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1. IXC®IT

IS OFIIE « ZRMEDORER O T2 DI, IR SCEE IS W ol Ee A 23 ke
DD, IHIT, IFEORFEHINOMESRNT L0 | HFUREIES 72 & OHF0 7o B /e ik
FRPESMADERE S NAH T, 2D OERNLE FIC LB BF IR 5 2 L 3RO
M & 72 o TR Y RRFMBOEE & SO FEARTTEE 2016 CEEK 28 42 6 H 2 H BRERE)
WZRBWTH, FHMERLEOMHAOREHEEZXD Z & L ShTnd,

PORVERBS T RS, EEER L &7 1 7 7 A VBB F ORI, & B DI B
RHZENDD, T, ARMEROLZRMEICET 2 IE RN+ 0BT 5 £ TORM.
UHERHLOBEEMZ T2 2 ERHRF SN EBF I L THEMAT 2 & &b, BlE
RN LB LB e ki g & D 2 & ANARE R — E O B % jii 72 9~ [ S A B i A
THZLENEETHD,

LMo T, KA RTA 2Tl BIREBRSR 2 E CIoB BT 5 EEERY -
FHER L IS & | DUT O B3R O fciii 7o (8 2 HEE T~ 2 8L b MR B B 2
TR OB FEE R,

¥, RTA BT A 0k, MSIATEGE NESR G R A . A EENEANB A
BRI Fos . —MertFE N B AR R ARHE 2 K O— it HIE A B Rk 52 oW o
b EAERCL 72,

MR EIRDERS T4 M—F SEE 100mg (%4 XaT7r ) X7 (B
TR R )

HE LR DRI« I SUTHEME DO IR % ) 2Nl

MELRAMEROME  W@H . A, a7 nl X~7 Gl FHiz) & LT, 1
1] 200 mg Z 3 JAFIF X 18] 400 mg % 6 M [ H R T 30 5[H]
T TRIBHHET D,

& R 58 3 & - MSD Rtk




2. AADKHE, 1ERER

XA h—F ST 100mg (—f%4 XA T ) X~ 7 GER /) DLT TR
Al &vv9,) 1%, PD-1 (programmed cell death-1) & Z DV 77> K Tdé 5 PD-L1 O PD-
L2 & OfE G EHEET S, Efﬂﬂgﬂ%/ﬁﬂ~fwﬁ¢Tkéo

PD-1 #2#8 1% T MR So 2 B RS 2> 3k D 72 D1 A AR 23R 9= 5 5 72 S il 4
AA T T, PD-11d, REREZRRIBIC BV TSR T Mifd oMilaRmc BB L, 3O R
P2 SO % 8 T R ST B 22 S ROS & 2, 97205, PD-1 (XY o K&
ATHZEICLVPIRZRIRICL D V7 UsiEz AT 228K TH 5, PD-LI

EFHARICBT 2RBUTDT N TH LN, Z<OBRAMITIE T Mlaox 28z
HIFEWENCREILL TV D, BSAMKICISIT S PD-L1 O @ HIE, B, MENRE.
A, DNEUE, B/ INRAE 72 & O x BT T RARKFTH Y | RV EFSR
EOFEMENHE I N TND

BE OB A DEEREAT% L PD-L1 3BLOFMEBMED S, PD-1 & PD-L1 O ILIEE
DOIEEGREIC W CHEEREFI 2 S Z L AVRIB SN TR Y | Fiiz /20 ATRIROER &
LTHiffsnL TV 2%,

AFNX, PD-1 & PD-L1 X U'PD-L2 Oi ) B> ROFEEZET D Z Lk v, JEE
W/ INBREE th o MRS ARG EPE T VU v SERE TRV S8, PUES S 2 FHE L
T 52 & CHIMEN R A RIET D,

ﬁﬁﬂﬁﬁﬁf’%5<ﬁﬁﬁﬁfﬁm’ié@@ﬁ“ﬁ%%bh@i%li%tﬁ
EéT%%#%é AFN OG- e O GRITIE, BB OBSEZ 3T, RE D
oI j:%ﬁbt%%Lfbtﬁﬁmﬁﬂﬁk@%%ﬁOE%kkﬁbfﬁ
@&W%ﬁﬁ%ﬁm\%§®%gﬁﬁ K DEWER S gD 2 561213, B BE AL
TR OGO 22 LE AT O MR D D,



3. BREGE
B3 XITEEH O IR X ) U EO KRR M 24T - 7o =R R RO
RAE 2R,

[ 2]

[EFRIL[E 26 T AHEUR (KEYNOTE-087 #tl5k)

PR SUTEHR ORI R U o U Lo ERSE 210 6. BARN 10 Bl &Te) OLLT
D 3ODak— hEINRIT, AH| 200 mg 3 @RI CIT TQ3W] L), ) #EHED
AR OV BMEN RS T,

- A S i i A R RE T T2 12

# (ak—11)

- HEEMESHEBHEIEEIE THY . hOT L YX~wT RRF AL A IBEY

2B (ak—12)

- BFEE MBI THRIC, 7L YR o~T REF UL D6 (—RIGHEX

IR L FRIED —BRE L TOT LY Xy ~T RRF UL HRRFEITE 72

W) EZITTWVWRVARE (ak— R3)

TR T RRNF AL AERESZ T8

7k, ERFEN CHEET 5O DA IS, BEEBEEIT 2 R IIER D b v
FEOREIRANZZE LT 5 B T, IREBICIE O BTl CREETTARO LD E T
AHNOF G Ak 5 2 ENREE Sz, TEIHMEEH TH D FEHFE (LT IWG
criteria (2007) |23 < HRHEIZ L D582 (CR) XIEH D24 (PR) OFIE) 1%
£ 1 DEBYThHoT, 2B, FANIHTESNTZHMEEDRIL, WThoak—Fd

20% TH -7,
#£1 AR (KEYNOTE-087 3UER)
ar—h TR — K2 IR — K3
(69%1) (8141) (601)
e84 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
. | #5325%h (PR) 35 (50.7) 35 (43.2) 27 (45.0)
Bl —
%) “#ZiE (SD) 13 (18.8) 9 (11.1) 13 (21.7)
#17 (PD) 3 (43) 17 (21.0) 7 (11.7)
FEAl A~ RE 3 (43) 2 (2.5) 0
Fh# (CR+PR) (%) 72.5 65.4 66.7
(95%fEHE X M) (60.4, 82.5) (54.0,75.7) (53.3,78.3)




[Z241k]
[EIFR LR T AERER (KEYNOTE-087 7lfiR)
AFFGITABR AR T 202/210 1] (96.2%) (258D B AV, BIEHIE 144/210 i (68.6%)
IR BTz, FEHEN 5% EOBWERIZE 2 DB THoT-,

£2 RBEEN 5% EOBIIER (KEYNOTE-087 3B) (ZeMMRTHSE)

FRERIRSr4E (SOC: System Organ Class) @f@%j&

FLAFE (PT: Preferred Term) 2 | 0{£§IJ
(MedDRA/J ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIER 144 (68.6) 23 (11.0) 0
MEB LY R EE

i H BRI E 11 (5.2) 5 2.4) 0
Rl A s

FIR A RB AR T 26 (12.4) 1 (0.5) 0
BBk E

T 15 (7.1) 2 (1.0) 0

EL 12 (5.7) 0 0
—i% - BEEER L OREEOREE

5 19 9.0) 1 (0.5) 0

FEEN 22 (10.5) 1 (0.5) 0
PR R BE

[FEPE] 13 6.2) 0 0
Mg, HOERE X OMERRES

AU 12 (5.7) 1 (0.5) 0
KRG ¥ KO Tk S

R 16 (7.6) 0 0

7k, MEMEMREZ 6 B (2.9%), KGR - BEO FHIE 3 6 (1.4%), #fkEEE
(7« NU—EMERESE) 1161 (0.5%) . JHHERERES 1 8 B (3.8%) . HIKIi#nERE
1L 29 1] (13.8%) . 5 4% « KRR AlfiFIE 13 2 1] (1.0%) | infusion reaction 1% 17 il (8.1%) .
SEIERIT 26 (1.0%) RO RIE 1 H] (0.5%) TRO LN, £z, HEDOKE
b (R REREMEARIEWERE, SZIALBE, JERRIESS) . NIE(RHAERE S, BRI FRERE, 1
RUEIR P, ERERERE T (RANVE RVEMER RS | Bk, EIEM B IE, Mk - B, o
PN M/ MR VR SR BT . TR LR 1 K OVIRZEERIES 137830 B 72 o 72, ARFIEHZE B
RULIBTHE S (BRI RE 2 5) 23 DRI RE 7T,



[k - ]

AENOREMFEENEET VARH LY I 21— 3 0280 AHl 200 mg %
Q3W, 400 mg % 6 MMk (LAF TQew) &9, ) L 10 mgke (KEH) % 2 @M
Mk (LLF TQ2wy &5, ) THEE L7ZBROARA O iR E G Sz, £ Dfk
R, A 400 mg &2 Q6W TH G- L /2B AFN D E FIRIBIC 31T 5 P fiE iR (LA
T TCugssl EWVD, ) 1E, AFI200mg & Q3W TG L72BED Cugss & H LT 5 & T
Eniz (F#) . £z, AAI400mg 2 Q6W TG L7-FEOAA D EHIRIEIZ BT 5
FEIEFEEE (LT TChass) &V¥94 ) 1E, AHAI200mg & Q3W THH L72FED Craxss
LU L CEEEZ R T ETRISNZ SO0, BARANBEITB W CEBMEDNHER I T
HHE - HETHDAF 10 mgkg (KH) % Q2W TG L72ERD Chaxss & ol L TIX
ExzRT TS (FR) . 510, EERAREE 2 XU 400 mg & Q6W
TG L= B TR (KEYNOTE-555 i) L 0 45 6 7= FEHMEIC IS < SRpEh e
WNRIA=HF I ab—2a L P LTZEMEE T A —2 LHE L7 (FR),
INZ T, EE ORI 5 BERRBR AR I JE D & | AR OIREE & A T2t
& ORI ZRFTT DMRESSE T VR S v, A 200 mg 2 Q3W XX 400 mg %
Q6W T 5 L7 B E & A T e et & oB#EIC S W TRET S ks, |k
SO - HEOM THINER OZ VR ER T2 e RIS,

R3 FHOEWEE T A —F

Mg R | (g (g ) (o) ()
200 mg Q5w <58-55?'519.7> <27.27?'298.1> (17.2’11 83) | (91 .97?'984.1> <49.§a(,)? 1.0) (30.35(,)’39 1.4)
400 mg Q6W' (12;,?24) (32,3?2.7) (10.11(,)'16 08) (142?49) <so.51(”~571.3) (192(’).;0.9)
40(2;5%”%6)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 meg/ke Q2W! (21?,2223) (14;‘11145) (1 1;1 21 (422,2233) (27;7382) (19:1,9;00)

T:1n=2,993, 100 [ED I = L— 3 2 &0 EH IS FHEO FRIE (2.5%4,97.5%4) . Cmax : FIEIHEE
B OFREIMEFIRE, Cag : PIEHEGHZOFHIMIEFRE, Cuon: FIEHEGE (VA1 702 #5801 ORAKMIE
HREE | Cinaxss @ (C B RBEIC IS DR LIS TR A, Cavess ¢ CHEAIRBEIZIT B W MIE TR . Cmins © T FKEEIC
BT B IR i 2 g

1056 FlDORBMTEEIE  (95%(EHEX[H])

§ : 41 Bl FEIE  (95%(EEIXH)

NA : %472 L




4. HEEXIZDOWT

AL L U CHEABERE (2R St T ZEnh, YRz
UNCEE TE ik THOIMEND S, O LT, AAIOFGN T2 BE 22 - 5
E L, AFOEGIZ L BEEZFEIEMZRBL LIS T 5 2 E RN EERT=D, LU
DOO~QDFT R TEIZTHIZB N THEHT HXETH D,

@ mEFRIZTHONT

D-1 TiEo (1) ~ 5) OWTNNICHEYLT D% THDH Z &,

(1) BAFBREDEET 253 AR ILEIRPEE (B RDS AR2 ROEEEIL AUp BT,
Hitee A3 AR e SR SpIRE . HiE S ARSI B 7 &)

(2) FrEHRERPE

(3) EBETRENFEDFRE T D 03 AT (D3 V2B E T, 3 ARSI
W 1IRBE, S ARSI e &)

@) A RACFIRIEE AR E L, ASREFREENINE 1 UL SEEINE 2 O fii sk FE7E
AR D I 21T TV D Jiliax

(5) BUEEMERES AL & BINE O f g% FEE AR B Jm A 1T - T 2 fitiek

@©-2 HHAER D F U S EOERRIE K O RIVE I FE B O XIS 53 20 ik & %
B FioEA (FROWTINIREY T HEAD 23, MiZ2HRE OARRN B 2 inR O
AL LTRESN TS Z &,

*

o [ERIGREFEUSE 2 FOYMIHEZE T L7212 5 LI EO D AR O IEIRIHE %
IToTWbHZ L, 96, 2L EIX, BAEYIRIELY £ L LTZEREE-ONHE %
1THoTWAZ &,

o [EENRFFHIUSE 2 FFOMBINHEZE T L72iRIC 4 L LK ERZ A L TW1D
Z & OBy 3HELRIT, iR EMEIEE D 28 A SRR E 2 e iR IR R OWHE
EToTn5HZ Lk,

@ BRHNOERSFEHREROEHICOVNT

PSR AL T B HE ST 2 BT S L Sy, BURAEN O OERE D, A0 - &L
IR RO E B ORISR T 2 et AEFFLNRBAE LG A0WmE
EWS, FERHDIATON D IEHINTES>TNDH I L,




® EIER~DORIRIZONT
@-1 FEskfAHC B4 5 B

VR RS O RS 22 BIVE A 2838 4 L2 BRI, 24 FRRIRZIRIKHI O T, Uakiag X
IR R (2T, REL L 72 BIEANCIE U CABRE B L O CT F ORIER ORI 2
FLRRA ORI SE A HIZG AL, B HISKIG TRER R > T D 2 &,

@-2 BRREFEFIC L Z2AEFLAINICETHE S

DA D 5 B e Bl e O e & A3 D RN FE D EER =4V v 7
EEDIEEROA T V== T 2ITWEIRE L ERE LA TE 2 F— LERES
S TND T &, 7ol BERMEHNZOWNT, BAEE EZOFBEICHFIZEmE T
WAHZ L,

@-3 BIfEA OB Erox it LT

BER (FMEMERRBICIN X, KX - MEBR - EEO TH, BUEFX - A2 I
PEREMET - IT2¢ - M LPEARAE 28, BRRERE T  (PRAIE RIE MR &%) . WaOowkEE (F
A RERES . BRI . BT . 1 RBERE, 58 9K, %k - Bl
RMRIE, Ege, BEE DR SRS (R EPER B IERAEAE, BR R AR RE . ZIEAL
BE, FORIEIES) . infusionreaction, MMZ% - BEMESE, HIEM M E, MifkfEE (7 -
AU —REERES) | O, BEE AR MR PR S (S M/ MO PR SR BN | Fa it I
ARIFERMS . MEERIERESE) | MBREAREGERE, R5EZEE) 1Tk LT Makiiak T BEE
TSR ORI A A 9 5 A & s U (BHWEH OZBr-oxt il L TSR O %=
TONDIRMICHDZ L) | EHICETIRLENTE LEGHNESTNWDLZ L,



5. REXRRLINHBE
(AL R4 % $E]
©  HF i A B BEEHUE SR O FF 3 SUTEHRIEDO AR % 2 ) o
HMNEEHIZB W TAFDOFIER RS TWD

@ TR T 2 BEF T 2 ARHN O G K OEHIEZ OV T, A OAZMIEN
ML SN TE LT, ARORGHR LB,
o ALTFIRIERIGIR OB,
o OGUEIERELA & OO,

[‘ZatEB4 5 ]
O FRICEAT2REIZOVWTIAFR ORGP ER L SN TNDL Z enb, K5 21T
DN &y
o ARAIORII LIBEE OBEERE D & 5 B4

@ BRERTOFHHICB W T FREIZiE Y T 2 BEICHOW T, AFIOPeEITHELE S 220

D3, MOIRFEEIIL DA R WIESICIRY | EEICAHZEH T2 2 2BETE 2,

o MHEMMEROEH X i@fﬁ@%é B

o R GAg A CRVE S 2 78 60 2 R B ONE B 0 AT 5 Atk ¢ <0 S e 1 it 2
LD IIEZEAD A B D B

o HACOMEEBOGOE XIXEBMEM A L IXHFEMEO B OB R B OBEEREO
b5 BHE

o EsvEAEE (S MM EZ ET) Ob b BHE

o FEBOYSOIEEE AT HRE

*  ECOG Performance Status 3-4 ‘"D HH

(ED  ECOG ? Performance Status (PS)

Score | EF%

0 | &<MERIEHTE 5, ¥l L [ U HEAESIHIRLR ITX 5,

PIREYICI LUNEENIHIBR S D23, BMTAME T, BIEESM - TOMERIIITHI 2N TE D,
Bl - BOFE, EHIEE

BONTZHSOEDOEIY DO & LNTERY, HREO SO%LJ\J:%/\/ R2vFr Gl =9,

Lo RSN I \S]

E<LBT RV, BOOHOED OZ LIFETERY, EEICNy FRTFTilId,

BATRIRECH D OH DOEID O Z 133 X TRBELEBAEEIZ TE 220, BHD 50%LL B3~y RAVCil 29,




6. BEIZBLTHEEITREEHE

O  WSASCEFIOIN X, MR TEES DRI 2 BRI LD & ARAF O Fe: K OVl 1E
R OT= DI ER A 3 ICHfR L T bERT 5 2 &,

@ RIRBIRICIEN B BB U E OFE A INE R OERRIEZ o L, WS 215
ThoEGETHZ L,

@ EREWEHO~%T A MZOWT

WEMERERBRN S bbb Z ENH DD T, KROEGIZH 7= - TlE, WIE
W CEGIaL, PEVRIAEE, BuS) OmERE A O X S & o F s, Blgi4+
AT 2 & Fio, REIIS U THES CT, I~ — 0 —50m& % Fhd
HZ ok,

infusion reaction 23% H i 5H Z L 3% %, infusion reaction 23788 HALTZHH T
X, WY RAE AT O & &b, SRR EIE T S £ TREDREL 45 I8l
THI L,

FOR R RERR . N (R RE I H L ORI ERERE R H L ONDL Z LR H LD
T, AFIOE 5B bh T K O G-I e I N whgne i (TSH, iR
T3, U T4, ACTH, ifrf = LF Y —VEORIE) % FEhid 5 &,
BIEIFZE, A4, IFHERERE S . R, m{LERERNH LN D Z &R 5D
DT, AFNOFG-BAbGHT R OG- HIE P ZE IR TR RERR & (AST. ALT,
y-GTP, Al-P, BV VB FORE) Z2FE T 52 L,

SEIER MR KR I BRER 2T T) FORERERIREERH S D
ZENRHLHOT, EHENTIRORFE OFEL MRS 5 Z &, 7o, IRORFER
RO LI AT, WM EREEE 2T 5 Ko BEERET L2 L,
AFNOFGAZ L0 | WEORE NIRRT 2 &5 2 b Dk~ 22 RBCRRE
NHODLINDZ END D, BENEOGNTGEGEITIE, BB LZFRIIL U
B 70 05k & AR BR 2 e o Al & s U G bl e BRI I A 1T I EE s
FOSMZ L 2 RIER RSB 2355 121%, AR ORIESIH IR, K ORI E R
NEVRIOBREEZBET D2 L, ol BIBRERVE S OREIZE0EIE
HOUEENRD LR WIGEITIE, I BB RV DSOSz il #l o8 n
bEETDZ L

BeHET R, BORBN OB HRRE L T LRWERDBELT A2 Z R H D729,
AHNOF G THRIZHRWERH ORBUZ /31T T 5 2 &,

1 BUpEpRI (BIE 1 RS IR 2 5 ) 236 bbbt PR S T v R—T &
WZEDZENHDHOT, N, b, MaHEEORER OB MbEE O FH-12+
DEETDHZ L, 1 RIBERPBR DN G A IR EEZFIEL, AR Y Ul
Hl O 5EDOHEYI IR NEEZITH Z &,

