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W EHMERLOMAOREIHEEZXLS Z ENEVIAENZZ L a5
JCLEESR G A B E R EF ISR T D O SR T A R
TFAVEEKRTDHZEELELE,

S, =R~ T (B z) 8A (RE4 472 — R A ERE
20mg K& OVE 100mg) RO AT o) X<7 (B z) fH (RGE4 -
XA ML— X ETEETE 20mg K OVE 100mg) (Z-DUNT . RNl I s I3
PRAMHEICK L CHEHTOBEOREFHZINGR L ~BR4 0 LB KiEfd
HAHEET A RTA LT ELEDFELZDOT, TOMHEHICY = - TIE,
RKHA RTA NAZHONWTHEEIND KO EENOEEKE L O ICxT
LM EBEWNLET,
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1. IILBIC

RIS DOF M « ZRMEOREROTZ DI, U SCEFICE S W2l E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEIRLDARIND T T, 2O OERGNZ EICHNEREFITRMLT 5 2 L BBEO
ML 0o TR RBREMBLEE & SO FART #2016 CERk 28 426 A 2 A KR E)
IZBWTYH, EHMERNEOHEHORE(LHEZXS Z L L ShTnb,

BORVE AR ESR L, KB ERASCL ST 0 7 7 A VISBEAE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A ERNHERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RSB L 7B B2t & & D 2 & AN AHE e — 1 O B i 7= 3R SR BE i
THZEREETHD,

LTeRoT, KAA RTA 2 TlE, BIFEREC 2L E TILHE LTV B EFEIEF -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e gk &%
TR OB EHER~T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, AFEABAR
BRI 7o, — A EENE N A ARBRIRNBHE S FEdR s FTEENE A B AR P2 &k O
—MRFEETEN B AR ZR 2D/ LR LT,

G b R BIERS - AT — R EE 20 mg, A7V — R AR EE 100 mg (—f%4 ¢
=ARn~<7 GEEEHZ))

KL RDMEUIHR « CIBRARREZRMEAT - A O FE/ AR

KELRAMERONE - W%, lACIZ=RL~7 GBI T7H#H#Z) & LT, 1 [\ 3mgkg
(IKE) % 2 BRI TR EEY 5,

B R 5¢ ¥ A NP TS




2. AFIORK. TERBF

A7V — AR R ERE 20 mg/100 mg (—#x4 - =R~ T (BEHEBZ), DT TR
B L0, 1, NS TERSLE AL Ly 7 24 BTV AL s~ A Y —
A A7 A7 (BMS) th) 2B#F L7t bk PD-1 (Programmed cell death-1) (Zxf9" %t b
Ml 1gG4 €/ 7 a—F AHHKTH 5,

PD-1 1%, &M L L2 Y 38k (T A, B ML N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUSHIEE T2 2
T BT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIvEY 7P v s LT U o SEROEMALIREE
BIZFRET LT\, PD-1 U W RIFHURESMIBUAMNI B b O 2 22 IRk T8 B
LTk, BMERAMEEE) LU LB T D PD-L1 OIEBLLIEDEF
HIH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MlaS AT 24 v X —T 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEE I N, BB L7 EEMAHRIZI T 5 PD-L1 ORI IO
AL E OMICEOMHBEBEBRR S D L oL HH 5 (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 & 9| S SR AL, PRSP CDS Bk T i
OIS IR A 55 S 523, §LPD-L1 Hi{K T PD-1 & PD-L1 & OfEEEHET D &
Z OIS EIEENEIET D5 2 EDNRENTWD, D Z L5 PD-1/PD-1 U 72 R
U S AR S HUR R A 722 T M & OB 2 M HHF D —o L LTEZD
TV 5b,

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREI) IS/ A L.
PD-1 &£ PD-1 U 7Y REDOFEEGZEAET S Z LICL 0 BAPURFERAYZ T Mla DTG
LR OD AR 3T 5 MRS TR A H R 3-2 Z & CREM 2R PSS R 2 ~3 2
EMHER STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC 20 55 b0 L MIfF S,
e/t B At & LT BRI A FEhE L. A bk, Zat kOB R
iz,

ARANDVEFIHERAC IS < B O Sy RIS & 5 BHEM %23 d 5 b, TE I
EDAREMEDN & D, ARIOEGH RO GHITIT, BEHEOBIERZ H0ITATV, BFE R
D BV AT, R U HEUTIE U7 BEP 2e ik & FRBR & FE-O R A & i L Coll
BIR BRI AT, B OISR X 2 BRI R EDN 2B, BIBRE AL
U FI OB GO TG R ALE AT 5 BERD D,



3. ERPRRE
UIBRANRE 72 AT - B OIE/INAaME O P B Rz R OSFER Y ERCEE) O&GERREZREAMN
ZAT o 1= BB RBR DR 2R T,

(Azhrt]
(R BB

OEMNE TR (ONO-4538-05 #5k)

