0 0
B EE 87 (24.7) 0 0 9  (26) 0 0
I % 1] 23 (65) 4 (11 0 1 (32 1 (03) 0
S 1. 18 (5.1) 0 0 30 (8.8) 0 0
Jiliig 7% 18 (51) 6 1.7 1 (0.3) 0 0 0
K& ¥ KO TR RRRREE
B Sz 17 (4.8) 0 0 21 (6.2 0 0
FH - BEFRFRATERSIEGRE 99 (281) 14 (4.0) 0 122 (359) 11  (3.2) 0
Z 9 BHIE 47 (134) 1 (0.3) 0 19 (5.6) 1 (0.3) 0
95 77 (219) 12 (34) 0 37 (109 2 (0.6) 0
BER B IR e 24 (6.8) 4 (1.2) 0 5 (1.5) 0 0
HORRE 0 0 0 31 (9.) 0 0
M R E
[EIINER 184 (52.3) 89 (25.3) 0 133 (39.1) 61 (17.9) 0

RE. ARAE/ VR TF =T RHCB O TR MR 19 61 (5.4%) . KB - N -
RO THI36 1] (10.2%) . HEOREREE (PErEREEERARIE ., S RRARNE
B, ZIRALEE, FREES) 261 (0.6%) . BPERR - A4 - IFgGeRE - ik - @
{EMEARAE 2% 79 B (22.4%) | FUIRHRBEREFRTE 156 5l (44.3%) . T E(AHERERSE 3 i

(0.9%) . FIFEHEREREE 18 B (5.1%) . 1 AUBERIE 161 (0.3%) . BHEREREE (R
ERVEMER 2, SRERIRBRS) 861 (2.3%) . S 86 (2.3%) . Ahdk - MU AARIE
3# (0.9%) . HAEMMESE 1 1] (0.3%) . MMk - BEEEK 3 51 (0.9%) . Lffizk 3

(0.9%) J UNinfusionreaction5 fl (1.4%) 238D v, F7-. MEREE (FF 2 - AN
U—EERERE) | S E I IRK, EE e MmRESE (G Ml MRS MR, e
i, FRIFFERES, MERRIERESE) | MEKE R L OFIERD b v o 1o, KREIE
RFEBLRDUIBIE RS (BAMRAERT 2 5T) 23 0EHHRE T,
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[k - H&E]

AFNOREFEpBEREESLVEZRMA LY I 21—y a2k, AHAI 200 mg %
Q3W, 400mg % 6 FMMHE (LT TQeW) &9, ) XiX10mgkyg (KHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF O g PR ESRG S, ok
R, AH 400 mg & QW TH L L7ZEROAF D E HARRBIZ I 1T 5 Mg P (LA
T Cavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, AH400mg % Q6W TG L 7= ARHKI D EHIRAEIZ I 1T 5 %
E G FIREE (LLF TCrmaxss) &VM96 ) 1. AHAl 200mg 2 Q3W THeH- L72BED Craxss
R L CREAZ R T E TSN OO, HARNBEIZB O THBEMEDRHER I LT
LR - HETH 5441 10 mglkg (FHE) %2 Q2W THE: L72EED Craxss & Ll L TIK
EERTETRHENZ (FR) . S50, EERAHRERE 252 I2K4] 400mg % Q6W
TG L=/ BTHERER (KEYNOTE-555 i) 1 0 5 7= 34 HES < RpydEhne
WNIA=2T VI ab—ra AR THILTCEYEIRE T A—2 LHEILT- (TR,
INZ T, EEONAFEIZINT 2 BIRBRARIC D & | AAIORE R & A0 T Z 4
Pk & OB 2 MEtd 2 MEE UG T T LV DMESEE S 4L, AAI 200 mg & Q3W i 400 mg %
Q6W TH 5 L7-fROMRE & & A T2 et & O #EIZ DWW THRE S ok R, bk
SEORE - HEOM THNE R ORI e 22813 v &Pl &z,

K5 FAOEYBE T A —F

[ Comr Cove Coni Coras Coes Coninss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vi | (77981 | (76183 | (917 041) | 498510 | (308 3L4)
400 mg QBW! (12;?24) (32.%??2.7) (10.%1(,).50.8) (14??49) (SO.i?gl.S) (19.%3??0.9)
40(09‘*2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:2;4) NA NA NA
OMAOOW | gy | i | i | wmam | s | sy

+:n=2993, 100 BID ¥ I = b—3 3 I K0 BEH ST 8 FEO YL (2.5%05, 97.5%450) | Cmax @ FIEIE
H#OEEIMIEFIRE, Cag : PIEIR 55 O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B I AR 7 H i

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

§ : 41 Bl RAEEIE  (95%(ETHIX[H)