@ AHIOBIRRRIZ I T, &ERMG D 12 1 Z L IO 21T > T\ 2
& EBEIT, RAPGHITEMNCEER A CRHIROMREIT I Z &,

10
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1. IXC®IT

IS OFIIE « ZRMEDORER O T2 DI, IR SCEE IS W ol Ee A 23 ke
DD, IHIT, IFEORFEHINOMESRNT L0 | HFUREIES 72 & OHF0 7o B /e ik
FRPESMADERE S NAH T, 2D OERNLE FIC LB BF IR 5 2 L 3RO
M & 72 o TR Y RRFMBOEE & SO FEARTTEE 2016 CEEK 28 42 6 H 2 H BRERE)
WZRBWTH, FHMERLEOMHAOREHEEZXD Z & L ShTnd,

PORVERBS T RS, EEER L &7 1 7 7 A VBB F ORI, & B DI B
RHZENDD, T, ARMEROLZRMEICET 2 IE RN+ 0BT 5 £ TORM.
UHERHLOBEEMZ T2 2 ERHRF SN EBF I L THEMAT 2 & &b, BlE
RN LB LB e ki g & D 2 & ANARE R — E O B % jii 72 9~ [ S A B i A
THZLENEETHD,

LMo T, BKIA RT4 Tk, BABEBOINE TITHE LN TV D EFIRTFA -
FHER L IS & | DUT O B3R O fciii 7o (8 2 HEE T~ 2 8L b MR B B 2
TR OB FEE R,

¥, RTA BT A 0k, MSIATEGE NESE G R R A . A EENEANB A
RRRNEE 7oy . — Mt FiE N B AREE R NFHE 2 K O— A EIE N B ARG E F S O
TDOH EER LTz,

MR EIRDERS T4 M—F SEE 100mg (%4 XaT7r ) X7 (B
TR R )

KL RDIETANE © DS AALFIRIER TG U IR OIBR AN RE 7o IR S b B g

MELRAMEROME  W@H . A, a7 nl X~7 Gl FHiz) & LT, 1
1] 200 mg Z 3 JAFIF X 18] 400 mg % 6 M [ H R T 30 5[H]
T TRIBHHET D,

& R 58 3 & - MSD Rtk




2. AADKHE, 1ERER

XA h—F ST 100mg (—f%4 XA T ) X~ 7 GER /) DLT TR
Al &vv9,) 1%, PD-1 (programmed cell death-1) & Z DV 77> K Tdé 5 PD-L1 O PD-
L2 & OfE G EHEET S, Efﬂﬂgﬂ%/ﬁﬂ~fwﬁ¢Tkéo

PD-1 #2#8 1% T MR So 2 B RS 2> 3k D 72 D1 A AR 23R 9= 5 5 72 S il 4
AA T T, PD-11d, REREZRRIBIC BV TSR T Mifd oMilaRmc BB L, 3O R
P2 SO % 8 T R ST B 22 S ROS & 2, 97205, PD-1 (XY o K&
HT 52 LR VBUESRIRIC LD v 7 vRiEER ACHIET 522 R/ THh 5, PD-LI

EFHARICBT 2RBUTDT N TH LN, Z<OBRAMITIE T Mlaox 28z
HIFEWENCREILL TV D, BSAMKICISIT S PD-L1 O @ HIE, B, MENRE.
A, DNEUE, B/ INRAE 72 & O x BT T RARKFTH Y | RV EFSR
EOFEMENHE I N TND

BE OB A DEEREAT% L PD-L1 3BLOFMEBMED S, PD-1 & PD-L1 O ILIEE
DOIEEGREIC W CHEEREFI 2 S Z L AVRIB SN TR Y | Fiiz /20 ATRIROER &
LTHIffsnL TV 2%,

AFNL, PD-1 £ PD-L1 X U'PD-L2 Ojli Y 7> ROFEEEEFET S Z &2k v, 5
W/ INBREE th o MRS ARG EPE T VU v SERE TRV S8, PUES S 2 FHE L
T 52 & CHIMEN R A RIET D,

ﬁﬁﬂﬁﬁﬁf’%5<ﬁﬁﬁﬁfﬁm’ié@@ﬁ“ﬁ%%bh@i%li%tﬁ
EéT%%#%é AFN OG- e O GRITIE, BB OBSEZ 3T, RE D
oI j:%ﬁbt%%umbtﬁﬁmﬁﬂﬁk@%%ﬁOE%kkﬁbfﬁ
@&W%ﬁﬁ%ﬁm\%§®%gﬁﬁ K DEWER S gD 2 561213, B BE AL
TR OGO 22 LE AT O MR D D,



3. BEPRRRE
D AAVARRES T HE T U T2 ARV UIBRANRE 72 IR B b B2 O AGREFIZ M 21T - 72 172
i PR 5 D Rl 2 7R,

[ 2h1E]
[EER L A AR SR (KEYNOTE-045 #U5%)
7T F TG 2 B TALEEREET 29 5 RPTEIT Y SO TSR o0 R b RO
542 (5] (AAN 52 Bl 25 1e) 2 R0, AHI 200 mg 3 B (LUF TQ3W) L5, )
G- OFIER VLR AL FRE OX7 U 2%/, REZX&/L T vinflunine)
CERREE UTRE Sz, Aeds. BGEHM CHRAEIT RO b AT, BT
R IERDFE O H IR WEDRRIRIIIZZE LT 5 B3 Tl RIEILARE O B RF it <
POBAEIT SR80 b D T TARANOE G- 2kt 35 2 L 23 AlRE & ST, FERHME F I
A (0S) ROMEHEAGHIF (PFS) & Siv. AANI LS & g LT, 0S
EFAHBEIEE L. (R1IEOKD .
#1 0 7 FFAIE SR (—RIBE) RIOREETEROILEE, RO 7 T AIE ST
{LEEPIEIT X BART - IR L SRIER 12 0 A UNICESR L BE S A AN bz,
*2 1 RFLTIL vinflunine (ZIREABTH L7, N7V EZF AL REZ T EALDOWTIEREINL
76



# 1 KEYNOTE-045 REB DA ERE

AF 200 mg (bR Ik
Q3W
(270 #31)) (272 #))
os'? Hgfi [H ] 10.3 7.4
(95%{EHE X [4]) (8.0,11.8) (6.1,8.3)
N — Rt 0.73
(95%(EHE X ) (0.59,0.91) -
P fii 0.002
PFST s [A) 2.1 33
(95%ZHE X ) (2.0,2.2) (2.3.3.5)
NP — RHeE 0.98
(95%(E #E X [H]) (0.81, 1.19) -
P {5} 0.416

100
90 7
80 7
70 1
& 607
# 50
& 40
30
20
10

BRI DT — 4 2016 9 A 7T H I v b A7
: JERI Cox Hefl Y — RET/WIZ L HILFEE & DLk
=V | R=BZ A AN/ S
: RECIST #A K74 > 1.1 WUCHS < 7 gl

— AEI00mg QW
L% 2 3

oo

0
0
at risk®
H200mg QIW
{E¥8CE

TTRTTTeT

TTETTRTTTET IR T TN TeTT

2 & o & W

ETTIN T R TIT IT I TTo Tymy

12 14 16

Eem (A)

270226 194169147 131 87 54 27 13 4
272232171 138109 89 55 27

0
14 3 0 0

1 OS ?® Kaplan-Meier it (KEYNOTE-045 3A8%)

BT LRLL R A R ERE i) LS

18 20 22 24



[Z241k]
[E| B AL [A) 265 AR (KEYNOTE-045 5X05%)

B EFHGUIARHFIRE 248/266 5] (93.2%) J OMbAPIE#E 250/255 B (98.0%) (258D 5
Aoy BIERIZZNZETL 162/266 Bl (60.9%) KT 230/255 5] (90.2%) (ZF8® Hillz, K
FIHECHRBLED 5% FORWERIZTRO LB ThoTz,

#£2 RBEEP 5% EOBIER (KEYNOTE-045 38 (Rt SER)

#EBIKSFE (SOC: System Organ Class) Wi §;§>
HARFE (PT: Preferred Term)
(MedDRA ver.20.1) 26607
e 4 Grade Grade 3-4 Grade 5
2RIEH 162 (60.9) 38 (143) | 4 (1.5)
PN WA
FLIR AR RE A T E 15 (5.6) 0 0
B
T 24 9.0 3 (1.1) 0
L 29 (10.9) 1 (0.4) 0
—f - BHEER L OREE A OWRE
T 15 (5.6) 1 0.4) 0
9 57 37 (13.9) 3 1.1 0
FEEL 17 (6.4) 0 0
Rtk L OREEE
e QRIS 23 (8.6) 0 0
B KO FRiLskRE
% 5 FERE 52 (19.5) 0 0
S5 22 (8.3) 1 (0.4) 0

728 AAIBEC I TRIE ML 10 61 (3.8%) . KIGZK « HEE D TH#I 7 1] (2.6%) .
MRRESE (X7 2« NL—IEGERESE) 161 (0.4%) | IFHSEEREE 14 1] (5.3%) . HURR
BERERES 23 f1 (8.6%) . RIEHERERETE 1 41 (0.4%) . BFEERERED (M MEMER &
%) 161 (0.4%) KU infusionreaction 1 ] (0.4%) 2358 biviz, Fio, HEDKERE
F (BJRASIARIE AR . ZALBE, BUREIESE) | FEARBEREMEE . 1 AR N ., R,
hde « BEUTRLARIE, B IE e, Ok, BNk - BB, 5 &9 Bk, mgEthim/
BB PESEBREIE . BRI M ) OFRIFERBE L5380 B VR o 7o, AREIWERZBLIR LB
WG (RIRMEERTE 25T 25 0EHERERT,



[k - ]

AENOREMFEENEET VARH LY I 21— 3 0280 AHl 200 mg %
Q3W, 400 mg % 6 MMk (LAF TQew) &9, ) L 10 mgke (KEH) % 2 @M
Mk (LLF TQ2wy &5, ) THEE L7ZBROARA O iR E G Sz, £ Dfk
R, A 400 mg &2 Q6W TH G- L /2B AFN D E FIRIBIC 31T 5 P fiE iR (LA
T TCugssl EWVD, ) 1E, AFI200mg & Q3W TG L72BED Cugss & H LT 5 & T
Eniz (F#) . £z, AAI400mg 2 Q6W TG L7-FEOAA D EHIRIEIZ BT 5
FEIEFEEE (LT TChass) &V¥94 ) 1E, AHAI200mg & Q3W THH L72FED Craxss
LU L CTEEZRTE TSRO0, BRANBEIZEBW TEFMEDHER ST
HHE - HETHDAF 10 mgkg (KH) % Q2W TG L72ERD Chaxss & ol L TIX
faz & Tlsiz (FR) , &5, EERAEER A U AAl 400 mg 2 Q6W
TG L= THER (KEYNOTE-555 i) L 0 45 6 7= FEHMEIC IS < SRpEh e
WNRIA=HF I ab—2a L P LTZEMEE T A —2 LHE L7 (FR),
INZ T, EE ORI 5 BERRBR AR I JE D & | AR OIREE & A T2t
& OREZRFTT DMRESE T VMR S v, A 200 mg 2 Q3W X 400 mg %
Q6W T 5 L7 B E & A T e et & oB#EIC S W TRET S ks, |k
SO - HEOM THINER OZ VR ER T2 e RIS,

R3 FHOEWEE T A —F

Mg R | (g (g ) (o) ()
200 mg Q5w <58-55?'519.7> <27.27?'298.1> (17.2’11 83) | (91 .97?'984.1> <49.§a(,)? 1.0) (30.35(,)’39 1.4)
400 mg Q6W' (12;,?24) (32,3?2.7) (10.11(,)'16 08) (142?49) <so.51(”~571.3) (192(’).;0.9)
40(2;5%”%6)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 me/ke Q2W! (21?,2223) (14;‘11145) (1 1;1 21 (422,2233) (27;7382) (19:1,9;00)

T:1n=2,993, 100 [ED I = L— 3 2 &0 EH IS FHEO FRIE (2.5%4,97.5%4) . Cmax : FIEIHEE
B OFREIMEFIRE, Cag : PIEHEGHZOFHIMIEFRE, Cuon: FIEHEGE (VA1 702 #5801 ORAKMIE
HREE | Cinaxss @ (C B RBEIC IS DR LIS TR A, Cavess ¢ CHEAIRBEIZIT B W MIE TR . Cmins © T FKEEIC
BT B IR i 2 g

1056 FlDORBMTEEIE  (95%(EHEX[H])

§ : 41 Bl FEIE  (95%(EEIXH)

NA : %472 L




4. MERRIZOWT
HGREME & U CERBGERE (2FIFE) o Tnd Z Lnh, YEkiid 2
IZHEMETE DX THLMNEND D, ZO LT, AKJOFRG2EU)e B3 22 W - Fr
E b\ AANOEGAZ L0 EERRIEHAZRBL LIRS T 5 2 L BN ERT=D LUTF
DO~@DFT XT & 7= Mgk [CBWTHEH T & Th 5,

@ mEFRIZTHONT

D1 Fied (1) ~ (5) OWThNICHEST IR THD L,

(1) BAFBREDEET 203 ARSI IR E (BB RS A2 R HEIL RUp BT,
Hitee A3 AR e SR SpIRE . HiE S ARSI B 7 &)

(2) FrEHRERPE

(3) HEFREFEDFEET D0 ARREEERPE (DS ARREEETEERE, 23 ARl
W 1IRBE, S ARSI e &)

(4) ARALFPIERZE U, SRR 1 USSR ZIFEINGE 2 Oisk I
AR D I 21T TV D Jiliax

(5) DML A L5 A BN O sk SV IR D R N A2 1T - T B ik

©-2  REE LR OS5 K ORIVE I FE BURF O SIS 447 72 Jnik & iR 2 R O R Bl
(FEOWT TG T DA 25, YE2RBOARANCET DBROEMEE L L
TREINTVWD Z &,

*

o [ERMGFFEUSE 2 FOYHNHEA(E T L7tRIZ 5 FFLL EO D ATRIR O IRAIHE %
fToTCWnWBHZ L, 2B, 2L EF. DAEYIREAS T & LRSS OHE %
1IToTWAHZ &,

o [ERIMEFIEE 2 FOYWIHHE A& T L2124 UL EOWIRESE O iERHE
FIToTEY, 956, 24ELL BiX, REE ERUEO D AR 2 & T e DN VTR IR D
IKHHEZIT>TWNA T L |

@ BEHNOEESFEHREEOEHIZONT

SRS T A B 3 2 BEE S A E S, BRSO OIFRAE D, HE - &
VAR T O B ONERTSE (2 xb 3 D it A EFRNRAE LS E0oWE
S, HENELIATONDIRE N ESTND Z b,




® EIER~DORIRIZONT
@-1 fEs AR B 5 B4

MR MEMR B O EERRBITER NI LB, 24 BRRIREEHI O T, Mikiiak X
VTSR (2 BT FEEL L2 BEANCIE U CABEEER R O CT ZE O FIER O #5124
TR ORERNY A FIF DAL, B OIS ATRER KR 3 > T D 2 &y

@-2 BRREFEFIC L Z2AEFLAINICETHE S

D ARZIRICHE D D B e il e O Re 2 A T D IRIRIEEE DRIERE=4 ) v 7
HEOEIROA V) —= 0 72T EIRE L F# 2 A TE 2T — LEFRIRHI 33
S TND T &, 7ol BIEFNZOWT, BAEE EZOFBRIZH2IZEmE T
WAHZ L,

@-3 BIfEA OB Erox it LT

BER (FMEMERRBICIN X, KK - MEBR - EEO TH, BUEFX - A2 I
PEREMET - IT2 - M MRS 28, BRERERE T (PRAIE VB MER &%) . WaowkEE (F
AR S . IR . IR E) . 1 BBERIE, 58 9 IER, ik - B
RMRIE . Ege, BEE DR SRS (R EPER A IERAEAE, BR R IRRAEERE . ZIEAL
BE, FORIEIES) . infusionreaction, MMZ% - BEMESE, HIEM M E, MifkEE (7 -
AU —EERES) | O, BEE AR Mk PR (S M/ MO PR SR BN | A i M I
ARIFERYS . MEERIERESE) | MBRE ARG, FEEES) 1Tk LT Yakhak STk
FERERH ORI A A 9 5 Al & sl U (BHWERH OZ ot o ic B U TSR OSSR % 5%
TONDIRMICHDZ L) | EHICETIRLENTE LRGN ESTNWDHZ L,



5. REXRRLINHBE

(AL R4 % $E]

© 77 FFH e ST ERERE 2 A5 5 RPET P ST AE O R
BB TAFDOAMEDRGEES LTV D,

5%

Rz

)
S
e

@ TR T 2 BF T 2RO K OMEHITEIC OV TR, AHIOAEN
ML SN TE LT, ARORGHR LB,
o TITFTRE G LALTRREIC X DIBRIED OB,
o P OwHEE,
o fLOHUEMEREL A & OO,

[ZeetEic BT % ]

@® Tﬂ;&éTé$%;wai$ﬁwﬁﬁmﬁaééﬂfwé:kﬁ%\ﬁﬁéﬁ
bz &,
o ARHFNORIT R LIBBUE DBEEIE D 5 5 B

@ WHEERTOFHIE ISV T FREICEE S T 2 BF IOV T, AR O GIHERE S

D3, M OIRFEEIIL DA R WIGEICIRY | EEICAHZEA T2 2L 2BETE 2,

o HEMMZEBOEI iﬂﬁﬁi@iﬁé B

o JEBEG AR A CRIVE S 2 78 60 2 FRAE B ONE B 0 ST i Ak ¢ <0 f e 14 i 2%
LD RIENEZACD - B D B

o ACARERBOEIF, TN L IEXHFEMED A s REB OB D
b5 BE

o EVBAEE GEmMEMEBRELZET) ObbEHE

o MEORR BT A AT 5B

*  ECOG Performance Status 3-4 “*V D HH

(ED  ECOG ? Performance Status (PS)

Score | EF%

0 | &<MERIEHTE 5, ¥l L [ U HEAESIHIRLR ITX 5,

PIREYICI LUNEENIHIBR S D23, BMTAME T, BIEESM - TOMERIIITHI 2N TE D,
Bl - BOFE, EHIEE

BATRIRECH D OH DOEID O Z 133 X TRBELEBAEEIZ TE 220, BHD 50%LL B3~y RAVCil 29,

BONTZHSOEDOEIY DO & LNTERY, HREO SO%LJ\J:%/\/ R2vFr Gl =9,

Lo RSN I \S]

E<LBT RV, BOOHOED OZ LIFETERY, EEICNy FRTFTilId,

10




6. BEIZBLTHEEITREEHE

O  WSASCEFIOIN X, MR TEES DRI 2 BRI LD & RA O Fe K OVl 1E £
RO T= DI B2 E R A T3 ICHfR L C BRI 5 2 &,

@ RIRBIRICIEN B BB U E OFE A INE R OERRIEZ o L, WS 215
ThoEGETHZ L,

@ EREWEHO~%T A MZOWT

MEMEREBRN S bbb Z ENH DD T, AFIOFEEGIZHT--> TiE, WIE
W CEBI L, PR IREE, k) ORERE M OMIES X e o Ehid, #ls2s+
AT O T & Fio, REES U THE CT, g~ — 0 —50mA % Fhid
HZ ok,

infusion reaction 23% H i 5 Z L 3% %, infusion reaction 23788 HALTZHE T
X, YR ALE AT O & LB, ERDEIE T 5 E TREOREL H I B
THI L,

FOR R RERR . N (R RE I H L ORI ERERE R H L ONDL Z LR H LD
T, AFIOE 5B bh T K O G-I e I N whgne i (TSH, iR
T3, U T4, ACTH, ifrf = LF Y —VEORIE) % FEhid 5 &,
BIEIFZE, A4, IFHERERE S . R, m{LERERNH LN D Z &R 5D
DT, AFNOFG-BAbGHT R OG- HIE P ZE IR TR RERR & (AST. ALT,
y-GTP, Al-P, BV VB FORE) Z2FE T 52 L,

SEIER MR KM BRAR 2 5 Tr) EOREERIREE & 5L D
ZENHLHOT, EHENTIRORFE OFEL MRS 5 Z &, 7o, IRORFER
RO LI AT, HEeNCEREE <2 T2 Lo BEEEET 52 &,
AFNOFGAZ L0 | BEORE NIRRT 5 & & 2 b Dk~ 2R RECRRE
NHODLINDZ END D, BENEOGNTGEGEITIE, BB LZFRIIL U
B 70 205k & AR BR 2 e o Al & s U CE bl e BRI I A 1T\ I EE s
FOSMZ £ 2 REIER SO N D5E 121, ARFIORIESUIH IR, K ORI R R
NEVRIOREEEZEERT S 2L, 2B, BIBRERLVESOREIZIYEIE
HOUEENRD DR WIGEITIE, B BRE RV LSO g fifi #l o8 in
bEETDZ L

BT, BORB O HRRE L T HRWERDBELT A2 Z R H D729,
AR OBH#& T HICOEWER ORBUZ I EETH 2 L.