77 FFHF e BT RIERE 2 A 2 UIRARE R B H1/ IV ST 38 O i 2 B
£ (BECOG Performance Status 0 &2 O8N 1) 35 fil & %422, AK| 3 mg/kg % 2 MFFRET
RIEFHE L7, RERMEEE TH LR (RECIST A 7 A > 1.1 ficHES< il
HIEIZE D CR UL PR) 13X 25.7% (95%IEFIXM : 14.2~42.1%) Tholz, B, F
ANCERE L7 BfEIE 9.0% Tdh - 7=,

QA ETAEFRER (CA209017 357) (N Engl J Med 2015; 373: 123-35)

77 F K GO RRIERE 2 A T 2 U TIB #1/ IV XX R O 2 bR
B8 (ECOG Performance Status 0 2OV 1) 272 5l (ARAIRE 135 1, K& & F®/ARE 137
B) EXRGUT, REZ X'/ ZXIRE LTARR 3 mgkg % 2 J# WM CRIEEE L,
FHEFAME E Th 2 2T (P9l [95%E XM ) (%, AFIRET 9.23[7.33~13.27]
A, REZXEAEET 6.01 [513~733] WA THY ., KANX FEFFBITH LK
RN BRI R 2R LTz (O — R 0.59 [96.85% 5 #E X 1 : 0.43~0.81], p=0.0002

(&5 log-rank fRE]) .

1.0

0.9

0.8

0.7

0.6

Probability of Survival

0.2 Ty

_______________

0.1

0.0

T T T T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg
135 13 86 69 52 31 15 7 0
Docetaxel
137 103 68 45 30 14 7 2 0
“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
Docetaxel (events : 113/137), median and 95% ClI : 6.01 (5.13, 7.33)

0S D it > Kaplan-Meier fifit (ZE/E2{L SN 7-4EM)
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(FERS - R g)
OENH DB (ONO-4538-06 #HR)
77 F R e GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
8 (ECOG Performance Status 0 2 TN 1) 76 il & 512, ANA 3 mg/kg % 2 i [H[H R
THRIEEE Lz, FEFHMIEE T 2R3 (RECIST A R7 A4 2 L1 RIZES<
JHIEIZ L D CR UL PR) 1% 19.7% (95%[FHEH XM @ 12.3~30.0%) Tholz, 7238,
FANIERE LZBEIE 9.0% TH > 7,

QA ARRER (CA209057 #%) (N Engl J Med 2015; 373: 1627-39)

77 F R GO LT RIERE 2 AT 2 U2 B B/ IV TR O IERAE B
Jii B8 (ECOG Performance Status 0 &2 O8N 1) 582 5] (ARAIRE 292 i, K& & & /LEE 290
B) ZHRGUT, REXFBAZ3E LTARS 3 mgkg 2 2 3 MR CARfHEE L,
FHEFMEE Th 2 2N (PRl [95%EEXME]) 1L, AAIRET 12.19 [9.66~
14981 T H. FEZFBAFET 936 [8.05~10.68] WHTHY ., AANZ X FEL
2t LR P B R IER 2o L7z (O — R 0.73[95.92%E 45 X[ : 0.59~0.89]
p=0.0015 [J&H!| log-rank fR7E]) .

OS? HEfRHT DO Kaplan-Meier iz (E/EZA L S 7o H)



(BB 1EH)

PD-L1Z&BUIR BB O i e OV 2k

WA ITFEGRER  (CA20901 73888 & UNCA209057:88R) (LA AN BB ED H B, il
AR 233\ CPD-L1 & 38 B U 72 AR 28 b5 3D 214 (LT TPD-LIZEHLE | LD )
BT D IERP G LN —HOBEOT — 2 ZHS X PD-LIFBL=RBINERR IR
AT S T2 BIMER O Z B ORERIZUL T O L B0 Th o7,

AHMECEA L Tid, R LR T, PD-LIOREBERICL S, N ¥ 3w ff L ik
L CTAAKIRE CTOSHIE R T DM F8D BT,

FER Y E R CTld, PD-LIZEBR D% AR OBEIZ R 2 2L L IRIERBEOM R T
Ho7- (T,

B, LR, FEREEREE I, PD-LIORBRIZ L BT, AFOReM 7o
77 ANEREETH T2,

CA209057 FRERD PD-L1 FEHRETD OS D HEMENT D Kaplan-Meier i
(7£1% : PD-L1<1%D BHFLEM, A : PD-L1=1%0 BFEHEM)



[ 44E]
CRF LR

OENE TR (ONO-4538-0575#)
FRERMN5%LL_EOFRIER

Grade 4 Grade Grade 3-4 Grade 5
BIEHEE FEEL OB | B B | BB EBE
(MedDRA |2 & % SOC-PT 434H) EH (%) K (%) FE (%)
ESEN 35 35 35