NA : %7 L
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4, HEERIZOWT

I Y 2 7 EEGEHE (RMP) (KD & A O B 3K G 22 R R TS B~ oD 1 ) (ATl
Do Dltiak Tho T, KA OG- NEY) 72 BE 22 - FFE L, AR GIZ X0 EHE
7REWER Z 3B LTRSS 5 2 & BB R 7o D LU OO~@DF T A 72 i
HIZBW AT o2& TH D,

O HERRIZOWT

@1 FReo (1) ~ (5) OWTINITHEYT AR THDHZ &,

(1) BEAFBRENMEET D03 A B REEILSRBE S (BB IR A B FOE LR
HOIER S AL B ISR E . Mtk 2s ARSI e &)

(2) FrEMEHERbE

(3) HEAFIRAIEMEET D03 ARFOEEERE (DA BRI ERPE, 23 AR
W Ik, MY AR HE IR &)

(4) ARACFRIEEZRE L, SRAEHREINE 1 U R FHIEINE 2 O it a% FL
AR DR AT > TV D fiex

(5) PUEMEREES AL & BN O M sk LU 4R 5 R 24T > T D itk

D-2 B Db HE K OEIWE RSB O RS Z + 47 7o ik & B & FEo =R (F
ROWTIDITEE YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRE
IhTWbZ L,

#*

o [EREFFEUGE 2 FOWMIHE Z(E T L7212 5 FLLEO N VIREDEIRIHE 2
IToTWBHZ L, 95, 24 EIZ, NAEYREZ T L L-REKRBEESOIHME %
ToTWNWAZ L,

o [ERITRFFEARE 2 FEOWMHINHE ZE T L7211 4 L EOWREBLF OB IRIHE 217
STEY., 55, 24E0 B, BN O N A SEMERE 2 5T D ATRIRORIRIHE 21T
STWAHIZ &,

Q@ PBENOEREREREEDEHNIONT

PSR BB BT 2 BEE DR E S, BRSO oA D, Aotk - &2
YRS PRE RO G E K OERZE ST 2 @i, AEFFGRRBAE LI2GE oW
EW. BEREHODIITONDEHINESTWDHZ &,
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® BIHER~DRRITDNT
@-1 HEREHNICEET 5 E S

WM R B O BEE R BIEA NI A LB, 24 FRRIZEIEHI O T, Yaklisk X
VEEE SRR 123\ T BB L7 RIEANCS U CARBREE K O CT 2 OFIVEH ORI &
BRRAORERIY BHRIZE LI, BEHICRHSTRERARH 2> T Z &,

@2 EEREHEICLI>AEFSAMNISICET HEH

ARSI HE D 2 B 2 sk R OB RE 2 AT D IR FE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE & #REZ LG TE 5 F— AEFRRH] 235
ESNTWDZ L, B, BIEHIZHOWT, NABRE & ZOFBEICHDITEAmMmENT
WhHZ L,

®-3 BIfERADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FERBREE - IF2% - BLMERRAE 2k, BERERE S ORMEHREMER R, RERKEBRE) . N
Sk E (TEARRERRE S FURIRERERE . BB HEREREE) | 1 BUBEIRIE ., 5 & 9 Rk,
Mo - BEBURIARIE . e, EE O REREE (hEPER R EEIERARIE, B R IEARE
e, ZIPALEE, BERKJIESE) . infusionreaction, AMZE - BEMEAS, FIEMNMEJAE, AhikkaE

(7 v« NU—EBRESE) . Ok, BEEmEEE (G Vi MR YESS BT |
ek, JRIFERE;, MERERIES) . MERERIEGRE, S [Cxf LT, Ykt
X ST R R E OB MME 2 AT 2 AN & EHE U (RIVERH OZWr-eR s IZBE L TS
KOS EZZ T ONAEMICHDHZ L) | EHICETRAEN TE HEHNESTVWD
ok,
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5. BeExB LD BE
(2B 5 4 1H]
@O AHAI O OFUENEELH] & O PR GIE TROBE BV THRME /RS AT
2o
© TRUTFET IV NTF =T L OGRS ALFERIEE O 2RI YR A RE
SATERR M O B A e R

@ FRLICEEY T D EBEITHRT DARFN OG- K Ol HEIZOW T, ARFIOF D
L SN TELT, KHDOREGXG LB 720,
o fiTtamliBRIE
o KRHFIOEMBES
o T RIUF=T NIV AT =T LS OFUEMEEA & OO S

(2RI B4 2% FH]

O TRICEYTD2EEICOVTUIAFOERGENEZRE SN TND Z b, #5517
r YA A RGP
o ARFNDIIZHT LIBBUE OBEERE O & 5 B

@ VRIEATOFHIZ B W T TREICE S T 2 BFIZ OV T, AR OREITHER IR0
B, MOTEPERIE DS 2 NGEITRY | HRICAHZENT 52 L 2BETE 5,
o [WEMMEEOEDUIBED & 5 BFH
o JuEB AR A CRHVE S 258 6 L A K ONE BN 0 U BT i ¢ <0 G A it ¢
FOMICRIENEZAL DA B D B
HOEREBOAH, UIEMHERY A L IXHRMED B SR B OEIERE O
b % BFH
o JEssBaiEE (EnEaBiEL ZT) OH 5 EHE
o FEBORYSUIBEE A AT LR
e Karnofsky Performance Status 70%A<ji "0 o> B3