1 BUpEpRI (BIE 1 RS IR 2 5 ) 236 bbbt PR S T v R—T &
WZEDZENHDHOT, N, b, MaHEEORER OB MbEE O FH-12+
DEETDHZ L, 1 RIBERPBR DN G A IR EEZFIEL, AR Y Ul
Hl O 5EDOHEYI IR NEEZITH Z &,

@ AR OBKHABIC BT, 5D 9%, TN UREITR GGG 1 ERIE
6 MMM, #5-0m226 1 LR 12 R CE ORI 217> Tz Z
& B BB AFEE ITEBRIC G A THROMR LT O Z L,
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REEREET A FT A
RATr ) X<v7 (BETFEBRZ)
(e = %4 b — 3 AR 100 mg)

~MSI-High ZF 3 5 EFE (EENRIGRIBERBSICRD) ~
~MSI-High 2 H % 5#585 - ERE~

YRL3 041 2 A (& 34 8 AGET)
B4 EE



ER/

AR S e

IO

KRN ORI, 1ERET

B R AR

4o lANE

WEXGR LD EE
BEIZERL CTEETRNEHH

P2
P3
P4
P14
P16
P17



1. [FL®HIC

3R G D A IE - RAVEDORELR D T-DI1Z13, WA SCEEIIE S =il E 7l 23k 6
HD, EBHIC, IWHEOREREMFTOMEARIC IV | FUREIR 72 & O 0 72 BrR Ve
FRESAA DA SN DT, 2D OEEMN 2 BIZ N E R BF IR 25 2 & 3R o
AR & 7o TR Y RFIMBOEE & SO AT #2016 CERL 28 4F 6 A 2 A RlFELE)
IZBWTH, FRmEELEOMHOREIHEEZD Z & L3hTnb,

BORVERBS T RS, EEER K M7 1 7 7 A VDB ORI LB D B
RHZENDHD, ZOd, AR ONZEMICET A ERA T ERMT 5 £ ToM,
MHEIRLOBEABZ T2 2 EAMFRFESN L EFIC L THERT 2 & & i, BE
DR U BRI LB e ki & D 2 & AN ARE R — E O B % jii 72 97 [ SR B i A
THZENEHETHD,

L7l oT, BRIA RT4 Tk, BABEBOINE TITHE LN TV D EFIRF -
B R IS & | LU O =K 5 0 St 7o 8 i 2 HEE T~ 2 8L b B e gipk | 5 2
D) AON =R TR ST

B, RITA RTA 05, MSIATBOE N ESE L ERESR AR, ASEENEABAR
ERA 2y . — bR N B ORERIR NRHE 2 ) OV iR E N B ARSI 2 O W )
Db EfERR LT,

RG LT DIEIREL ¢ A R L—F SIEEE 100mg (— %4 e T e ) X< Gl
THAHR %))
REERDPENIDE 1. BDAACFEERITHE LIET - BROREE~ A 7 adT
T4 MRLEM (MSI-High) #4632 ERE (EER 72155 3 E
G EICIRD)
2. IRIEYIRARE R LT - BROREBE~A 7 YT T4 MR
EME (MSI-High) =63 26505 - B
MEERDMERORE  B% . AT, Xa7nr) X~v7 (Barf#z) LT, 1
[B] 200 mg Z 3 JHE]EIME I 1 8] 400 mg % 6 #[H A T 30 5
DT TR EET 5,
2% & MSD K tt

 ;

;3
=
N




2. XRDOEFH. ERKE

XA h—F I EE 100mg (%4 XAaT7 ) X~ 7 GEE /) LT TR
A1 &vv9H,) 1&, PD-1 (programmed cell death-1) &% ® U 4> KT 5 PD-L1 J2 O PD-
L2 L OfEGEZEHERET S, B MbigGs £/ 7 n—F APk TH S,

PD-1 FRBE 1L T MR S0 22 B AR 725 B 6 D 72 01 2 AR 2SI 97 5 2 7 S i il 7
AA v F T, PD-1 1%, HEREZDREEICE W CIEER T Ml ofilam o BB L, 3o
P52 O % 3 T R LB ST R 72 0 UG & il 95, T7720 5, PD-1 132V v R EfE
HT 52 LRV PESRIRC L D v 7 vsiEER ACHIET 522 R K CTh 5, PD-LI
DEFHICB T 2HBUID T TH LR, 2L OBNAMIETIE T MiaoM= 2z
B LBMPIREE L TWD, DAMIICISIT D PD-L1 O &R EIL, BRI, el
MR . INEE . FE/ Nl 7R & Ofkx AU TTERARKFTH Y | RWAEFR
EOFEMENHE INTND,

B DD DEFIRI) Y14 & PD-L1 BELOMHEBEMEN G PD-1 & PD-L1 O I3
DGPERREZ B W THEEREEI 29 Z EIVRIB I TEY | Bz 2B ATRIR ORI &
LTHIfff ST 5,

AANZ, PD-1 & PD-L1 xOXPD-L2 Olj V) > ROFEAEEST S Z &k, f#E
W NBRESE h o IR BRI EME TV o S ERATEMAL S8, PUBEE 5 2 FREMAL
T 5 Z & CHIEEN R AT 5,

ARAN DV HED WD FIESOSIZ X 2 RIERED & bboi, EEXITLLTIC
EOWREMD &5, ARNOFEE R OREGZICIE, BEOBIEL T5IATV) B
D BTG EITIE, I LSRG U B MR ek & BBk 2 RO PRl & i U Cild
YU 8RR W 2 ATV R E DRI K D BITE 2N B D 2 56213, B RUE ARV
FUAIOBRGHEOWEY) R AE AT O LER D D,



3. ERPRALHE

(3 PACFIFRER T E LT T - BROSHE~ A 7 0T 74 SARZENM (MSI-
High) #H 3 2EH (BEERAZRIGREDNE G AGIZRS) ) KO NREYI R 7ot
1T B3 OEME~A 7 a7 74 NAR%ZEN (MSI-High) 83 558515 - BEE ©
HGRIREIZREAMG 21T o 72 372 B AR SR O Bl 2 9,

B, TEHE~A 7 a7 74 MARZEM (LT IMSI-High) W9 ,) 26T 5%
F1ICBAL T, TPCRIEIZL W MSI-High & HIE S 2BXT 5856 (k) I
I% TMSI-High (PCR %) Z# AT 25/8E ) LKL L. DNA I A~ v FEEHEIEOMGE D
HOEEENTLIHG (A7), 772 b IPCRIEIC L Y MSI-High X35 ik b5 e
@ (LLFIHCI &V ,) B LY 2 2~ v FEEEEO KB (LT TdMMR] &9 ,)
CHESNT-EBE ] 2EXT 554121 TMSI-High #1583 L #EiL Lz, IHC ik
12X 5 MMR i & PCR L2 K D MSI DRI 96.6~98.7% ) TH D = L%
DA I TV D,

[ 2]

<IN AACFIRIES (T U /21T - 38 MSI-High 243 2 B (BEEHER iR
R A ICIRD) >
OE R DR (KEYNOTE-164 #{Bk, 22—k A)

7 oAb I VU RPUEMEER ., A XD T F RO D T R KTY)
2 X DAEFIIEIRE O & DIG I YIBRARE /R HETT « T3 D dMMR % MSI-High (PCR i£)
2 2 BT 25 - EEEE 61 1 (BARNTHIEET) 2481, A% 200mg 3 ¥
ik (LT TQ3WS En9,) BHOFIMEROLZEMENmFT STz, 72k, g
i CHBHETT 23588 DA FBEIT 2 R IR 23588 D e WEDEFIRIC R
LTV BHE T, KIEILLRE O B4 3 TR BEIT D 5D £ TAFI O 5 2k
gD EMAMREL STz, FERMEEE THh HFEZE [RECIST U4 K71 > 1.1 iR
IS HRRHEIC XD 5E8ER (CR) UTES RS (PR)] 120\ T, ARRBRIZ G
STz 6l BIOREREIIFR 1 O LB THhoTz,

() 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.: ] Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al.: JAMA Oncol. 2017; 3: 1197-203

V2 s T 5\ CL THC BRI L W R A=y FIEM # L3 Tlp 5 MLHI, MSH2, MSH6 i PMS2
DWTNPDOFENGED LI WIEEIC AMMR, PCRIEIZEV 2 2Ll kD~ A7 02T T4 h~—H—T
RSLBIBTEED A XOZAL2 M S 7235510 MSI-High (PCRIE) &I Siu7z,

4



#F1 BBREDREKRVESER (KEYNOTE-164 RER, =2H-—F A)
(RECIST ver.1.1, HRVEENTRIRERZ, PRHEE, 20072 H 10T —F v b4 7)

ELpy g0 A Bt (%)

BRREZR 61 fA"! 39 {2
FERZES) (CR) 0 0
o7 (PR) 17 (27.9) 9 (23.1)

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

#1T (PD) 28 (45.9) 18 (46.2)
HETEARHE (NE) 2 (3.3) 2 (5.1)
7£%) (CR+PR) 17 9

(ZZhF [95%EHXH] (%)) (27.9 [17.1, 40.8]) (23.1 [11.1,39.3] )

*1 o AR, 2 - BRIMEMNTRISER O 9 B MSI-High (PCR k) 2 H T 5 B%.
*3 ¢ IEREE

QEBEIERZ D AHRER (KEYNOTE-158 #R#%)

— IR & U TEAERY 2L 2B O & 2 16 UIBRASRE 71T « 3D dMMR X%
MSI-High (PCR %) "2 & 474 2 EEHEEE ) 25812, AHAI 200 mg Q3W 5.0 £
IWER OVZRMER R ST, 7eds. EGREN CRBET RO DA, HETE
T2 R TIERDFED B WEDEFIRIIC R E LT 2 B Tk, I[N LARE o i E T
THRBIETHRO DD ETARBOE G2k 5 2 LR ARE L Shviz, EEFHEHE A
Th D2 [RECIST A K7 A > 1.1 RICHES S PIRfEIC L 558487580 (CR) X
132282 (PR)] 122\ T, MSl-high & @2 72 RICARRBRIZ Gk I 7z 83 fil%%

(T N—7"K) OREHRITE 2, RRBRITEER I 1170 94 FI1I2 31T DD OR5E S 133 3
DEBHTH-oT,
R2 RKEREDHRROZEHE (KEYNOTE-158 R, 7V —7 K)
(RECIST ver.1.1, AT RERE, FRUE, 20017FE4 287 —F Iy b3 7)

i BAR A 2R B (%)

>

s

83 3! 28 152
528255 (CR) 4 (4.8) 3 (10.7)
52850 (PR) 25 (30.1) 8 (28.6)
ZE (SD) 20 (24.1) 3 (10.7)
#17 (PD) 24 (28.9) 9 (32.1)
HEE~se (NE) 10 (12.0) 5 (17.9)

7%%h (CR+PR) 29 11

(ZEh [95%IEHIX ] (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o BRMERATXI SRR, *2 - BRIMEMAT SRR O 5 B MSI-High (PCR #5) #H 3 % 8%,
*3 ¢ [EHETE

GE3) e = L 12 A~ 12430 72 2 v — T B Of MSI-High DA T BB EE 2 A AN 7 L—7 K in b
EN, Z—7 A TIHILME (RELEE). Z71v—7 B TIHILEE (HREROHEEORE) . 7L
77— MRS AR, ZV—7 C CIEM, R, NG, R, LR OERR R Sk O TR N 3 A E
% (EERSUT RN ESE) . 7 v —7 D TIXFE P (PSR QMRS 2 <) .
IN—7E TIRTESE (RELEE ., Z7v—7F Clidsas (RELEE), 74 —7 G Tk
JE. JV—7 H TIEH MR, 74— 1 TIERREE. 70— 1 ClIamERiveE (P Mg
<), Z—7 K TiE MSI-High 263 2 EEHE (G - BEREZRS) BEPAAEANLNTE, 71—
7 A~ IR S LT B D MSI-High I22W T, b M AT T ¢ T2 AT L0 HIE S vz,

5



% 3 MSI-High 2 A7 5 EEE ORIEN DZELHFR (KEYNOTE-158 35
(RECIST ver.1.1, AZMEMITHREAE, FRYUE, 2017E4 A 287 —F W > + A7)

B (%) 2%%) (CR+PR) B (%) 28%) (CR+PR)

ik o4 " EHE %)) 39 51 B (%)
e N 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
H 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
N 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
s 10 (10.6) 1 (10.0) 1 (2.6) 0
JHE 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
I R 3 (3.2) 1 (33.3) 0 0
R i 3 (3.2) 0 1 (2.6) 0
7N e it e 3 (3.2) 2 (66.7) 0 0
Bt 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N3 AN 15 2 (2.1 0 0 0
FROIR s 2 (2.1) 0 1 (2.6) 0
PR bR g 2 (2.1) 1 (50.0) 1 (2.6) 0
Hb4 e 5% 1 (1. 0 0 0
LM B g 1 (1.1 0 0 0
AITSZ 1 (1.1) 0 1 (2.6) 0
% NG R 5T 1 (1.1) 1 (100) 1 (2.6) 1 (100)
W7 s 1 (1.1) 1 (100) 1 (2.6) 1 (100)
S)E 1 (1.1 1 (100) 0 0
i B 1 (1.1) 0 1 (2.6) 0
Ak 1 (1.1) 1 (100) 1 (2.6) 1 (100)

1 AR AR, *2 « A RWERRIT R REEM O 5 B MSI-High (PCR L) A3 % 854

<IBEYIRARE A HEST « F¥E D MSI-High & A9 D H5 15 « B >
QEFEIEFZ MAHRER (KEYNOTE-177 #R%)

{LFIIEIE D 72\ N R YIBR AR GE /R AT - F% D dMMR % MSI-High (PCR k) #?
AT DR - EREEE 307 B (HARN 22 flzEmte) Z2XRRIC, AH 200 mg Q3W
B G- OH R OV Y ERT OB T 2Rk [ vAr U7 v (LUF T5-
FUl £V 9,) « ARV F—=r AT oh (LLF TR F—hR) E0nd,) - FFH V75
HRE (LT TmFOLFOX6] &9, ). mFOLFOX6 M Ry X< 7 (Bl 2)

LLF RN X277 2n9,) kYR ~T7 GBI z) LT teyxy
<7 WD) 5 FUER U F— kAU T R K FRE (LT TFOLFIRIY



LUV H L) FOLFIRI FONRANY A= 7 IV F o~ 7| W 2l e U THE Sz,

k. BHEEH TR AT AN

PO DIV RIEHEAT 2R AR D3RR DAL

DREFRANCZE LT % B T, IREILIFE O BHE R TR EETRE80 b D TR
FlOPh-Z ke Z LS HRE & SAviz, TEERHME B I XA I (LUT TPFS)
W9 ) ROEAFIM & S, AANMEFIRIE & el LT PFS Z A BICIER L7z (%

4 KO 1),
#4 AHVERE (KEYNOTE-177 RAER)
AAI200 mg Q3W {bpgRss ()
(15341) (15441)

rfefE (A 16.5 8.2

(95%(EHHIX 1) (5.4,32.4) (6.1,10.2)

PFS™ | W — R 0.60

(95%(EHHIX ) (0.45, 0.80) —

P fii" 0.0002

#]1 : RECIST 4 KT A U LIRKICEES ST Y E, *2 ¢ Cox tpil T — FETFT I L D%
PEL DR, *3: 0 s T 7BE, AREAKE (FHD 0.0117

T (LB RED K L VA VU T O LB 5 LT,
mFOLFOX6 :
F XV 77 F 85 mg/m?, A& U F— 400 mg/m? X iX L AR U — h200 mg/m?, 5-FU 400 mg/m? (23#H
F#E) . 5-FU 2,400 mg/m? (46~A8WsfEIFrfiat) A 20 MMM TG LT,
FOLFIRI :
AV T R KT 180 mg/m?, 7K Y F— F400 mg/m> i L AR K U F— k200 mg/m?, 5-FU
400 mg/m? (BUHEFE) . 5-FU 2,400 mg/m? (46~48FEMIFRGeHRE) £ 2B THS Lz,
NNV A=T
5 mg/kg Z 2RI TR L L7,
N E D
WIE 1 400 mg/m?, 2 [E] H LA T 250 mg/m? % 1 @RI Ci#&5 L7,
7




100 =
901\ —_— Mg QEW
80 - .\‘ — (CYEER

£70
60 .
50 "'\l

40
E 30 ““"1,
20 ) ey

10' . 1»—----—~-—-—-—|—-

0

0 4 8 12 16 20 24 28 32 36 40 44 48
e SIST S IR0 )

FM200mg QIW 153 96 77 72 64 60 55 37 20

7 5 0 0
{EPRE 154100 68 43 33 22 18 11 4 3 0 0 O

X 1 PFS ® Kaplan-Meier fi#R (KEYNOTE-177 3A8R)



[Z2 4]
<IN AACSFEIRIES (S U 7217 - F38 0 MSI-High 2 A4 2 B (BEHEAY 22 1R
REE G AICIRD) >
DEBR IS AR (KEYNOTE-164 38B&, =R— K A)
BEFGT 60/61 ] (98.4%) (2. EIEMIX35/61 ] (57.4%) ([ZR88 BT, FBIE
D3 5%LL EORIWERIZ TRO LBV Thotz,

#£5 ZREENS%ULEDOEIVER (KEYNOTE-164 38, a5k — h A) (RT3 2EH)

FRERIRSE (SOC: System Organ Class) B (%)

HAFE (PT: Preferred Term) 61 {7 |
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2FEIEM 35 (57.4) 9 (14.8) 0
B ImEE

T 8 (13.1) 0 0

TN 9 (14.8) 0 0

M - 5 (82 0 0
—fi% - RHEER LB EEHMORE

I JiE 7 (11.5) 1 (1.6) 0

95 57 6  (9.8) 2 (33) 0

AT M 4 (6.6) 1 (1.6 0
BB L O ARk

BA & 10 (16.4) 0 0
R F & O T Ak b

Z 9 FEIE 7 (11.5) 0 0

¥, BVEMEMIZER 1 B (1.6%) . BEOLGEE (2 GREIREGRE. 20N,

FRIEIEE) 16 (1.6%) . JHHERERETE 3 il (4.9%). HRIREERERET 2 61 (3.3%). M
K361 (4.9%). Wide - BRBUHALELE 1 5] (1.6%) . BK2c « BEEZE 161 (1.6%) 3788 5
iz, £72. KIBHK - HEO THI, MifkkEE (72 - S U—EERS) | T RAHKEER
EORIBRSREREE . 1 BUBEIR . EARREREE (R E B RS . EEMEIE, O
e, SapE P/ MR PSRBT, IR IR I, JREFERIEE . infusion reaction XL TN & D
BEARITFED DN h o T, REWERARBURDUIEERSR (BRREERT2E5T) 25
SR LT R~ T,

QEBEFIF S TAHRER (KEYNOTE-158 #kE#R)
HEFGT, 91/94 61 (96.8%) (2. BITEAIX. 58/94 #5 (61.7%) (23 HivT-, FEH,
TR 5%LL FORIERIZTRD LB ThoT-,



#6 RBRHM 5% ELORHER

(KEYNOTE-158 3BR) (2Bt Sen)

FEEBIRSFE (SOC: System Organ Class)

{512k (%)

HAFE (PT: Preferred Term) 94 15
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2REIEA 58 (61.7) 12 (12.8) 0
B IGhEE
T 9 (9.6) 1 (1.1) 0
N 8 (8.5) 0 0
Mg - 5 (5.3) 0 0
—ii% - 2HEER L OGN O RS
M SYIE 8 (8.5) 1 (1.1) 0
% 11 (11.7) 0 0
R X O T HRkmRE
% 2 FEIE 11 (11.7) 0 0

7k, MIEMERER 4 6] (4.3%) . KB - EEO TH 3 6] (3.2%) ., ffESE (7
e N LIRS 2 1] (2.1%) | RS RERE R 8 4] (8.5%) . R I RERR T 8 f4i] (8.5%) .
1 BOHEPR 1451 (1.1%) . infusionreaction 1 f5il (1.1%) 23388 L7z, F£7=, HEEDKE
PEE (RS RRAREMERE . ZICALEE, BRI SE) . T ERAEMEERESE . B HEREE
BRI T ORME MEMEERE) . MR, MRk - BUSUTHRARE, BIEMEGE, L)
R M - BEBEDR . S I MR PESE B . Y IR L, ARIFEREE e OV 5 & 9 IRk
IR LAV o 7o, ARWERRBLIRIUIIBEF5 (BKREERT 2 5) 2518

AR AT

<JEMUIBRAGE /YT « D MSI-High 23 25515 « E5wE >
O EPELFEFMAHE (KEYNOTE-177 %)

AEFGIL, 149/153 il (97.4%) (=, BIWEAIZ, 122/153 i (79.7%) 238 Hiviz,

WFALNORECTHBLRD 5% EORIERIZT TERD LB Tholz,
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#£7 WThLOETEEHARR 5% EOBWER (KEYNOTE-177 RBR) (MMt REH)

FEANKSE (SOC: B (%)
System Organ Class) AHIHE (b FRERE
FEAFE (PT: Preferred Term) 153 il 143 {41
(MedDRA ver.22.1) 4= Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
FIEM 122 (79.7) 33 (21.6) 0 141 (98.6) 93 (65.0) 1 (0.7)
Mg XY > REE
=Xl 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
T ER B E 0 0 0 30 (2100 22 (154) 0
W WL
FRR IR B RE AR T 16 (10.5) 0 0 0 0 0
B S
f& 5 6 (3.9) 0 0 10 (7.0) 1 07 0
PN B 8 (5.2) 3 20 0 0 0 0
fEFi 2 (1.3) 0 0 10 (7.0 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98 0
H Nz 11 (7.2) 0 0 6 (42) 0 0
G 19 (12.4) 0 0 79 (55.2) 3 21 0
A% 8 (5.2) 0 0 43 (30.1) 6 (42 0
& - 5 (3.3) 0 0 40 (28.0) 5 35 0
—f - EHEER X OGN OREE
779 11 (7.2) 0 0 25 (17.5) 5 35 0
957 32 (20.9) 3 20 0 63 (44.1) 13 (91) 0
HERBE O JENE 4 (2.6) 0 0 25 (17.5) 1 07 0
FEEN 11 (7.2) 1 07 0 7 (4.9 0 0
MREEZE L AN 0 0 0 8 (5.6 0 0
JEYSIE RS K OVF AR e
JINGEES 1 0.7) 0 0 8 (5.6) 1 ©7) 0
Fg R AR AT
ALT #4710 15 9.8) 3 20 0 10 (7.0) 1 07 0
AST #80 17 (11.1) 2 (13) 0 749 1 07 o
1L ALP H#370 12 (7.8) 1 (07) 0 3 Q20D 0 0
A ERER D 1 0.7) 0 0 33 (23.1) 24 (168 0
RN e e % 2 (1.3) 0 0 9  (6.3) 1 07 0
R 3 (2.0) 0 0 8 (5.6 0 0
A i BRSO 1 0.7) 0 0 17 (11.9) 6 (42 0
R3S L O EE
RARIBOE 12 (7.8) 0 0 49 (34.3) 3 21 0
&h U & AfRE 3 (2.0 1 (07) 0 8 (5.6 4 (28 0
B R R FS X OV Ak
RE & 16 (10.5) 0 0 2 (1.4) 0 0
IR RIEE
FEPED 4 (2.6) 0 0 15 (10.5) 0 0
R RN 2 (1.3) 0 0 13 (9.1) 0 0
K= =2 —m X F— 1 0.7) 0 0 25 (17.5) 1 07 0
R = 2 — w3 F— 0 0 0 29 (20.3) 3 @1 0
BB X ORI REE
EHAR 2 (1.3) 0 0 10 (7.0) 2 14 0
Mg, HaERds K ONiERRREE
£ i 0 0 0 20 (14.0) 0 0
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B|ERI KRS (SOC: % (%)

System Organ Class) AHIFE (bR IR
JEAGE (PT: Preferred Term) 153 151 143 #1
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
RIEF L O PR S
WBiBIE 5 3.3) 0 0 28  (19.6) 0 0
PR HLI 7 (4.6) 0 0 10 (700 0 0
T - RIEFRAT AN DEGR 0 0 0 25 (17.5) 1 (07 0
7 5 S 21 (13.7) 0 0 7 4.9) 1 07 0
35 17 (11.1) I (07) 0 1 @77 I ©7) 0
B R
P IINES 1 0.7) 1 (0.7 0 9 (6.3) 6 (42 0

¥, VEMEMZRE S B (3.3%). KIBHK - /MBS - BEO NI 14 6] (9.2%) . ik
s (T2 - NU—IEREREESE) 16 (0.7%), BIERFHK « FFA4 - FFRSRERE S - IF5¢ -
AR 28 25 1] (16.3%) | HOK I RERE T 18 131 (11.8%) . T EEMSEEREREE 2 651 (1.3%) |
R HEREIRE T 2 (1 (1.3%) . BFpkRERs S R EMEE X% 261 (1.3%). Mk - B
SRR A AEE 1 51 (0.7%) . infusionreaction2 1 (1.3%) . &% 1 B (0.7%) 2338 ST,
F7o, BEORERE (hErEREERAE, BOBRARE R, A, IR
JEEE) .V BUBESRI, eSS, EIERRIENE, MR - BEIRZE. S E O MR, DAk, EEER
Mgl (GayEg vl B D PR SEBES . A MAPER I, FRIFERS, MEFEKIERAESS) M OV
KRB RIEERRIIEE O 2 0o 1o, REWEHRBUR DU IR F S (AR A R 25
te) ZETERERT,

12



[k - H&E]

AFNOBEMEpEETT L EZFHA LY I ab—2a 02k AAl 200 mg %
Q3W,. 400 mg % 6 HFMME (LAT TQewW) &5, ) XL 10 mgkg (KE) % 2
filE (BLF TQ2W1 &9, ) TEE L7ZBEOARFI O MG H IR ED G S iz, & Ok
F. Al 400 mg 2 QOW THEE L 72RO ARF O & FARRIZ 31T 5 MG hiRE (LA
T TCugssl EWVD, ) 1E, AHI200mg & Q3W TG L72BED Cugss & HLLT 5 & T
Eniz (FF) . £z, AAI400mg 2 Q6W TG L7-FEOAA D EHIRIEIC BT 5
EIMIETPIREE (LLT [Chaxss) EV9, ) 1E. A 200mg % Q3W THE L7ZERD Craxss
LWL TEMEEZ T ETHSNZE OO, BRNEF IZB W THEED R ST
DL - HETH DK 10 mgkg (KH) % Q2W THE L72BRD Chaxss & Ll L TK
fEzrTeTESh (FR) . 510, EBERAREE 2 X ZUTARH 400 mg % Q6W
TG U= TR (KEYNOTE-555 i) L 0 45 5 7= SEHMEIC IS < SRpEh e
WNRIA=ZFT T Iab—a /R0 PRILTZEYEE AT A—2 LB L2 (FR),
INZC, ORI 2 RGBT I D & | ARAIOIREE & & HM U3 aetE
& ORE A RFTT 2BELOSE T VB S, ARAI 200 mg 2 Q3W XU 400 mg %
Q6W TH 45 L7-FEOMRTE R &AM X3t & ORIz DWW TR Sz /R, b
LD L - HEOB TR OVREVEICAME R 2R3 0 & Tl sz,

£8 FHOEMBE T A —F

Mg R | (g (g () (o) )
200 mg Q5w <58-55?'519.7> (27.27?'298.1) (17.2’11 83) | (01 .97?'984.1> <49.§a(,)? 1.0) (30.35(,)’39 1.4)
400 mg QOW' (12;,%24) (32.?)??2.7) (10.11(,)'16 08) (14221349) (50.51(,)'57 13) (19.2(,);0.9)
40(%5%”?56)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 me/ke Q2W' (21?,2223) (14;‘11145) (1 1;1 21 (422,2233) (27;7382) (19:1,9;00)

+:0=2,993, 100[EDY I = L— g 2 LY HH SN ST EHMEO P RAE (2.5%5,97.5%5) . Cmax : FIEFE
H%OREIMEFIRE . Cavg : HIEIE G4 OFLMIEFIRE . Couin : FIEELE (A 702 £HFT) ORAKMIE
HFEEE . Coaxss | EFRBEICIT DI MLTE TR EE . Cavess © EFIRIEICIS 1T 2 TEXIMIE FIEEE . Cuinss : EFIRHEIC
BT B K i Hh 2 fE
1o 56 Bl FEEIE (95%(EEX )
§ @ 41 Bl FEEIE (95%(EEX M)

NA : #4722 L

13




4. MEERICDUNT

AGRAME L UTHRER TSR T 2615 « EIERE % k< MSI-High 244 2 E#EIC
X DA A RE SN TWD, KELZD, EKL Y R 7 EHEE (RMP)
(23D < RAN D BE ISR BNERERIS B~ D 1 IR 23 & 2 sk T - T, RFIOFH-H
YR RE 2B - F5E L, AF O G2 X0 EEZRRIERZ R LZBRICRIST 5 2
ENMERTZD, LTOO~Q@DT X T ATk lZB W THEHT 2 X&Th b,

@ HMERITONT

D1 TiED (1) ~ (5) OWThNITHEYT LR THDH Z &,

(1) JEAETFBREDNEE T 5 2 A S FERERLS B (FRE IR A A i FoaE i s me .
Hidak S AURSHEHLEEIL R BE . MRS A BB e &)

() FrEMRERE

(3) FEFIRAM TG ET D AR (D3 AR REEE IR ERPT. A AR
W mlE, DS ARl HEEE e e &)

@) AKRACTFIIERZFE L, AR EFREINE 1 SIS AL P REINE 2 Ozt B
AR D Jm & 1T > T D ik

(5) PUEEVEREES AL B EINE O Rk FEHEIAR D Jm H 21T > TV B itk

DO-2 xR L 7 D RENE T OALFIERE K ORIMEH FE BLURE O XIS+ 7o Jnik & B85k & Fr
SER (FROWTINITIEY T HER) 23, YE2BEROARANZRE T 2 1BEO EE
FELTHEINTWSZ &,

o W IACTFIRIER TR U727 - R OEBEE~ A 7 a7 F 4 MRZEME (MSI-
High) Z A9 5EIPH (BEHERRIRIRBSINEER G IZIRD)

o [ERMMEFEUSR 2 FOWMMHEZE T L121%I12 5 FLLED N AR D EEIRWHE %
fTHoTWAHZ L, 96, 24D T, BNAERYEER2 T L L-ERIESESONHE 2
1IToTWAZ &,

o [ERGFFIEE 2 FEOYMIFHEZE T L7212 4 UL EORBRRRZE LT\ 5D
Zl, b, 3ED T, L A HEIETER CO N ASRYIREE G BN ATERD
BRRHEZ{ToCWB Z &,

7% IREYIBRARRE AT - RO EHE~ A 7 vt T T4 FRLZEN (MSI-High) #F
T DAEN - ERE

o [ERIGEFFEEE 2 FEOYMIBHE ZE T L1212 5 LU EO D AVIBRR O EERIHE %
{ToTCWAHZ L&, 96, 240 EIT, BNAERYEERZ L LEBERBESEZONHE %2
IToTWAZ &,

o [RENGFFEUSE 2 FOYHBHE ZE T LIRS, WL O AL Z &1 5
FLL LD LGSR FOEMZ1T> TnD 2 &,
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o [ERiEFEUEE 2 FEOYMINHEAE T LI2%I1C 4 FELL EOBIERBREZHE LT\ D
Zl, b 3FELIEIE, G L 2 DEEIEREIR T O ASRYIRIE 2 G e M ATEIR D
BRRBHE Z#1T> CTW\WbH Z &,

@ BANOEXRGEREBEROEKHIZONT

PSR AL T B CHE T 2 BT S LR S, BRSNS OBFRAE D, Ak - &
VRS IE RO E B OSSR 2 ittt AEFSNRBE LS E oW
EW, ENHNIITON D IRHIRE S TnD 2k,

® BIER~DOXISITONT
@-1 MEgkAHlicBEd 2 B4

M MEARE B O EE R BITER SR A LT, 24 BERBIRRIRHI O . Yakliak X
VSRR (2B T, FEEL L7 RIER 120G U CARBREEL L O CT 25 O FIVEH ORI 24
HRRMADOFER N Y BTG S AL, B BTG ATREAR (K 23 > T b Z &,

@-2 ERFEFHRICLIAFTFESAMSICET EH

IR ATBIECHED B B 72 Jak R OB B2 A+ 2 R FE DS EE = =42 ) > 7
EEOEROAT V) — =2 T RATOEIRE & H# A2 G CX 5 F— L ER IR H &
fHENTNWDZ L, 2B, BEERHICOWT, BABE L ZTOFKICHFDICAMmER T
WnHZ L,

@-3 RIEAOZErCxHNICE LT

RIVER (RVEMERR BN 2 . KGR - DMk - BEO TH, BIERFZ%K - A4 - IF
PEREMET - T2 - M LPEARAE 28 BRREREE (RS RIEMER &%) . WoOowkEE (F
MERPERERE . HUIRIREERRRE S . R HRREREE) . | OBEIRA . 55 & 9 gk, sk - B
FhRbfRIE, BE. I ORRERES (WPt R R EERARIE . S REREIEARIEERE . ZTAL
B, JHXIEIES) . infusionreaction, A - BAlKZE, BUEMMEGE, MifkEE (72 -
NU—EERES) | OFR, B MRS (Vi MWase D PESEBERR | FA MR i,
ARFFERES . MEMERIERIESE) | MBRE AREGERE, REEESE) ICXk LT, MRkt S BEE
PR ORI M A A 5 A &l U (BHEH OZKBr-oxt il B L CTHREXR O3B 2%
TFONDIRMIZHD Z L), EHITHEURAEN TE DRSPS TnDZ &,
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5. BEXMRELIEE
[B2hi B9 % FH]
O TROBFIZBWTAFOFIEN RSN TN D,

o MMEFHIERIHE LT - BROSHE~A 7 vt T T4 MALEN
(MSI-High) ##9 2 [ 1 (BEHER 7o 1B A3 R 72 5 5 IR 5)

o IHIEUIBRTNRERMETT - BROEME~ A 7 0 YT T 4 MARZENM (MSI-High)
R T L - B

728, MSI-High (B4 2 KK D a2 =4 2k L LT, Iiie4 : MSI R v

' (FALCO) M OMFE4 : FoundationOne CDx WA ) A7 a7 7 A VKR S 1L

TW5,

@ TREICEEE T 2 BE ST D AF OB G S O IR SV TR AAIOAZED

N ENTE LT, RADOEGHRLERBR,
o FilroHiBRE
o LOPUEMERELGA & O L TR Sh D B

[Z22Mhic B9 5 F1H]
O TFTRICELATHIEEICOVWTIIAROEGENEED L SR TWAEZ Enn, FHZ21T

oA AN
o RHFIORKIIN 5 LB HEOE OBEERE D & 5 B

TRIERTOFHINZ B W T FRRICEZ S T 2 B2 oW TE, AFIOR G-I HERE Sy

Dy, M OTEREIEL S 2 WIGEICRY | EEICAFZENT 52 L 2ZETE D,

o [WEMEMEEOA I I E D & 2 BE

o S G AR AR C VR A R D B K NGB ME O HiH B i 2 <o R L M it 2%
LD RIEMEZLA B B D BE

o HOMEEBOEST UTEMERZRE L < ITFFRMEO B O R B OB O
o¥ay e

o JEsRBAEEE (S MerMlaiE L Fie) Db b HBE

o FEEEORG IR A BT OB

*  ECOG Performance Status 3-4 ¢ o3

(Es) MSI-High 63 2 EFEEEO—HIL) > FIEERTH D Z L A#HE ST % (Latham Alicia etal.: J Clin Oncol.
2018; 1C0O1800283)

(£6))

ECOG ® Performance Status (PS)

Score

EF

0

E{HMEREHTE D, FRATL R L AEAEBEIHRRATZ D,

PARESIC B LUOIEBNERIIR S 40525, HBMTRIRE T, BAEESE > TOEFEIITI Z LR TE 5,
Bl EVWRE, EBEE

BITRIRE CH A OFOEIY O Z & T N THBEEMEEE TERY, BHO 50%L EIF~y M Cil T3,

BONZBLOEDOEY OZ L LNTERN, BHRO 50%LL EE Ny KT TiId,

Slwfo| —

ZL{EFRV, BHOHOEY OZ LR TERY, BRIy FOBTFCRIT,
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6.
)
)
®

BEICBRLTEEIREEIR

IS SCESR TN £, BUEIRTEEA D RS 2 BRME 10 25D Z AH 0 Rtk M OVl 1 4E
DT DI 70 A+ 1B L T BT 2 2 &,

IBWBALAICSESL S | B UTE OFIRICH MR O o L, RE 25
TholET5Z 4,

EREWERH D~ 3T A2 Mo\ T

MVEMERER NS Db Z ENH DD T, RAOEEIZHT- > TiL, WIHE
W (BGIAL, PEWRIREE, SWkE) O RffEsd M O X i dr o FEhia s, S x +
AT O 2 &, Fio, MBS U THES CT, i~ — 7 —%0Ma 4 FEhid
HT &,

infusion reaction 23& & 115 Z & 23 % 5, infusion reaction 23388 HAVTZGH 1T
X, Y ZRALE AT O & &b, ERAEIE T 5 F THREOIREL o B
T5HZ L,

FOR IS RERE . THRAEERE LR OCRIBHEREN O DN Z EnH DD
T, KO P 5B G M O 51 e IS N kg se R A (TSH., iR
T3, W7 T4, ACTH, MLH = LF Y —VEORE) 2FET 52 L,
BITEIFSS, JHFASA, JFREREREE . Tk, BbMEIRERRH LoD Z L3 D
DT, AHN DB G- BIARRT M OB G-I o 3E BRI TR RER & (AST. ALT,
y-GTP, Al-P, B U LEVEONIE) 2Eiid 52 &,

SE IR MR IO BRRAR 25 T) FORERIREERH HbiLd
ZENRHLOT, EMICIROBREOREAHRT 22 L, 72, IROBRFEN
RO BTG EITIE, HONCERENAE 2T L) BELRIEET L2 L,
AFOBEHIZ LY BEORIEFONTENT 5 &5 2 b Dk % IR BOMR R
DHOLbLNDZENRD D, REDRD LNHEEITIE, BB L-FLIL LT
BN 72 05k & AR 2 Re o Rl & s UG bl e BRI I A ATV I D g
FOGZ £ B EIWER RO 255101E, ARANIORIET Ik, e ORI RE R
WEVRIORGSEZBRT D, ks, BIBRERLVE Y OREIZEYEIE
FHOYGEDTRD BV WIGEIZIE, B BUE AR LIS O sz fnil Al o8 n
LEETDZ L,

BHRT %, OB OB HRR L T LEWERNREBLT 2 Z ERH D729,
AR OEEHE TRICHEWEHOEBUZ ST ERET 2 2 &,

1 BUBEpRI (BIE 1| BUBEIR IR 2 &) b b biv, PERFEES 87 R—v X
IZEDZENHHOT, A, b, MEHEEORER O R MbEE D R+
DEET LI L, VBRI R DN GAICF &G E2TIEL, AR UH
Al DO¥e 55 DG 72L& 24T 5 Z L,

AANOEFEHR AR VT, KEYNOTE-177 ikB& Tl 9o Bl =&, F£7-. KEYNOTE-
158 7% & (N KEYNOTE-164 i85k (24— K A) CTiI#E 551605 1413 9 #H
TE L 1 EMRRIE 12 8B D e ICHEMEORME AT o TWE D L A S EIT, AR
B3 E I B R A TR OMEER AT O 2 L,
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XBERAMEETA FFA v
RATBY Xes (BETFHBRL)
(BRFE4L : ¥4 bA—F JF#EE 100 mg)
~ R e ~