(=D Karnofsky Performance Status (PS)

Score | B

100 [1EH, HEBICHT 2 BEOHFZ LR, BHRERZ L,

IEH OTEENATEE, Fral/e B in L2, 90 |BEWBRIKIERITH 545, IEFTEB) rl e

80 |77V BRIRIER D & 573, 571 L CIER OIEB) i RE

FET 5 Z LI, BETHEFETET, FH| 70 |BE0BHOWMEHITEHN, EFOIEH - 7452 &
T EAEEANNLRBRIZEDZ DO THD, | 60 |ASICHERZ LIFTEDN, L& CENPRMLE
xR BREONhELE LT 5, 50 [k EERE L -FBER L O R BT A DS

BN

40 B9, WY RERB L OEENLE

ORI DO LEASTTERWY, fikdHs 0| 30 &<, ABREDLEEDEIZE LEE> THARN

RO FE#E L RISFEOF#EZLELE T 5, KA 20 FERICEE, ARSI TR AR ZRIRIRA 43

DEHIZHEIT L TV D ATREMED B 5, 10 ZEH B E-> TS

0 |4t
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6. REICELTHET NEHH

@

@

®

I SCERITIN 2 BUEIRTEER DR tT 2 ERMEIZ I & ARHK| O Fetk Je ONiE 1E

RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAICIENE D | B XX Z OFEICHINE L OERR %2+ L, RE 215

ThoEETHZ L,

FREWERH O~ R T A MZDWNT

o [MEMMEENSLDLOND Z ENHDLDT, RAIOEEIZHT- > TL, YIHIE
W CEEIAL, PR IRIEE, BEWREE) ORERR & O X iRt O FEhESE, Blggs+
FATH 2k, Fo, MBS U THE CT, Mg~ —h —%FDOMmA % T3
HZ L,

e infusionreaction 23&% 5L 5 Z L3 5, infusionreaction 23588 B ILIZ A IZ
. U ALE AT D &L b, IR RIE T D £ TEREDOREE I EE
T5HI L,

o HURIBERERETE . TERAEEREE X CRIBEEREENH DAL ZERHDHD
T, ARZIOF5-BRLART & OFe G- I E IS N WS RE MR A (TSH, 78
T3, EHE T4, ACTH, ML = /LF Y —VEORIE) 2T 52 &,

o BUENTR. I, FFHEREREE . TR, B{EMERE RPN L bND Z 0 H D
DT, KAEIOBE-BAGRT R O G- M S i3 E IR BEsEMR A (AST. ALT,
y-GTP. Al-P, BV /LEHOMIE) 2EfT5HZ &,

o SEIER (IMERLOILEEHRERLET) EORERERIREERH b D
ZERHDLZOT, EMNICIROBE OFEEMRT H &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2 T2 L BEFELRET L L,

o KEFNOBEIZLY | BEORIEICTIRINT 5 £ E 2 BN DR IR BHNIE
NHLONDZENHD, RENROONTHEIIE, BELEFRIISUTE
R 72 5k & AR BR 2 Re O [l & g Ui bl 2 BB BIRe W 21TV, GRSk
FOSMZ & 2 BWER BN 2561215 AR ORE ST 1L, K ORIE B R
NEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
A OUEERFRD IR WIGEIZIE, BB RE ARV o LISt O Sz i Floisin
LEETDHZ L,

o BERKRTH. BEMMNSEIARGE L THrLRIERANRET D Z 8B D0,
AFN DGR TRICHRIEHORBUZHSITHEET D Z &,

o LRUBEIRIF (BUE LRUBEIR A ET) bbb, BERPMES RV R— R
IZEDZENRDHLHDOT, A, O, EHFEOIEROBEICMAED L2+
SEETDHZ L, 1 AERF NSNS &G EHIEL, AR Y Ul
Hl OB GHEDOEY)7REEITO Z &,

AH|OEEEFRERIC BT, KEYNOTE-426 B T3 5-504625 12 B, LI

54 BETOHT &, D% 123 T & E7080-307, KEYNOTE-581 7 Cli& 5

BAtEDN 6 8 M & L ICH DRI 21T > TV e Z L 225, RAEG- I3 EY

AR AE COROMEREITO Z &)
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	【通知】ペムブロリズマブ（遺伝子組換え）製剤の最適使用推進ガイドライン（高い腫瘍遺伝子変異量（TMB-High）を有する固形癌）の作成及び最適使用推進ガイドライン（腎細胞癌）の一部改正について
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～高い腫瘍遺伝子変異量を有する固形癌～
	【参考】 
最適使用推進ガイドライン 
ペムブロリズマブ（遺伝子組換え）製剤 
～腎細胞癌～