S7TE1 28 (5F0 348 AHET)
JEAE Fr@4E




B

A e o e

DI

ARANDORFE, ERBRRF

e PR IR

FEERIZ DN T

BEMR LI D BE
BEICIRL CTEET NS FH

P2
P3
P4
P9
P11
P12



1. IXL®IC

[ DA NE - RARVEDOHELR D T-DIZ1T, WA SCEEIZIE S =g E 7 23Kk 6
b5, EHIT, THEORREMOMEAIC LV | PUKEIRN 22 & OHH 728 BAE
JFFESMADEGE SN AT, 2D DERNZ BIZ L E R BF IR 5 2 & 3RO
AR & 7o T Y RIFIBGE S & SO D FEAR T #2016 (ALK 28 4 6 H 2 H BRI E)
ZBWTYH, fHERNSEOFHOREHEEZXD Z & ST b,

HHEM R ER T, EEERC LM 7 0 7 7 A VDBEFEOEHR S L 5 IR
RHZENDD, ZDD, AHEROZEMECET 2 EA 08T 5 £ TolM.,
MHEIRLOBEAMZT 2 Z EPMFRF SN EF T L THERT 2 & & i, BlE
N RE LB e ki a & D 2 & ASARE /e — E D B % jii 7 97 [ SR R ¢ A
THZENEHETHD,

LMo T, BKIA RT74 Tk, BABEBEOINE TIH LN TV D EFIRFR -
BEERY RIS & | LUT O EE S O fi 7o H 2 HEE T 2 BLE 0 b B 72 i B 2
J R O S A R,

B, RITA RTA 0%, MSIATBOE N EIE L ERE RSP, ASAEENEANBAR
BRSSP, —MerERTE N B ARER R NEHE 2 e O REETE A B ARG R &R S O )
T1DH EER LTz,

KGR L IR DRI - XA S —FSEE 100mg (—f%4 AT e ) X~vT GG
T Z))

RGERDREIUTHR - ARTEUIBRARE S TSR M 0D B A e

HEERDMEROHE : 7F v F =7 L OPFRICB T, lH., A, A7 e X<
7 (EfarAz) & LT 11E 200 mg % 3 AR SOL 1 [E
400 mg % 6 W HIFE T 30 32T CEMEET 5,

#3E W 78 3£ % MSD IRtk

(%)

A2 T4 XEE 1 mg, [AEESmg (—fRA : TXUF=7) OMEEIIER, HiEKOH

=
L=EN

IHER A+ AL HE ST T M
¥, BFEOREIC LV EEHEET 525, 11 10mg1 A 2[FE THET
& D,




2. AHIOKE. 1ERERF

XA M—ZEEEE 100mg (%4 XA 7 e ) A~v7 (B, DT TR
Fll &vv9,) 1%, PD-1 (programmed cell death-1) & =DV 5> KT 5 PD-L1 T PD-
L2 L O ZEHERET S, & MEIgGe €/ 7 v —F AHiKTH 5,

PD-1 #2813 T e e 25 B AR 2> O 36 D 72 D203 AR 23 R 3 2 =2 72 So 22 il 4
AA v FC, PD-11E, ERFEZDREBIZRB W CEMR T MilgofiaRm o BB L., Ada
P2 O % 3 T AL B ST Rl 70 0% RO A 3 2, 7B, PD-1 XY T R &S
ATHZ LIV PURZRIRICE D v 7T s AR 5% 81K T 5, PD-LI

EFAMICIRIT 2HBUT DTN TH DM, < O MK TIE THIEOM X 28z 5
FEWEICREIL T D, SAFIICETT D PD-L1 Om5s8E, Bmium, M. 1T
MINEE . OB, IR/ NIRRE e & O 2 B ATTHRARRK T TH O | KWEFE L
OMEBEMERHE S TWD,

BN A DRI T4 & PD-L1 BB OMBNEN S PD-1 & PD-L1 ORI IIIEE D
FEREERE W CEEARBEEIZH ) Z LRI TR Y | Bl BN ARROER & L
THfF ST 5,

AFNZ, PD-1 & PD-L1 X OXPD-L2 Oili U > ROfESEEET D Z L2k v, [E5
s NB g R O B A AR = ME T U L 2 SERATE (L S8, HUEE S & FE M L
52 & CHUIEEZN R A RS D,

ARANONE RIS SBEOSE RIS L DRIERSEN & & b, EEUIETIC
557&&#%5 ARANOE G R O G% 1T, BEOBIEZ 012 TV, B 2358
D HINTEGEITIE, B L7 B8 U= R0 722 ek & #eR & Re o ERH & s U Coi
ks IR Lﬁ?&fﬁb\ 8 D GPERNZ X DEIWER DS 2 5A 121, RIREE AV
F RO EOMEY) AR Z T O LR D B,



3. BRERRRE
FRIBYIBRASHE X ER RS P 0O R D 7GR IR L2 RTA 2 1T - 72 B 22 B PR 55k oD Jliil &

Y

[ 2hi]

[EI B [R) 265 IAERSR  (KEYNOTE-426 ikfiR)

(L2 HEEIE D 72\ O MRIB YRR RE U THRME™ 0 P B M B s o 861 5l (AA
N9 flzETe) ZxBIC, A=F=T7 VA LT (2=F=7] L), ) 2%
HE LT AANE TR T =7 LG (CLT TRAl/TXF=7) 2nH, ) 3
DFEIMER OB EVER G S Tz, FEFHEE B L2 A (LLF Tos) &vwa, )
R OMER AWM (BUF TPFS) &V o, ) &N, KA/ T F =71, ZA=F=
7L LT, OS KIVPFS A EICIER LT,

*] : American Joint Committee on Cancer J%5 8143812 555 < FHHITV
*2:50mg 1 H 1[0] 4 BEMHG% 2 HERIE
*3 0 A 200 mg 3B CLT TQ3W] &WwWdH, ) THEIRNFZES L, 7FF=7%5
mgl B 2E (LLF IBID) &9, ) BO&ELELE, THFTF=T0FL5EIF, Smgl
H 2 EICHgEd 2 2 23— (63E]) LILEEAEMENHY . Grade 2 22 5T ¥ F=
T ORWER NGO ST, MoMEA 150/90 mm Hg L FICEEH S 7284, 7 mg BID
~OHEBEEZAREL L, RO EEZ AV, 10mgBID ~OH &S AJREL L-, 7
o F=70%, BIWERAOER, EEESIZN U TREXIIEE (3 mg BID, KRIZ2mg
BID) & A[REE L7z,
#1 AERE (KEYNOTE-426 FRER)
KA/ T X F =78 A=F =T R
(4321431) (42951)
e (H) NE NE
[ (95%CI] [NE, NE] [NE, NE]
os" | "¥— K™ 0.53
[95%CI] [0.38,0.74] -
P ffi"3 0.00005
e () 15.1 11.0
[95%CI] [12.6,17.7] (8.7, 12.5]
PFS™ ™| n4f— K™ 0.69
[95%CI] [0.56, 0.84] -
P {3 0.00012

Cl: R, NE: #E R, *1: PO T —4 (Q0184E8H24A 1y hAT) | *2: &
Bl Cox LNV — RET ML D A=F =T O, *3: @Rl 7 F 7 K€, *4: RECIST
HA KT A4 LIRICES < R FISL gL E



100
90 |
80 -

AHFI200 mgQBW R UV T FLF=T
/

& 60
B 50 -
§ a0
30 -
20

10 1

0 4 8 12 16 20 24

at risk#i EFERLA]

ARIN00ME QW RY 435 497 378 256 136 18 0
PFIFZT
Z2=F =7 429 401 341 211 110 20

E1  OSD T EfEHTI D Kaplan-Meier g (KEYNOTE-426385%)

100 -
90 -
80 \,

£ 70-

B 60 -

§ 50

B 40 -

& 301
20
10 - e

0 A L T TR A T A L T T T R T R BT P TR AT R R IR
0 4 8 12 16 20 24

at risk® BaESFHMB]

AFI200mg Q3W 432 357 251 140 42 3 0
RUPFvF=7

A=F=T 429 302 193 89 29 1 0

AF200 mgQAWR V7 FF=T

X2 PFSOHEENTE DKaplan-Meierfi#i (KEYNOTE-426338%)



[Z4xtt]

FEI B L [R) 25 AR (KEYNOTE-426 i)
BHEFERGUIARA T X F =78 422/429 5] (98.4%) KONA=F =TH#E 423/425 fi
(99.5%) (TR H AL, BB L ORFERBRAEETERWEEFRIL, T 413/429
Bl (96.3%) KT 415/425 il (97.6%) IZ388 HALTZ, WT N ORETHILED 5%LL 1
OEWERIZTROEEY ThoT,

£2 WTFh O TREEDR 5% EOBIWER (KEYNOTE-426 RER) (RN REM)
EESINAY | B (%)

(SOC: System Organ Class) AR/ T X F =T R A=F =T
HAFE (PT: Preferred Term) 429 {31 425 {51]

(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
2RIER 413 (963) 269 (62.7) 4 (0.9) 415 (97.6) 244 (574 7 (1.6)
MR LY R RfEE

21 12 (2.8) 1 (02 0 69 (162) 13 (3.1 0

M i BRI AE 5 1.2) 0 0 37 (8.7) 6 (1.4) 0

T BRI E 6 (1.4) 1 (02 0 79 (18.6) 28 (6.6) 0

M/ MR E 8 (1.9) 0 0 94  (22.1) 22 (5.2) 0
oo s

IR R B RE TLAEEE 52 (12.1) 4 (0.9 0 14 (3.3)

FR RS RE IR T E 135 (31.5) 1 (02 0 119  (28.0)

B IahEE

NERe 23 (5.4) 3 (0.7) 0 16 (3.8 0

R 31 (7.2) 0 0 29 (6.8) 0

T 210 (49.0) 31 (7.2) 0 175 (412) 19 (4.5) 0

H R 17 (4.0) 0 0 22 (5.2) 0

HIETRE 12 (2.8) 0 0 48  (11.3) 1 0.2) 0

HRIE RS 6 (1.4) 0 0 34 (8.0) 3 0.7) 0

B 91  (21.2) 2 (0.5) 0 111 (26.1) 4 0.9) 0

AN 61  (14.2) 3 (0.7) 0 86  (20.2) 9 2.1 0

Mg 34 (7.9) 1 (02 0 56 (13.2) 3 0.7) 0

— i - EHEER X UG OREE

B 7)E 50 (11.7) 6 (1.4 0 54 (127) 12 (2.8) 0

it 130 (303) 10 (2.3) 0 142 (334) 21 (4.9) 0

HERBE D IS E 55 (12.8) 4 (0.9 0 20 (212) 7 (1.6) 0

FEL 16 (3.7) 0 0 24 (5.6) 0
R R R A

ALT #8710 102 (238) 52 (12.) 0 54 (127) 11 (2.6) 0

AST 470 97  (22.6) 29  (6.8) 0 59 (13.9) 7 (1.6) 0

s L7 F =10 24 (5.6) 0 0 30 (7.D) 1 0.2) 0

i R R RIS R L BN 22 5.1 0 0 22 (5.2) 0

AR R ER B 3 0.7) 1 (02 0 48  (113) 29 (6.8) 0

RN %l 14 (3.3) 1 (02 0 76 (179) 31 (7.3) 0

RERD 41 9.6) 6 (1.4) 0 36 (8.5) 0

H if BREE 1 0.2) 0 0 37 8.7) 11 (2.6) 0
R L O EREE

BRRBGE 9 (219 9 (2.1 0 106 (24.9) 2 (0.5) 0

Y EEIAE 6 (1.4) 2 (0.5) 0 26 (6.1) 11 (2.6) 0
B &R & O ARk E

RAERE 52 (12.1) 3 (0.7) 0 15 (3.5) 2 (0.5) 0

PR 23 (5.4) 0 0 16 (3.8 0
TR R E

S 40 9.3) 1 (02 0 129  (30.4) 0

GV 35 (8.2) 3 (0.7) 0 33 (7.8) 1 0.2) 0
B L ORE RS

LSS 66 (154) 11 (2.6) 0 39 9.2) 6 (1.4) 0



SRR Bl (%)

(SOC: System Organ Class) KR/ T FF=TRE A=F =T
EAFE (PT: Preferred Term) 429 4] 425 ]
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
MR, BRI K OMithRiE S
Ik 32 (7.5) 1 (02 0 12 (2.8 0 0
FE P 98  (22.8) 1 (02 0 12 (29 0 0
ey ] 28 (6.5) 2 (0.5) 0 16 (3.8) 2 (0.5) 0
& i 19 (4.4) 0 0 32 (15 0 0
FI& ¥ KO THLfkkEE
B2 LR 27 (6.3) 1 (02 0 35 (82) 0 0
FE - BERFMTRSEER 119 27.7) 22 (5.0 0 168 (39.5) 15 (3.5) 0
€ O FERE 53 (12.4) 1 (0.2 0 18 4.2) 0 0
12 46 (10.7) 1 0.2) 0 38 (8.9) 1 0.2) 0
M fEE
& I E 179  417) 91 (21.2) 0 184 (433) 78 (18.4) 0

BB, AR/ T FRF =TRSO CHEEMEMEE 1261 2.8%) . KBk - DK -
FEO THI 40 B (9.3%) . FRREEE (X7 - NU—EERES) 261 (0.5%) . IFHRE
PR (ALT M OY AST ¥ihN7e & O fFHE e &R 23 Te) 150 61 (35.0%) | AR
REREE 165 B (38.5%) . FHE(RHEREREE 561 (1.2%) . EIEHEREREE 10 41 (2.3%)
1RURERRI 161 (0.2%) . BHRERE S (RME IR IER %% 96 2.1%) . Wik - B4
KR AEAE 4 B (0.9%) . BIEMIESIAE 4 6] (0.9%) . DK 261 (0.5%) . SE K
K16 (02%) KON infusionreaction2 il (0.5%) 23:iR&b Hii=, E£7-. HE DK EEE

(B REREIBRRIE e . STALEE, BUORIBIRSE) | BER. Ik - Bl . EEIE 72 ke sy

(G M i ISR D PSR ERE | FR MR I, PREFERES . MERERIERIE %) | M ERE e
FERORERZ LR AV D> o T, REWERZSBUR DL LB 4 (BRI A 5L 2 5 L)
DRI R L TR,



Ak - HE]

KRN OEEMEYEBRET T LV ZFHA L2y I 2 b—a 2k v, AH 200 mg %
Q3W, 400 mg % 6 WMHIFE (LLT TQ6W) &\ 5, ) XX 10 mgkg ((KHE) % 2 M
filE (LR TQ2W1 &5, ) TES L7ZBEOARFI O Mg TR E R S vz, & Ok
F. KAl 400 mg & Q6W T L - BROAA DO EFIRBEIZ I 1T 2 8 Mg HIRE (LT

[Cavgss] EVVD, ) 1E, AAI200mg 2 Q3W THEL L7ZBED Cavgss £ LT 2 & THIE
iz (FF) . 72, AA1400mg 2 QoW THEH- L IZBEOARAN O EHIRREIZ BT D e
MAETIRE (CLT [Crmass) EVWD ¢ ) 1. AHAI 200mg & Q3W TG L72FED Crnaxss &
L CREZ T E PRS2 DOD, HRNBHEIZBW CEARMERHER I TV
ik - A& THHAA 10 mgkg (FE) % QW TG L7ZEED Chaxss & Hf U TRAE
T EPHENT (FR) . 61, BERAEEE 23 SUCAHK] 400 mg 2 Q6W T
$e 5 U7 o BT EER (KEYNOTE-555 #BR) K 0 15 57z FERMEIZ 5D < $EpshRe X
TA=HFI I alb—ra k0 PR LB T A —2 LHRILE (FHR),
Nz C, B ORI 2 EERRBR AR I D & | ARAIOIREE & & FME U3 ettt
& OB ZRRETT D IRESET VB S L. A 200 mg 2 Q3W XX 400 mg %
Q6W THEH L7-BROgeE & & A WE I Z e & OB I W OiRT Sk R,k
SO - HEOM THIMER OZEMEICHAM R ER T2 e PRI S,

R3 FHOEYEE T A —F

- Crnax Cavg Chnin Crnax,ss Cavg,ss Chnin,ss
(ug/mL) (ng/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
200 mg Q3WT (58.55?.519.7) (27.27?58.1) (17.13?'11 8.3) (91 .97?54.1) (49.?3(,)';1 1.0) (30.35(,)'391.4)
400 me QOW “25?24) <32-§'§2~7> <10-11(,)’16 0.8) <14gf49> <so.51(,)'s7 13) (19.28(,)'230.9>
40(0%3‘;;”?156)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 mg/ke Q2W! (21223,2223) (14;??45) (1 1;1 ?21) (422,2233) (27?,7382) (19:1,9;00)

T:1n=2993, 100[ED> I o L— 3 AN LY BH S8 EEEO FRAE (2.5%m,97.5%) | Comax @ PIEIHE
E%OREMIEFIRE, Cug : PIERGZOFEMIEFIRE, Cun: PIEIEEGE (A 2702 &580) ORI
HIEEE | Craxss @ EFIRREICE T DEIMLTE THRE . Cavess 1 EFIRBEICE T 5 FIHIMIEFIRE ., Crins © € FIRREIC
BT B I i R
1o 56 BIDRMELIE (95%ETEX )
§ 41 FIOKRMEIIE (95%IE X M)

NA : #Z47: L




4. HERRIZDOWT
IS Y 27 EEEHE (RMP) (ZIED & | A O 3K 52 2V RGBS B~ h /1 (4
W Dhiak T o T, AANOEENEE e BELZZW - F5E L, AFOEGIZL Y HE
REWER Z BB L2 BRICIE T2 2 EBMER T D LT OO~B D3 T Al 7= 3
IBWERT2XETHD,

O HERIZONT

@1 Fied (1) ~ (5) OWTIhNICHEYT IR THDZ &y

(1) EAEFBREDGET 25 A SR EERL SRS (BRIE T IR 23 A 2 L AL
MBS AR EERL P e . MBS AU RSl e L)

(2) FREHEEREL

(3) EBEFIRINFAEE T D ABHEEEERE (23 ABFREEERR E R, 23 AIE
W IIEBE, D3 AR EEHEME P 7 &)

(4) AFALFHIEEZRE U, SSRAESREINE 1 XIF SRR 2 Ofisk v
(AR D 21T > TV D ffiax

(5) DUEMERSAIAL G & EINE O fEsk LR D Jm A 1T > T B fitisk

-2 B MR Ok AR e OSRIE R8BI O ST 53 7 ik & iR & Fg Rl (F
KOWTINTEE T DERM) 23, LR OARFNCET 2RO BEEH & L TRE
ENTNDHZ L,

*

o [ERMOEFEUS 2 EDOHIMIBHE 2 T L7211 SELL E DD ATEIE D EEIRHE 217
STWAHZ Eo 25, 28D RIE, BAERYREEE L U RRIES S OMHE 21T
S2TWBHZ &,

o [ERfiEFESE 2 FOMMHE AZE T L2112 4 fFLLEDOWIREREF O ERIHE 217
STEY., 95, 2FLL EIE, BHIIE D AR L2 TS AMIBIEDORERIHE 21T
STWAH I L&,

© BENDOEREFHREEDEHIZOVT
ARG IR 2 EE AR E S, IR O OfFRE D At - &
i ;'I'E%E’Jfﬁi&@@ﬁ&()\l:ﬁfﬁ# X D fE R AEERSRAE LGS O
FH . FBPERLNTIT O DR PE > TnD 2 L,




® EIER~ORIRIZDOWT
@-1 fERkAHIzEE T 5 B

VR M T R oD B S 2R BRI 3 J8 A L 72 BRI, 24 BRRIRSIRIAHI o0 T, M5kl a% S
HHER R (BT, BB L ZZBIEMNICIE U CARRE L O CT 28 0 BIlVET 8B I 2 831
A ORERAY B IS S, BB ISHIR TR R 23 > T D 2 &y,

@-2 EREFEHRICL2FEESINCET 2EH

DA D RPN e Rl S O R 2 AT 3 D [EIREE R E D EER =4V v 7
HBROTETOA T V== 7 2TV EIRIE & FH A AT TE 2 F— LERIEH 3 HE
S TND I &, 7ol BEMEFNZOWNT, BAERE EZOFBEICHFIZEmE T
WhH Ik,

@-3 BIEAOZEr-exNICEE LT

AWER (MEMERRECIN R . K% - /MR - EEO TF, BUERZ% - T4 - I
PERERET - IF2% - M LPERRE 25, BHEREREE (RMERIEMEE X% . NowEE (F
MERPEREME S . HURIRBERERE S . IR REIRE) | 1 BOREIRIA . S & Ok, sk - B
RMARIE . Ege, HED RIS (R EPER BRI, B R ERRAEERE . ZIEAL
BE, BRIEIES) . infusionreaction, MZ% - BEMEAE, EIEMMEIE, MkEE (7 -
ANU—EERES) | O, EEE AL MRS (Gt MO PSR B . A M i
IRIFFERES . MEEURIERIES) . MEREAREEERE, FiEZSE) 1Ok LT Makiek T BEE
R ORI M A A 5 A &l U (BHWEH OZ Mot il B L CTHREXR OSSR 2%
TONOEMEICHD L) | EHICHEYIZRAENTE HRH S TnDH T &y

10



5. RERRLINHBE
(AL B+ 5 F ]

O ALFHRERE O 72 W RIEYIBRASEE

THEEBPE O E MR BB 2BV T AR E T F
F =7 L DOFMBEGOADER RIS TN D,

@ TREICEEY T D BFITKRT 2 ARA OG- K OME N7 EC OV TR, RAIOA DD
LS TELT . AFORGHR LR LR,

A (RGN RER
o ARAIDHMEE

o OTAHNDOAMEN R S TOZRWM O FUENEIRI A & O HF 5

FRUCHES T2 BE IOV TIEAA DR GHERE S TWD Z Linb | &GE1T

(22 axtEic B3 2 F ]
o)

bz &,

o KHNDESIT R L BEOE OBEIEE O & 5 B

@ IBFERTORMMIZB VT FRtili%

oo HBE

YT L BEICOVTIE, AR O GIFHELES L pn

R, MOIRFREIRBS NG EICIRY | HEICARZHEN T2 2L 2BETE D,

o EMEMREOE O SUIRED H 5 BE

o TR G A CRVE R 2 R D A K ONE BV OO U BRI S S0l e P i 7%
FOMICIIEVEZAL D 2 51 D BE

o HORERBOEOE, XITEMERZ3E L IO B D@k BOBTEREO

o NEEHEMHE (&SRR 2 5 T) Db 5B
o KO IIBEEE AT AR
e Karnofsky Performance Status 70%Ajiti 0 o

(ED Karnofsky Performance Status (PS)

Score

EFE

EW OIGBAFTRE, R BENSLER,

100

IEH, BRICHT2EEORADR, FARERR L,

90

BOERRER TS 22, IEFTEE AT E

80 M7 W ERIRAEIR S8 % 2%, 554 L CIEH OTEB) AT AE
FET S LI ERE, HETAEETE T, F| 70 [ESBFOMFEIETE 50, EFOFE - 45 2 LIIAHE
HITIFTLE A EBARRERKICEDHDTH D, | 60 |ASICHERZ LI TELN, LS NMHALE
FRx RBEONBELEL T 5, 50 [FRIRAEBE LTFEERS X OVESN R ERIT &0V E

FORYDZ LEHSTTERY, fiZdH50
RO EE L REOFELLE LT3, FEE
MNABICHEIT L WD HREMN H 5,

40

T3, WO ERE L OE#ESSLE

30

EENT T, ABEAKLEEDEZI LEE > TN

20

FEFNCEIE, ARSI TR AR 2 IR DS

10

SR E S TV D

5E

11




6. BEIZBEL THEETREEH

O BASCGEEIOIN 2, SR FEEE MR AT D BRMEIZ LD & AR O R K OV I
R O7= DI BEe Mz o0 B L C BT 2 2 &,

TRIEBRIRIZ e | B XUXZ OFHEA MR Otk %2+ L, [E x5
ThrbEETHZ L,

ERBEWER DO~ 3P A2 MMZoWT

)

®

RVETERE RN H 5D Z B3 H DD T, ARNOEKHIZH 7= - Tk, HIHIE
W CEED L, MR IR, Wmkas) OfesB I O X fif A o s, Blgix 1
TIATH Z &, Fio, RBEIOS U THE CT, i~ — 7 —F O %2 Ehid
5k,

infusion reaction 23% H 45 Z £ 3% %, infusion reaction 23388 HALZIGE I
I, WY ALE AT O & &b, SERDEIE T S £ TREDREL 01 Bl%
THZ L,

FOR IR RERR . TR R CRIBE R E N H OO 2 e H 2D
T, ARFNOFEG-BHAART R OV G- TP E RIS Ny bR & (TSH, ERfE
T3, 74 T4, ACTH, MH =LF > —VEOHE) 2EMi+ 52 &,
BIEIFZE . HFARA, IFHREREE ., . B{LMERERDH OO D Z L3 D
DT, KA O GH AR & OG-8 IEBIR IR RER & (AST. ALT.
v-GTP, Al-P, BV VEVEDRIE) 2Fhd 52 &,

SR (MR R NLEERERE ) SFOEERIREERH LD
ZEnHLDOT, EMMIZIRORFEOFELHZET L2 L, £z, RO
RO LA E IR, BRI A2 T o Ko BEEEET L2 L,
AFNOFHAZ L0 | WEORERINRR T 2 &5 2 b D kkx 2 5EESCWRE
DoHLOLNAZENH D, BENPRBDO LNIHEEITIE, B LZFHLITLE U
B Y 70 ik & AR BR 2 e o A & s U CE bl e R I A 1T I EE s
FOGSIZ X 2 EIER AR 2 58121, AFRIOREESUIHR IR, R ORIE EE A
NEROERGELZZETHZ L, P, BIEREARLVE ORI XY RIE
M OBENRBD HIRWIGEITIE, I BB ARV SO sz Sl #l o8 0
LEET D&,

BT, BORBN OB HRE L T LRWERDBELT A2 Z ERH D729,
AFNOREH& T HIZHEWEHORBBUCH2ICEET D2 &,

1 ABEPR I (BIE 1 BUBEIR N 2 5 de) 23 b bdu, BEREES h 7 v F— X
CELZERHLOT, e, Bl WM ORER O R B MEE O LA+
DEETDHZ L, 1 RBERE ARG A IR EEZ I L, 4R Ul
I OF 5% ORI IR E 2175 Z L,

AFNORERRRICBNT, BEHGELS 128EB. UBIZIM4BEAETCeEITE, 20
% 12 BT LICHEIMEOFTM AT TV Z & A25EIC, ARG I T A
B CHROMEREITI Z &,

12



REEREET A FT A
RATr ) X<v7 (BETFEBRZ)
(e = %4 b — 3 AR 100 mg)
~SHSRE R~

S7TE1 28 (550348 AHET)
A F@4E




ER/

AR S e

ITUOIC

KRN ORI, 1ERET

B R AR

4o lANE

WEXGR LD EE
BEIZERL CTEETRNEHH

P2
P3
P4
P12
P14
P16



1. IXL®IC

3R G D A IE - RAVEDORELR D T-DI1Z13, WA SCEEIIE S =il E 7l 23k 6
HD, EBHIC, IWHEOREREMFTOMEARIC IV | FUREIR 72 & O 0 72 BrR Ve
FRESAA DA SN DT, 2D OEEMN 2 BIZ N E R BF IR 25 2 & 3R o
AR & 7o TR Y RFIMBOEE & SO AT #2016 CERL 28 4F 6 A 2 A RlFELE)
IZBWTH, FRmEELEOMHOREIHEEZD Z & L3hTnb,

BORVERBS T RS, EEER K M7 1 7 7 A VDB ORI LB D B
RHZENDD, ZOd, AIMEROREMICET A ERAS T OERT 5 £ TOM,
MHEIRLOBEABZ T2 2 EAMFRFESN L EFIC L THERT 2 & & i, BE
DR U BRI LB e ki & D 2 & AN ARE R — E O B % jii 72 97 [ SR B i A
THZENEHETHD,

L7l oT, BRIA RT4 Tk, BABEBOINE TITHE LN TV D EFIRF -
BRI IS & DUT O & 380 0 figi 70 1 & HEE 3~ 2 Bl D B i 35 2
D) AON =R TR ST

B, RITA RTA 05, MSIATBOE N ESE L ERESR AR, ASEENEABAR
ERA MR 2y . — A FE N B ARERRINBHE S . —EETE N B AR F SEER 2 e O
SASAEEEN BAR OS2 O )0 b EERLLTZ,

XG LT HIERRE - XA M L— X SUEEE 100mg (—#%4 : AT e ) X~T (GEiG
THAHLZ))

KB ERDWEINE « FIRUTRIRIS 2 A 9 2 BESAT S

MNEERDMEROHE « @H ., RAICIE, Xa7a ) X~ (@ rffz) LT 1
[7] 200 mg % 3 JMFFE L 1 15 400 mg 4 6 R T 30 43[#
DT RS .

il 3E Hx o8 ¥ 0 MSD Bl




2. BAN DR, 1ERER

FA RM—FEETE 100mg (k4 XA T Y X7 (BB L), DL TR
A1 &vv9H,) 1&, PD-1 (programmed cell death-1) &% ® U 4> KT 5 PD-L1 J2 O PD-
L2 L OfEGEZEHERET S, B MbigGs £/ 7 n—F APk TH S,

PD-1 #2851 T MRS B BUREAE 7> & 3K D 72 DI 28 AVKIR ASFI A 9= 2 S5 720 e e il i
AA v F T, PD-1 1%, HEREZDREEICE W CIEER T Ml ofilam o BB L, 3o
P2 O % 2 T R LB ST R 22 e E OGS 2 95, §72 6, PD-1 13U 2 &R
HT 52 LI L VPEZRIRIC L D> 7T VsiEE ACHIET 228K CTh 5, PD-LI
DEFHMICB T 2HBUIDTHTH LM, Z<OBRAMIBTIE T MiRo@E 2Mmx
B LBMPIREE L TWD, DAMIICISIT D PD-L1 O &R EIL, BRI, el
MR . DNEEE . FE/NRaiE 7R & Ofkx RN AU T TR ARARKETF-TH Y | IRWEFH
EOFEMENHE INTND,

B O A DEIRE 1% & PD-L1 FBELOFHEBIMED D . PD-1 & PD-L1 ORI IXIEE D
COPEENREC IS W TR EREEIZH D Z EAVRIR I TR Y Hil- e B ARROEN & L
THIfF ST 5,

AANE, PD-1 & PD-L1 L OVPD-L2 Oli ) > ROFEAZETHZ LIk v, EE
W NBRES th o IR BRI EME T U o S ERATEMAL S8, PUBEE G 2 FEMAL
T 5 Z & CHIEEN R AT 5,

AANDOVEIBE IS < WEE DS SOSIZ X 2 BIE D & b odu, BE XTI
EOWREMD &5, ARNOFEE R OREGZICIE, BEOBIEL T5IATV) B
D BTG EITIE, I LSRG U B MR ek & BBk 2 RO PRl & i U Cild
YU 8RR W 2 ATV R E DRI K D BITE 2N B D 2 56213, B RUE ARV
FUAIOBRGHEOWEY) R AE AT O LER D D,



3. BRERRRE
R TR 2 9 5 SESEE R O AGRRE RN 2 1T - 72 T 72 i R 5Bk O il &
7.1—_\‘?—0

(2]
[E BRI (A 55 AR (KEYNOTE-048 #:XU5%)

{EFIFRIERE O 720 JRFEERALAS FZE, - T IEEE K OWMEEH o FR36 T R 2 A7
ZEESHA R E R R 882 5l (AAN 67 flaGate) 22X, vYXv~7 (&
i z) UIF eyxo~<7) o), 7rdruZvn (BIF [5-FUl &
9.) RO ZFFRHOG L ((BFRIERE) 2 2%fie LT, 5-FU & 77 57 #
HOGEH T CTAFIE G (RAIGEREGEE) ° R OAH] 200 mg 2 3 HfE I (LT TQ3W ]
Lo ,) FhE (RFIEMEE G OAMMER e Et Sz, EEFHMIEE O
—o L INTAAEHE LT ToS) &vvd,) 12T, ITT EHICBW T, AAIF
AR L g U CHEBICIER LT, £70, ARFEMPRRI b2 0E & g L
T, ITTHEMIZB W T, OS 13FHEHPEAZ R L, combined positive score™ (LLTF [CPS) &
W) A1 ELEOBRFEEMIZE N T, 0S DA ERIERENRD L,

1 JRFTRECR T DIRK & LB FRIEEZ SRR SER S W BHF T, 4%
EOBRAMIFE AN D6 AL ERIR L TWAEEIE, MAANAREE S (L,
WHIRIRTE T %6 A LINICR BT L2 A1),

2By ¥ w7 (FEI400 mg/m?, 2[EH LAFE250 mg/m?) . v AT F 1100 mg/m> XX
AVARTZF 2 AUC S (mg = min/mL) M TV5-FU 1000 mg/m*/day (4 B 5 S 55
DNEIZ QAW (Y F =7 0L LAMMEK) TRRK6ea—AFEH, Y F I ~7250
mg/m?% 1E M HE CHE L,

*3 0 AAI200mg, AT T F 100 mg/mEX T H AR T T F 2 AUCS (mg = min/mL) K ON5-
FU 1,000 mg/m*day (4 H [ FgeS0m % 5) OIEIZ Q3W Thk6=— A 5%, AHKI1200
mg % Q3W T#&E- L7,

*4 : PD-L1Z %5 Lot GEGME, ~7 a7 7 —Y KON U R8R) ZRIEEMai
BRL. 100% % U7- 3% HE.

#z1 FHGEHEESOFEMIERE (KEYNOTE-048 3R8%)

AAFIGEH P 58 b iERE
(28143) (278131))
i (H) 13.0 10.7
[95% CI] [10.9, 14.7] (9.3, 11.7]
os™|  H— R 0.77
[95% CI] [0.63, 0.93] —
P fE" 0.00335

Cl: BHEX., *1 : HREENTFEFEDT — % (20184E6 A 13H I v A7), *2 : JEHI Cox LLfil W —
REF AT L DAEFEEREE O, *3 : BRIa 7S5 o 7 BE




AHI200mg Q3W, 7 T FF A& US5-FU

A (%)
7

/ iy iy

0 vy~ FTFF AR OS5FU I|||| |||||” l
RN

10+
0—— I I I I I I I I
0 5 10 15 20 25 30 35 40
e LA

at risk%k
AF200mg Q3W,
- S5 FF#H R (N5-FU 281 227 169 122 75 40 10 1 0
N A VAR

7 5 FFBIH| B N5-FU 278 227 147 100 51 20 5 1 0

M1 FFGERAERED 0S OHEMEFTEF O Kaplan-Meier #i#t (KEYNOTE-048 335%)

22 AFIBEMEEOFERE (KEYNOTE-048 38k)

AFKI B R (b IERE
RS 30143 30043
i (H) 11.6 10.7
o | [95%Cl] [10.5, 13.6] (9.3, 11.7]
ITTARE | OST  ™ 0.85
[95% CI] [0.71, 1.03] —
R ERE 0.00014
% 25715 25545
oefiE (H) 12.3 10.3
CPSZ10 | o [95% CI] [10.8, 14.9] (9.0, 11.5]
AR N — R 0.78
[95% CI] [0.64, 0.96] —
P ™ 0.0086

Cl: BHEKXM, *1 : PRFENTEFEDOT —% (20184F6H 13 » bA 7)., *2 : @RI Cox LLfil N4 —
REFIAC L DLFEERE L DR, %3 BHla 75 o 7 BE GELMPE). *4: Eiln /5
VURRE (B P )



AHI1200mg Q3W

e (%)

/ |||I|||| Hy

D wvxs~T FIFFWARKUSFU "””H ||H|||

o

AFHIH (A

at risk#%
AHAI200mg Q3W 301 225 172 125 81 7 18 2 0

'Y X7,
75 F AL OsEy 20 245 158 107 57 2% 10 1 0

100
%7
80,
70+
£ 87 A #1200mg Q3W
" 50+
¥
T 404
S I |
i i
2 wvxser 7orrmanosm iy
104 A |
0 \ \ \ \ \ \ \ \
0 5 10 15 20 25 30 35 40
AR LA
at risk#%
AHI200mg Q3W 257 196 152 110 74 34 17 2 0
YR T, 255 207 131 89 47 21 9 1 0

77 FFBHF K O5-FU

M2 AFEMEED 0S OHFEMEFTERD Kaplan-Meier Hi#ft (KEYNOTE-04838)
(EX: 1TT£H, T : cPS=10BEER)



(PD-L1 ZEBLR BRI D A 2h )

[ B 3L [ 25 ITARGER (KEYNOTE-048 35R) [T AAN DN BFE DT — 2D X,
CPS BINZFEMT 24T > T A2k (BRI ffiT 2 5 Te) RO EMEORERIZLLTO LBV
Thol,

ARAEUSHEEDEH OA MBI LT, CPS 23 1 AR DA AL FIRIERE L I RIERAED
R Thotz (F3, K3,

ARFN P G- O FZPEICEI L T, CPS 2MEWME S RIRRIEREIC 54 5 ASHI B % G-
DAY — RHEARKE R DA 235580 Hav, CPS 23 1 Kl OGEITITIAY— RERs 1 %
kElo72 (F4 RO 4),

723, PD-L1OFBURIUZ L 6T, KFIOZ BT 17 7 A VITFRERCTH > T2,

#& 3 KEYNOTE-048 RBRIZKIT 2 FAL RS AEE D CPS BITD 08!

PDALI 55 R g TRIE DSt e R
os<t wmpe iy s W7 060120

1=CPS<20 Kijz;i;ﬁ :;g 192‘;7 [[89.2’1115..535] 0.75 [0.57,1.01] * 0.25
CPS=20 ﬁf&z;igﬁ ifg i;‘g E;()Z?’lig();] 0.69 [0.51,0.94]

Cl: 3. *1: TR —% (Q0184E6 H 13 A v FA7) *2 : FE@HI Cox il ¥ — K€
T (BEREFENT) . *3 : ECOGPS (0, 1) KU HPV &Y (P, M) Z@RlKRF & L= Cox Eufl
— RFEF L

100 100
%0 00
80 80
701 70 )
x® A 200mg Q3W, 75 T KUSFU @ €Y x T, FTFFRAIRUSFU
< 60| X s
D D)
B0 B
& 404 b 40
#H o / Iy | ¥ 0
20 ‘||||I|n| Iy 2]
ol BV FYIT TIFHGRGSFU HA- 11 ‘ 104
0 T T T T T T T T 0—— T T T T T T
0 5 10 15 20 2 0 35 @ 0 5 10 15 20 2% 0
. AAEIR (A v HEAEHIR ]
A A1 200mg Q3W, A #1 200mg Q3 W,
Z?;;?,ﬁmw'w 242 197 184 109 67 % 9 1 o KA 7—+I§2§u’wﬁ5-m 39 30 2 13 8 4 ’
EYX~ T N
S sy B9 28 2 16 5 1 LA AN ) % 17 9 4 0

X3 KEYNOTE-048 BABRIZI T BAKIPEH# 58D CPS BITD 0S O HEIARNTEF O Kaplan-Meier Hikt
(2K : crsz1 oBEFEM,. A : CPS< 1 0BEEH)



% 4 KEYNOTE-048 RRBRIC I 1T B AF| B E 0 CPS BITD 08!

PDALI % gow g O el v i
CPS<1 z:fgigi;ﬁ :‘; lzz E;‘Z:;g} 1.37 [0.86,2.20] ™

1=CPS<20 Zngii;ji;ﬁ 15: ig? Ezg: ii?% 0.90 [0.68,1.18] ™ 0.028
sz Ml o (same 061 048080

Cl: (XM, *1 : FEETEEOT —% Q0I8ECHI3E Y v M4 7) *2 : JEEHICoxHl Y — KT/ (B
FRAIMEHT) . *3 : ECOGPS (0, 1) RMOHPVEYE (BEtE. 2t Z@HIKT & Li-CoxthfflF— FET L

100 1004
90 0
80 80
70 70 o L N
@ < Y v~T | TTTTRE NS FU
é 60 % #11200mg Q3 W 2 60
B ¥
A 40 Ik 404
H o 0 / Iy, #H o ox
DY e o oW gy 7
o] T YT TIF MRS [REEET | ol
0-— T T T T T T T T 0-— T T T T T T T
0 5 10 15 2 % % » @ 0 5 10 15 2 % 3 3
o AR (A . M [A]
at risk % at risk %
71 200mg Q3 W B 1% 12 10 T u 17 2 0 A #1200mg Q3W “ 2 2 15 7 3 1 0
LyxLe s, 55 27 1 w4 28 1 Ly ® 7 B 0 5 1 0

45
75 F AR USFU 2 7 5 FFWAIR U5 FU

X 4 KEYNOTE-048 FABRIZISIT 5 AK| B 50 CPS BITD 0S O EfARYTRF O Kaplan-Meier Hi
(2K : crs=1 OBEFLEM, AR : CPS< 1 DBEER)



[Z2 4]
DIFFEIE R MAHRER (KEYNOTE-048 #R%)

B ERFRGIIARFNOEH B GHE 271276 5] (98.2%) . ASH HAME: 5-8E 290/300 41 (96.7%)
R OME L RE 286/287 il (99.7%) 12788 B, 1RBRIE & ORERRA R E TE 20
BEFRIT, NN 263/276 15 (95.3%) , 175/300 ] (58.3%) KX 278/287 15| (96.9%)
WD BTz, WTNHORECTHBEIG D 5% EORIERHIZTRO LBV THhoT-,

£S5 WThOBETREREY 5% EOBIER (KEYNOTE-048 3BY) (K2EMEMATRER)

BRI R4r#E (SOC: System Bl (%)
Organ Class) AFNOF 55 AH A 5 {LFIFIERE
HAEE (PT: Preferred Term) 276 {5 300 31 287 51
(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4  Grade 5
2RIEMA 263 (953) 196 (71.0) 10 (3.6) 175 (583) 49 (163) 3 (1.0) 278 (969) 195 (67.9) 8 (82)'
MEE LY RS
2 133 (482) 52 (18.3) 0 12 (40 2 (07 0 118 (41.1) 42 (146) 0
FEBMEAT T BRI E 21 (7.6) 21 (7.6) 0 0 0 0 12 (42 12 42 0
M i ERJs A E 34 (123) 8 (29) 0 2 (0.7) 0 0 38 (132) 16 (5.6) 0
1 BRI E 91 (33.0) 50 (18.1) 0 3 (1.0) 0 0 90 (314) 59 (206) 0
M/ MRS E 75 (272) 24 (8.7) 0 4 (13) 1 (03) 0 63 (220) 24 (84) 0
HiB L USkREE
g 15 (54 0 0 0 0 0 16 (5.6) 0 0
NGRS
R RE (R T E 35 (12.7) 0 0 39 (13.0) 0 0 1 (03) 0 0
B IGmEE
R 28 (10.1) 0 0 9  (3.0) 0 0 31 (10.8) 0 0
T 49 (178) 3 (1.1) 0 16 (33) 1 (03) 0 75 (261) 5 (1.7) 0
G0N 124 (449) 15  (54) 0 12 (4.0 0 0 131 (456) 16 (5.6 0
AN%k 67 (243) 22 (8.0) 0 2 (0.7) 0 0 69 (240) 10 (3.5) 0
M- 75 272) 7 (2.5) 0 7 (23) 0 0 64 (223) 5 (1.7) 0
— ik - EHEER J UG ORE
I TIHE 33 (1200 8 (29) 0 7 (23 1 (03 0 30 (105) 6 (2.1 0
T 84 (304) 19 (6.9) 0 43 (143) 3 (1.0 0 83 (289) 11 (3.8) 0
(ChsNz 18 (6.5) 0 0 4 (13) 0 0 9 (3.1 0 0
HERSE D S8 E 77 (279) 26 (9.4) 0 8§ (27 2 (07 0 76 (265) 14 (4.9) 0
T B 16 (5.8) 0 0 10 (33) 0 0 12 (42) 0 0
JEAUE B K OV A= HUE
INGEPS 0 0 0 0 0 0 33 (11.5) 0 0
BE, 1ER I OLES OHE
NS RS 2 (0.7) 0 0 1 (03) 0 0 16 (5.6) 3 (1.0) 0
BRI A
ALT #4hn 100 (36 2 (07 0 7 23) 0 0 15 (52) 2 (07 0
s L7 F =10 30 (109) 1 (04) 0 2 (0.7) 0 0 15 (52) 0 0
TR ER B 46 (16.7) 28 (10.1) 0 1 (03) 0 0 54 (18.8) 35 (122) 0
RN % T 51 (185) 14 (5.1) 0 1 (03) 0 0 46 (160) 9 (3.1 0
RERD 21 (7.6) 2 (07) 0 9 (30 1 (03 0 30 (105) 1 (0.3) 0
H ifn BRE R 36 (13.0) 15  (54) 0 2 (07 0 0 43 (1500 22 (17D 0
Rt LU EREE
BEAROE 62 (22.5) 12 (4.3) 0 16 (53) 1 (03) 0 62 (216) 8 (2.8) 0
KAV 7 A fE 16 (5.8) 8 (29 0 4 (13) 1 (03) 0 36 (125) 11 (3.8) 0
(&~ 7' x>0 ALSE 29 (105 4 (14) 0 3 (1.0) 0 0 95 (33.1) 11 (3.8 0
& b U 7 AdfgE 23 (83) 10 (3.6) 0 9 (30) 6 (20 0 20 (7.0) 9 (3.1 0
Y ERIiE 6 (22 2 (07 0 1 (03) 0 0 19 (6.6 5 (17) 0
TR R
TR R 16 (5.8) 0 0 6 (2.0 0 0 15 (52) 0 0
FEMERE =2 —a"F— 15 (54) 3 (LD 0 1 (03) 0 0 6 (2.1 2 (0.7) 0



ZEERIRSFE (SOC: System B (%)

Organ Class) AN G P 51 AR B - {a==-975 1t
FEAGE (PT: Preferred Term) 276 {5 300 3] 287 {5
(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4  Grade 5
TR L O EE
AR EE 15 (54) 4 (14) 0 4 (13) 1 (03) 0 6 (2.1 1 (03) 0
K KO TS
SIERRE S R 1 (04 0 0 6  (2.0) 0 0 82 (286) 6 (2.1 0
etz 5 (1.8 0 0 6 (2.0 0 0 27 (94) 2 (07 0
;i‘ | RIERARAT TS 4 (14 0 0 1 (0.3) 0 0 20 (700 2 (0.7) 0
% 5 FERE 14 (5.1 0 0 21 (7.0) 0 0 24 (8.4) 1 (0.3) 0
®5 22 (8.0) 1 (04) 0 25 (83) 2 (0.7) 0 101 (352) 17 (5.9 0
R 2 (0.7) 0 0 0 0 0 36 (12.5) 0 0

¥, ARIPER B G R IS W CRVEMEMZE R 13 61 (4.7%) . KIBR - /DB - EED
THT9 B (3.3%) . APEREEE (T2« N —IEEREE) 9 5] (3.3%) . JFHshEREEE 27 (i
(9.8%) . HURIREEAERETE 40 B (14.5%) . FIEMAHEREREE 1 41 (0.4%) . BEHREREE (R
ARV MR RS 21 6] (7.6%) . Lz 1451 (0.4%) % U infusion reaction3 1 (1.1%)
VRO O, £z, EEOREEE (RERIRIRIEGRE, 2B, FREIE%) |
RIS RERERRE T . 1 ARSI R, BER . AR - BOBCT R ARIE . EEEMN M, iM% - BN
SE MK, HEERMIKRES (G RS TSR, Wit i, JRIFERS;,
WORIERIESE) | M ERE BIEMEHE K OFZITR D b o7z,

AFKI B GRS W CREMEMER 16 61 (5.3%) . KIGHK - /MBS - FHEO THI 4
B (1.3%) . DR EREE (R FERIEIRIEMRE . ZALBE, FORIEE) 161 (0.3%) .
HFRERERE 15 61 (5.0%) . HUIRIREERERSE 42 61 (14.0%) . T EAHERERE 1 61 (0.3%) .
R HRREREE 1 1 (0.3%). BHeRE ORMEREMEBRE) 561 (1.7%) . sk - fl
e 161 (0.3%) . 5 E DS 16 (0.3%). Mk 2 il (0.7%) U infusion reaction] 4]
(0.3%) BRDOLNT, Fo, MREE (72 - NLU—JEFERES) . 1 WBERWN. o
% - BEBUTREIE . SRR E, DR, BB MIRREE (M R SR B
. PRI, ARIFERREE, MEERIERAESE) . I ER B EE G K OV IR B A7 )
272,

AENWERFEBLRDLIIBE RS (FRRRAMERE 258) 2B OERIHRRE =T,

10



[k - H&E]

AFNOBEMEpEETT L EZFHA LY I ab—2a 02k AAl 200 mg %
Q3W,. 400 mg % 6 HFMME (LAT TQewW) &5, ) XL 10 mgkg (KE) % 2
filE (BLF TQ2W1 &9, ) TEE L7ZBEOARFI O MG H IR ED G S iz, & Ok
F. Al 400 mg 2 QOW THEE L 72RO ARF O & FARRIZ 31T 5 MG hiRE (LA
T TCugssl EWVD, ) 1E, AHI200mg & Q3W TG L72BED Cugss & HLLT 5 & T
Eniz (FF) . £z, AAI400mg 2 Q6W TG L7-FEOAA D EHIRIEIZ BT 5
EIMIETPIREE (LLT [Chaxss) EV9, ) 1E. A 200mg % Q3W THE L7ZERD Craxss
LB LTEMEEZ T LTSN OO, BRNEFIZE W CERERHR S TWY
DL - HETH DK 10 mgkg (KH) % Q2W THE L72BRD Chaxss & Ll L TK
faZz & Plsiz (FR) ., &5, EERAEERF 42 XGHUIAA] 400 mg % Q6W
TG U= TR (KEYNOTE-555 i) L 0 45 5 7= SEHMEIC IS < SRpEh e
NRIA=ZFT T Iab—Ta /R0 PRILTZEYEIE AT A—2 LFRIL (FR),
INZC, ORI 2 RGBT I D & | ARAIOIREE & & HM U3 aetE
& ORE A RFTT 2T LOSE T VMR S, Al 200 mg 2 Q3W XU 400 mg &
Q6W TH 45 L7-FEOMRTE R &AM X3t & ORIz DWW TR Sz /R, b
LD L - HEOB TR OVREVEICAME R 2R3 0 & Tl sz,

&6 FHOEMBE T A —F

Mg R | (g (g () (o) )
200 mg Q5w <58-55?'519.7> (27.27?'298.1) (17.2’11 83) | (01 .97?'984.1> <49.§a(,)? 1.0) (30.35(,)’39 1.4)
400 mg QOW' (12;,%24) (32.?)??2.7) (10.11(,)'16 08) (14221349) (50.51(,)'57 13) (19.2(,)50.9)
40(%5%”?56)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 me/ke Q2W' (21?,2223) (14;‘11145) (1 1;1 21 (422,2233) (27;7382) (19:1,9;00)

+:0=2,993, 100[EDY I = L— g 2 LY HH SN ST EHMEO P RAE (2.5%5,97.5%5) . Cmax : FIEFE
H%OREIMEFIRE . Cavg : HIEIE G4 OFLMIEFIRE . Couin : FIEELE (A 702 £HFT) ORAKMIE
HFEEE . Coaxss | EFRBEICIT DI MLTE TR EE . Cavess © EFIRIEICIS 1T 2 TEXIMIE FIEEE . Cuinss : EFIRHEIC
BT B K i Hh 2 fE
1o 56 Bl FEEIE (95%(EEX )
§ @ 41 Bl FEEIE (95%(EEX M)

NA : #4722 L

11




4. MEFRIZDOWT

AFN D538 72 BE & 72 W - FEE L. $§U@#ﬁ5*i@$%f£5l1’ﬁﬁﬁ%§%@%bf:
BRIZRHET 5 Z i 7e D LFOO~@ D X T A= T gk ic i W ClEHT %
REXTH 5D,

O HERIZOWNT

D1 Fieo (1) ~ (5) OWTILIIHEYT I THDHZ &,

() EAEFREDNEET 5 A SHEEINLURRE S (FOEF RS A2 ISR
HitE A3 A RS L PE L SRS . HiEk S A RS B 7R &)

(2) FEEHREPE

(3) EBEFFIRINFNRE T D A bT (23 VR Ha iR &b, 23 ARSI
W mEkE. DS AR R &)

4) ARALFIIEE AR E L, ASREFREEINER 1| U RALSEEINE 2 O fifi 5% L vE
AR D SR 21T 5 TV B itk

(5) PUENERESHI LT & BN O g AR D M 24T - T D fitigk

@©-2  BHSHHEB I DAL R K O RIME R FEBURF O SIS 143 7 Nk & e 2 RS R Al XX
TERHERT (FROWFNNIIFEY T DIEMSUTERER) 25, Y3%20F O AHNZ B
THOWROEEFE L LTRES LTS Z &,

*

o [ERNSOEFEUS. 2 FEOWMIMHME ZE T L721%12 5 FLLED D AR O EEIRHE %2
ToTWDHZ &, 96, 24 I, BASRYIREAY 3 & L BRBESESO0HE 2
{THoTWAHZ &,

o [RENGFFEUGER 2 FOMBINHEZET LRI 4 L1 Lo FENEGER SIS O R
WHEZIT->TEY ., 55, 2L RT3 A KWL Z &S ENEEL 2 0
BRWHE 21T > T D Z &,

o EBISRET ST B FHER SIS R OMIBIIHE 2T L72RIC 5 UL Lo niEs e

DERARNHEZIT> TRV . 2B 2EL RIE, BDAEMREL G0 NEAE O A
TBIRDRRNHE 21T > TV D Z &
I} AAN L DIEFRICB W CIIRWEM SO RS E 2B 5720, BH OIRH
(2072 D RHERT EOROWF NIRRT R A 72T IRAT (SHEE S O
15K ORI E B D SIS 50 20 ik & R 2 RO IRAl) & OBREZEE D &
RIS 2L,
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@ BENOERZEREHROMEHIZOVT

P A BRI T3 2 BT B E S, SR S O AE D, gk - &
PSSR G RO B K VRN 6T 2 et AFFLNRAE LIGEomE
W, FERHRDIATONARHINTE S TWNAH I L,

@ BIER~DOXRTOVNT
@-1 MM 5 EMH

VB PN B OB R BITEM 284 L72BRIC, 24 BRIRPRIAHI O T, ekt X
TEEE R ST, FEBL LB ERITIE C TR B O CT S O RIEH O
ZLRE ORI Y AP L I, EHISISAIRER KRN > T D 2 &,

@-2 EFRHFEFICI2AFESXGICET 2 EH

DS A2 IR HE D D BRI R K O R & A3 5 EIRE R A DBEIE =4V 7
HBROTEIROA T V== 7 2TV EIRE L FH A I TE 5 F— LEFRIRH 33
S TWnDd Z &, 2, BiHAEHICOWT, BABE & ZOFRBEH2IHmEn T
WhH Ik,

@-3 BIEAOEZEr-exNICBE LT

BWER (FMEMERRBCIN X, KK - /MEBR - EEO TH, BUEFX - IFA2 - I
PERERREE - T2 - mibMRARAE 28, BHREREE URMEHIEMEBRE) . NWowkEE (T
FAREREREE . HRIRFERERE . BB . 1 BRI, 58 9 ER, Mk - B
AHRMEIE, e, BIEDORREREE (h kR BB ARAE, &R EIRE R . ZIEAL
BE, FKJEIES) . infusionreaction, MZ% - BEMEIE, HIEMME ) E, MRS (72 -
ANU—EERES) | Ok, EE AL MRS (g Me i/ MBI PSR B | FA M i
REFFERES . MEEURIERAES) . MEREAREGRE, F5EZ%) 1ok LT Makhisr T BiE
FEAEBI OB MM A A3 D B fill & oEE U (BIHEH O Mo i c B L CRRAE R O 2%
TONLRMTHD Z L) EHITEHEIRAENTE DRI E->TND 2 L,
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5. BEXRLERDHBE
(G EICB 9 % F1E]
O AFHIERE D I3 U TR 2 A3 5 BSEUR F- ERORBE [0 )T AH
B 5 NS ARHANL 5-FU ROV T FFRAIOGEHE G- OFDNER RS TV 5,

@ AENZEERILEFIHRE (KEYNOTE-04835) 1B\ T, FEMICB W TE
VX7 5-FU KO T FHRAIONRAEE &g LT, KAl 5-FU KOV T
FFREN D OF FH G OARFI I 5 OF NN TS TWD, 7277 L, PD-L1%
Bl#E (CPS) 12X 0 AMEN B BN RBINDFEREN G LN TNDZ & (p7
~8Z M) D CPS b sl L7z L CARAIR G- O GOHWr2 35 Z EREE LU,
CPS MR TH 2 Z &R SN BEITB VT, ARAILOIRREERI L H 5
&35,

¥ KFIOBMIE L LT, PD-L1IHC 22C3 pharmDx % =] (BFE4) 2VERR SR TV
%,

@ TRUCEZ ST 2 BE KT DA OLE K OE B SN TIE, AFIOAZHEN
ML SN TR ST, AFORGHRERBIRW,
o vt mBhNRL
o OTHEDRR I TV UM OFUEMEIEL A & OO 5

14



[ZapEIZ B 2% FrE]

O TRICHEYTIEREICOVTIAFOFREN D E SN TWD Z Enh, &5 21T
bipnz &,
o AAIOESTITR LEEUE O BEEE D & 5 BE

@ TRERTOFHIIZIB VT TR Y T 5 BEIZOWTIE, AR O GRS 2

Dy, OIEFEEIREL D 2 WG EIZRY | EEICAFZEHT 52 L 2ZETE D,

o FEMERKEOEOSUIBED & % B

o JfOESmi G R A T B R A R D B K ONEBIME O K Rt <o & M Iif 2%
LD RIEMZELA - DD BE

o HCOMEEBOASO TEMERZRE L ITFERMED A O R B OB
b5 HEE

o JEsBAEE (EMmEsMRBMEEE ST Ob D EE

o FEEORG I A AT D BE

*  ECOG Performance Status 3-4 "V o #8#

(ED ECOG @ Performance Status (PS)

Score EH

0 | &<MERIEHTE 5, ¥l L [ U HEAESIHIRLR ITX 5,

PIREYICI LUNEENIHIBR S D23, BMTAME T, BIEESM - TOMERIIITHI 2N TE D,
Bl - BOFE, EHIEE

BATRIRECH D OH DOEID O Z 133 X TRBELEBAEEIZ TE 220, BHD 50%LL B3~y RAVCil 29,

RONTZHGOEOREID O L LNTER, BHEO 50%LL L&y RO CiRI 3,

Lo RSN I \S]

2LET RN, BoOFOREY OZ L TERY, BRIy R+ TilId,
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6.
)
)
®
@

BEZBELTEETREEE

IS SCESR TN £, BUEIRTEEA D RS 2 BRME 10 25D Z AH 0 Rtk M OVl 1 4E
DT DI 70 A+ 1B L T BT 2 2 &,

IBWBALAICSESL S | B UTE OFIRICH MR O o L, RE 25
TholET5Z 4,

CPS b fifEid L7z EC, ARG R 2 W T 5 Z &L NEE LAY, CPS 23fEid C
T WIGAITIE, ARAIOME R OGS Z @l Lic ETRET 52 &,
FREEHDO~ R A MMZOWT

MIEMEMERR S 5OND Z ERHDH DT, REOEGIZHT- > T, WIHE
W CBYI L, PR IR, 0kaE) O ffess M O X #ir s o Fhte S, Bl %+
SATO T &, Fo, MBS U THE CT, g~ — 0 —E O 2 FEha
5Tk,

infusion reaction 23&% HiIL 5 Z & 235 5, infusion reaction 23588 HALT- AT
X, EOIRLEZIT ) & &b, JEREE T D £ TEREDOREEZ oI BisR
T5HZ L,

HOR IR EERERE | T IR RERE S K ORIB R REREE R S Do D 2 ERH DD
T, AFIOBEG-BIAART K O G- 3R H 138 BRI N IS RER A (TSH., bz
T3. W8 T4, ACTH. ML= /vF Y —VEDBIE) 2FE T 52 L,
BIERFZE . IFAR. IFRERE S TR, EEIRERR L Db Z ERH D
DT, AFNOLG-BLAET & OB G- W I E I I REM A (AST, ALT,
y-GTP, Al-P, B U LVEVEOMNIE) #Efid 52 &,

KE IR TR NTEERERREZET) SOEERIREEND Hbid
ZENRHDLDT, EHMICIROEFOFEZfRET L2 L, o, IROREF N
D HNTZGAITIE, WO EREEZZ2T 5 X9 BEZHRET L L,
AFNOEEGAZ L0 BEO GOSN T 5 &5 2 b D Ek» e RBCRRE
BHLDLNDZENDD, BENBEOOLNTGEIZIL, BB LEERIIS U
B 70 e & ARBR & RO AT LB e U Cl bl 2R R M 21TV il Ok
BOGIZ £ DRIVER 2 g 2 L5 12id, ARAIORIEOT IR, & ORI G &
NEVRIOBRGSEBETH L, 72, BIBEERLVE S OFEICX 0 EIE
A OUGERTED B WA, BB R R VE LIS O e mifilAl o8 in
LEETDH L

PG T 1% BOEB DR ARGE L T SEWERRN T 52 L8550,
AENOEGAE T %I B RWERAORBUCHDEET H 2 &,

1 AR (BE | BOBEIR 2 5rde) 2N Db, BERFEMES T v R—v A
IZEDZENHHOT, OB, Bl IEHEEOREROFBR MbEHE O 512+
SEETDHZ L, 1 BRI NEON BTG A2 hIE L, (2 ) ol
A OB HEDEY) R AE AT H T &,

AHNOEERRERIC B NT, BERRGBH 9B, IEIZ1FERET6RITE, 20
%9 W L IO AT - T2 Z & 2B E I ARKIFE G0 T E W i
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XEERHEET A N4
RATEY KT (AT
(AR5E4 : ¥4 FA—& SE#%TE 100 mg)

SM24¢E8 A (£ 348 HHET)
A F@4E




B

AR e

IZCDIT

AHN O, (EFEF

B PR AR

el ANE
BExtR LI HBRE
BEIZBELTEE T REXFH

P2
P3
P4
P9
P11
P12



1. IXC®IT

IS OFIIE « ZRMEDORER O T2 DI, IR SCEE IS W ol Ee A 23 ke
HiD, LT, IWEORFRHMOMESRIC L0 | FURE K72 & OB 72 8 R E %
FRESMADERE S NAH T, 2D OERNLE FIC LB BF IR 5 2 L 3RO
M & 72 o TR Y R MBGEE & SO FEARTTEE 2016 (AL 28 4F 6 H 2 H BFEIE)
WZRBWTH, FHMERLEOMHAOREHEEZXD Z & L ShTnd,

PORVERBS T RS, EEER L 2T 1 7 7 A VDB F ORI, LB D I B
RHZENDD, T, AR OZRMEICET A ERA 0BT 5 E TORM.
UHERHLOBREEMZ T2 2 ERHRF SN EBF I L THEMAT 2 & &b, BE
FMFEE LB BB e ki & & D 2 & ANARE R — E D B % jii 72 9~ [ A BE i A
THZLENEETHD,

LMo T, BKIA RT4 Tk, BABEBOINE TITHE LN TV D EFIRFR -
B RLHNC IS & | DL ORI O s 728 FH 2 HEE T 2850 b BB &2
TR OB FEE R,

¥, ARTA BT A %, MSEATBAE NG RS O P, A EEEN AR
BRI Fos . —MertFE N B ARERR NFHE 2 K O E R EFITEENE AN B R RIEF 2O
oy EER LT,

SR L IR D ERN - F A hL— R RHE 100mg (—fik4 - XaT7w ) Xv7 (#is

TR Z))
HE LR DR « D3 AALFIRER (ITHEE U 72 PD-L1 BitE OIRTAEUIBRARE 22 1T - 5
JE D RIE V- B

WG ERDERORE - W, AL, RaTvn ) X~7 (BEFHBZ) LT 1
[5] 200 mg % 3 MR IR SCIE 18] 400 mg % 6 1 [#][H) [ C 30 47 f#]
T CHRTREES 2,

3k Ik o2 ¥ MSD RSt




2. AADKHE, 1ERER

XA h—F ST 100mg (—f%4 XA T ) X~ 7 GER /) DLT TR
Al &vvo,) 1%, PD-1 (programmed cell death-1) & %DV %> R Toh % PD-L1 LT PD-
L2 & DG ZEHEET 5., EFMQM%77D~+WHWT%@

PD-1 #2#E 1% T MR o 2 B RS 2> D 3k D 72 DI A AR 2SR 9- 5 5 72 S il 4
AA T T, PD-1 1%, f@EFEZDRIEIZI VTR T Mg oMz mIc BB L, B M
P O 2 2 T AL B o Rl 7 0005 RO 2 A3 2, 7B, PD-1 13V T2 R &
HT 52 LR VBUESRIRIC LD v 7 vRiEER ACHIET 522 R/ THh 5, PD-LI

IEFRARIC BT D RBUT DTN TH D03, Z < OB AMITIX THIBOM X 2z 2%
FERENCHEILL TV D, BAMIIZIST D PD-L1 O@E 8T, BHllamE, Be. 1T
AR, SRS, FE/NRIRATE 72 & Ok A AU TTHRARK T THY | [RWAFE L
OMEREERHE S TWD,

DN A DEFRH) T 1% & PD-L1 FEBLOMBIMED S | PD-1 & PD-L1 O IX L D
GRS IS W CEERERI 29 Z E2VURIBEIN TR Hilo 2B AREORER L L
THIff ST\,

AFNX, PD-1 & PD-L1 LO'PD-L2 Difi U ' ROFEAZET L Z Lk v, g
W NBREE TR O IR AR (S EPE T U o SER 2 TE ML S &, PUBEE % 2 TSP b3
52 & THIEE R AT 2,

AFNOVEFIREAAZ KD <@ ORPEROSIZ L 2 BIER SR H bbb, E’%X (B
EéTﬁb@#&pé AR OF G- R OG5, BH OB Z +312ATV B8
D HNTGEITIE, BER LIZFRITE LtﬁF’ﬁE’J&%ﬂ”ﬂakfxﬁﬁ%ﬁOEEﬂi&JJ"* L Tl
’@Jfoﬁfﬁ‘/”a'JfALﬁ%ﬁb\ W DREFISIT & D RIWEM 2 B 2581213, B BB AL
TR OG- ORY) R LE 21T O BB D D,



3. BREGE
D AACFPEIEL I THEEE U= PD-L1 [GPEOIRIBUIBR AR RE /21T « B3O B R - EFZ
G DKL 21T - 72 2 RIE SRR O i 274,

[ 2]
[E BRI R ISR (KEYNOTE-181 #-k)
—WIEHE L U THEER 22 LA RIERE O & 2 IRIGYIER AR 7261 T - FRZ8 O B i ¥ 1L
9 N OVETE e FR A 628 5l (A AN 152 il & &de) Zxt8Ic, AHI 200 mg 3 FH[HHRE
(LAF TQ3WJ W9, ) EHEOEERNEZR2MEN, b3EE (X7 ) 2%k L, K
XN FIAV /T y) EREBE UTHRET SV, 7o, BEHE TR EETN
R LT, BT 2 R TR AR DR WE DRI ZE L T\ 5 B
TIE. KIBILARE O BT TR BEIT R0 HILd £ TARFI O G 2k 2 2 & 237
AE & STz, FHEFHIE H T RAAHE (CUF ToS) Lo, ) & &, FEfircig &
LCxESNT (i) PD-L1EME (CPS'=10) M. (i) R FEREERM LD (i) ITT
BT D OS OFERIZHE 1O LBV THY . WTFHOEMIZEWTHFANCHE S
NIRRT S 2o T2,
*: PD-L1 238l L-Miatk EBEME, ~7/ e 77— KO0 U RER) ZiiERiat
BRL. 100 %3 U718,

#1 RIS Sn-BEEMICEBITS 0S DF#E (KEYNOTE-181 3BR)

. . Hh i .
. s N MK . NP — R pfE
BEEH BH#E Bl %) [95%C1] [05%CTI] (e
(B AH)

zt:ﬁggggmg 107 (88282) 9.3 [6.6.12.5]

CPS=10 10'3 0.70 [0.52,0.94] " 0.00855™
b9k 115 (89.6) 6.7 [5.1,8.2]
zl:ﬁgg%?mg 198 (81362) 8.2 [6.7.103]

R 18'2 0.77 [0.63,0.96] ™  0.00894™
b 203 (89.7) 7.1 [6.1,8.2]
AHAI gggmg 314 (56713) 7.1 [62.8.1]

ITT Q 28'4 0.89 [0.75,1.05] "' 0.08431%
b 314 (90.4) 7.1 [6.3,8.0]

CL: B, *1: Hullk (77, Zofh) ROYEME (RFEACE, ) % ERlRT & L72J@R) Cox B,
2 (7 VT ZoM) RO (R EECE, ) =BRIET & L7 Eh logrank E, AEKRE (F
) 0.00853, *3 : Hiulk (77, Zofh) ZEHIEF L L7ER Cox [El)F, *4 : #Hils (77, Zofh) &g
BIRF & L7=@5 log-rank E., AEAK®E (FA) 0.00766, *5: Hillk (77, ofth) KOYEME (KR ER
FE. W) ZBRIK T & L7z @3] maximum weighted log-rank I 7E, AEKHE (1) 0.00772



—7J5. PD-L1 Bt (CPS=10) 2o RO BE 167 6] (HAN 77 6l% &Te) 12
BWTLL FOREINEREN G SN (F2HOH 1) , 2B, Y eI FaHE e

ST RN SRR Tl e < | PRV TH 2,

#2 APER#E (KEYNOTE-181 3:BR)
(PD-L1 B3t (CPS210) »oR¥EREDRBE . BREBRMBHTHR)
AF1200 mg b eih
Q3W
(85 f31)) (82 f31))
Hdefil (H) 10.3 6.7
. [95%CI] (7.0, 13.5] [4.8,8.6]
NP — RE” 0.64 B
[95%CI] [0.46, 0.90]

CI: ZHEXM, * : JEHI Cox Hufil ' — FET /T K D {0FHRIE & DI

110
100 'L._.\:]
90 - Y
AY
ABO"" \ N
& A Y
?:E 70 A L‘H "\L._
g B0 - \\ Bt A% 200 mg Q3W
= 50- A=
E ™ \
2 4‘0_ L\j-‘- “1'\
o) \ 5
B 1
30 / ‘-\_L\_ H_\_m
20 LFIRIE e~ 4+ T
_1L.. 1
10 - )
—t
0 | | I 1 | | | I | I | I I | I |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Number at risk Time in Months
AF200mgQ3W 85 79 70 56 51 43 40 30 27 2111 7 4 3 1 0
e =3F 2 82 74 54 42 34 23 18 14 10 8 4 4 3 2 2 1

B 1 OS ® Kaplan-Meier Hi#f (KEYNOTE-181 3B%)

(PD-L1 Gt (CPS=10) D oORELEBORE., BRENRMBHTER)




[Z4=tt]

[E B4 R ZBIAE R (KEYNOTE-181
PD-L1 51 (CPS=10) 72 RO BEICRB W T, AEFERIIARFIEE 81/85

(95.3%) . L2yl 78/82 f5i (95.1%) IZE8® B, BB L OFREBGEA S ETX

R)

IRWHERSIL, FNE 558561 (64.7%) K ON67/82 1] (81.7%) IR bz, W
TN ORETIHEEIED 5%LL EORWERIZTEDO B Tho T,

£3 VTP OHTRERBGH 5% EOBWER (KEYNOTE-181 3R8)  (REMANT S EH)
BEBKSE (SOC: Bixe (%)
System Organ Class) ASHI (bR IERE
FEAFE (PT: Preferred Term) 85 14 82 #i
(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2RIEH 55 (647) 19 (224) 1 (12) 67 (817 32  (39.0) 2 (24)
MEE LY 3R fEE
i 4 4.7 2 (2.4) 0 22 (26.8) 7 (8.5) 0
FEBWELT HHERIBAE 0 0 0 8 9.8) 8 9.8) 0
T H R E 0 0 0 6 (7.3) 5 6.1) 0
G IR
RO IR RE A TE 7 (8.2) 0 0 0 0 0
BIEES
T 4 4.7 0 0 13 (15.9) 0 0
L 5 (5.9) 0 0 17 (20.7) 1 (1.2) 0
(IS 3 (3.5) 0 0 11 (134) 0 0
—fi% - BHEER L UG OREE
)9 5 (5.9) 0 0 9 (11.0) 1 (1.2) 0
W TT 10 (11.8) 0 0 16 (19.5) 0 0
P B 7 (8.2) 0 0 5 6.1 0 0
FEEL 5 (5.9) 0 0 9 (11.0) 0 0
HAPNy &
I HREREOR D 1 (1.2) 1 (1.2) 0 17 (20.7) 7 85 0
A ifn ERFE ) 0 0 0 22 (268) 10 (122) 0
R L OREREE
RARIBGE 10 (11.8) 1 (1.2) 0 16  (19.5) 0 0
B R EB L O Ak R
P 0 0 0 8 9.8) 0 0
R RIEE
PR R 0 0 0 6 (7.3) 0 0
KRy = 2 —m RF— 1 (1.2) 0 0 5 (6.1) 1 (1.2) 0
FIEEE R = 2 —r R F— 0 0 0 22 (26.8) 1 (1.2) 0
M, MRS K OMiEiRRE &
Pifige2¢ 7 (8.2) 0 (1.2) 0 0 0
B R X O Tk
i B A 1 (1.2) 0 0 28 (34.1) 0 0
B 4 4.7 0 0 6 (7.3) 0 0
R INTRZ NG 2 2 (2.4) 0 0 6 (7.3) 0 0

RF. AFIREC W THRIE MRS 8 B (9.4%) . BEDREIREE (hapihR gt

6



REIE B JEREIEHRE MR, S IPALEE, FORIESE) 161 (1.2%) | fifkkEs (7 -
AN —IEERESE) 2 61 (2.4%) | ITHSRERE S 9 61 (10.6%) . R EERSE 7 61 (8.2%) |
1 RUBERRIA 1 B (1.2%) . fhd¢ - BRAUTRARAE 1 B (1.2%) IO infusion reaction 1 31
(12%) DO Oz, F72. KK - /MBR « EEO FH, FRRHERERE ., &IE
REFETE . EHERERETE (RMEFEMEBRE) | k. HIEMEE, MMk - fiEk, 5
EOMER, DS, MERERIEMRE, HEERMEEE (i MRS TEERBER . R
MR, ARIFERES, BRI ERIESE) K OWERZITRR O e h o 7o, AREIEHFRE BRI
IR RS (BRMEERT Z5L) 23R L=,



[k - ]

ARENOREMEFNEETT VEFIH LZ I 2 b—a 280, ARAl 200 mg %
Q3W, 400 mg % 6 WMIFIE (LLF TQeW) &\ 5, ) XX 10 mgkg ((KHE) % 2@
kG (LA TQW) 29, ) THE LEZBEOARR O Mg ESRG SN, =0k
He. A 400 mg & Q6W THeE: L 72 BROARFI O E FARRBIZ I 1T 2 A Mg hiRE (UUTF

[Cavess] EVVD, ) 1E, AAI200mg %2 Q3W TG L72FED Cavess EHLLT 5 & P&
niz (F#£) . £7=. AHI400mg %2 Q6W THG: L 7ZBROAAI D E FIRREIZ I 1T 5 e
MIEFIRE (LLTF [Craxss) EVWND 0 ) 13, A4 200 mg 2 Q3W TH G- L72FED Crnaxss &
g L CEEz g e PRS00, BRANEEIZEBW TEFENHER SN TS
ik - H&ETHHAA 10 mgkg (KE) %2 QW TG L7ZERD Cuaxss & HfZ U TIRAE
AT ETHENTE (FR) . &6, EERAEBE 2 RICARHK 400 mg 2 Q6W T
# 5. U7 BT EER (KEYNOTE-555 #R) K 0 45 57z FERNE L 5 < SEpshie s
TA=ZF VI 2 b= a ik PHILREEE T A —& LRI LT (TR,
INZ T, EE ORI 5 EERRBR AR [ FE D & | AAIOIRGEE & Ao e 2t
& OREZRFTT DMRESE T VI S v, K 200 mg 2 Q3W X 400 mg %
Q6W THeH L7-BROREE & & A oWE T LM & OB I W TORFT S kR, E
SO - HEOM THINER OZ VRIS Z R 30 e PRI S v,

£4 FFOENHE ST A —F

Mg R | (g (g ) (o) ()
200 mg Q5w <58-55?'519.7> <27.27?'298.1> (17.2’11 83) | (91 .97?'984.1> <49.§a(,)? 1.0) (30.35(,)’39 1.4)
400 mg Q6W' (12;,?24) (32,3?2.7) (10.11(,)'16 08) (142?49) <so.51(”~571.3) (192(’).;0.9)
40(2;5%”%6)“] (1351.2,6.10316_4) NA (a 4,12 ?; 4) NA NA NA
10 me/ke Q2W! (21?,2223) (14;‘11145) (1 1;1 21 (422,2233) (27;7382) (19:1,9;00)

T:1n=2,993, 100EIDY I 2 b—r a3 VLY EHINTZRTFEEEOFRIE (2.5%4,97.5%4) « Coax - HIEIHEE
B OFREIMEFIRE, Cayg : FIEIHRGHOFHMEFIRE, Cun : FIEHKEGEZ (A 702 BER/D OFRARIMIE
HREE | Cinaxss @ (C B RBEIC IS DR LIS TR A, Cavess ¢ CHEAIRBEIZIT B W MIE TR . Cmins © T FKEEIC
BT B IR i 2 g

1 56 BIOMATILEIE (95%(5 HE X [#)

§ : 41 BIOBMTEE (95%EHE X M)

NA : %472 L




4. MEFRIZDOWT

AFN D538 72 BE & 72 W - FEE L. $%@&5*i03%@@¢ﬁ%%ﬁbt
BRIZRHET 5 Z i 7e D LFOO~@ D X T A= T gk ic i W ClEHT %
REXTH 5D,

O HERIZOWNT

O-1 Fieo (1) ~ (5) OWTINLIIHEYT L THDHZ &,

(1) JEAEFEREIGET 2 M A SR EERLSIRRESS (B0E IR DS A2 LI AP
HitE A3 A RS L PE L SRS . HiEk S A RS B 7R &)

(2) FEEHREPE

(3) EBEFFIRINFNRE T D A bT (23 VR Ha iR &b, 23 ARSI
W 1IEBE, S ARSI EEHEE e &)

(4) HRALFRIEE 2R E L, AR EREINE 1 SUIASRALREIER 2 o fiti g5 L v
AR D R EAT > TV Dk

(5) BUEEMERES AL & BN O fE s LI AR B Jm A 1T > TV 2 fitisk

-2 B OALEPRIE K OBIE I FEBURF OIS 2y 20k & Bk 2 R oER (PR
DWFINMIFEE T DERN) 25, %2R OAFN BT 20RO BLH & L THE S
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o [EMGFFEUSE2E O MHINHE ZE T LI RIC4ELL EORKRRERZ AL T
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A E PSS 2 BT D EE S, BRSO OFRED ., Gk - &L
EHEEIREN T RO EBLL ORISR 2 ittt AFEFLNRBAE LG A0mE
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@-2 BERERFEICL 2AEELACET S EH

DA D D B e Rl e O R & A 3 D IRIEEFE DREIER =4 ) » 7
EEDIEEROA T V== T HTWEIRE L E R A LG TE 2 F— LAEREKS 35
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RMRIE . Ege, BEE DR SRS (R EPER AR AEAE, BR R AR RE . ZIEAL
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(A0 BT 5 9]

O AbLFHRIEREEZAT 5 PD-L1 Bt (CPS=10) ORIAUIBRAREERMEST - O RIER
Y R D BE B W TRF D F IED R TN D
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o FiffoMfbhRE
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MEMEREBRN S bbb Z ENH DD T, AFIOFEEGIZHT--> TiE, WIE
W CEGIaL, MERIAEE, ke OfEd & O X fii & o F2 i, Bl5i% +
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AANDOEFRARIZ T, & GBAG 5 9 HFFIRR THMEDOF N 21T > Tz 2
L HBET, AAERGTITEMC IR TR OMEREITO Z &,

12