ERAS 24 (68.6) 2 ( 57) 0 (0.0
MERLOV SR REE 2 ( 57
2 1. 2 ( 5.7
P IARE 4 (11.4)
H CLoaE P R IR 2% 2 ( 5.7
A ks 5 (14.3)
T 2 ( 57
BTN 3 ( 8.6)
— - R HEEBI OB G OREE 11 (31.4)
(s 5 (14.3)
A MV 2 ( 57
FEEN 5 (14.3)
Sy R E 2 ( 57)
I AECE 2 ( 5.7

R AT 8 (22.9) 2 ( 57
TANGXUEET I NT AT 27— B EEN 2 (57
M 7L T F o R AR —E N 2 ( 57
VBRSO 3 ( 8.6) 2 ( 5.7

KRB L OSSR E 7 (20.0)
&7 VT I E 2 ( 57
ARRIBHR 5 (143)
B R RE LONE A FR Rk 2 ( 57)
RAFiR 2 ( 57
PR R IR 3 ( 8.6)
KRR =2—a /3 — 2 ( 57
Mg 3R Es KOV RRRE 5 (14.3)
i H of. 2 ( 5.7
FERE B IO kbR 10 (28.6)
SIEERBE R 2 ( 57
HLBE 2 ( 57
3% 5 (14.3)
i NIRZ SN2 2 ( 57

ERi DG SN AEESL 1L, MedDRA ver 17.1J% AWV CTHEAE 2 77,

GradelZCTCAE (Common Terminology Criteria for Adverse Events)  v4 H AFERRICOGHRIZHE L 5,
k. HIEMEMRE 2 B (5.7%) . KRIBHK - HEO TR 2 6 (5.7%) . #PfEFEE (%
7 s NU—EERESE) 36 (8.6%) | ITHERERETE (X 2 41 (5.7%) . HRRIBEREREE X
341 (8.6%) . EIFEHEREREE 16 (2.9%) . BHEREFREE (RMEREEERE) 12141
(2.9%) KX U\ infusion reaction 1% 2 1 (5.7%) T bivlz, £7o, HEORERE (K&
FERIRIRIEAE, ZIEALBE, BURRIES) | FEMAERERE. | TBERWE, BR. BE
T E, R - BEIRZE . 5 & D IRR K LIHRITERD IR h o Tz,



QA EARER (CA209017305%) (N Engl J Med 2015; 373: 123-35)

FIERD 5% EOBIER
Grade 4= Grade Grade 3-4 Grade 5
BIVEMTE B B B | B RHE | I BBIE
(MedDRA 2 X % SOC-PT 43H) FI (%) =K (%) I (%)
RIBRE 131 131 131
Ak 76 (58.0) 9 ( 6.9) 0 (0.0)
B I E 24 (18.3) 1 ( 0.8)
T 10 ( 7.6
L 12 ( 9.2)
— - A HREELI OB G OREE 41 (31.3) 1 ( 0.8)
17 13 ( 9.9)
e 21 (16.0) 1 ( 0.8)
(N PSENON S i 18 (13.7) 1 ( 0.8)
ERIER 14 (10.7) 1 ( 0.8)
B R RI LU A FR Rk 17 (13.0)
B 7 ( 53)
ERi DG SN - AEESL 1L, MedDRA ver 17.1J% AW THEAE 2 72,

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4(ZHEL 5,
k. HEMEMRE 6 B (4.6%) . KRIGK « HED TR 11 6] (84%) . FhREFETE (%
72 NU—IEGRESE) 13 B (9.9%) | FTFHERERRTE I 4 61 (3.1%) | HUIREREERER T
X561 (3.8%) . BEHEREMET (RMEHEMERRSE) 12406 (3.1%) . HIEMESE 1
%1 (0.8%) . M Ninfusion reaction X 1 ] (0.8%) T bz, Fio, HEED L&
F (BUERIRAREGRE . ZIEALEE, BORRIESE) | TIMAREREE, RIRMERE. 1
RUERIE, e, % - BB, 5 D BERK OO RITA D g oT,

(FER B R
OEMNE T HHE (ONO-4538-0675#)
R A5%LL_EORIER

Grade 4= Grade Grade 3-4 Grade 5
BIEREH FHL IR | B B | BB RBHE
(MedDRA 12 & % SOC-PT %3¥) I (%) FH¥ (%) FE (%)
SR 76 76 76
SR 64 (84.2) 16 (21.1) 0 (0.0)
Aoy AR 9 (11.8)
R BB AR (X T AE 7 ( 92
H S 26 (34.2) 2 ( 26)
15 i 5 ( 6.6)
T 4 ( 53)
LD 8 (10.5)
AN 4 ( 53)
Mg 4 ( 53)
— iR - R PEES IO G OREE 29 (38.2) 1 ( 13)
95 5 9 (11.8) 1 ( 13)
(9 11 (14.5)
FEEN 11 (14.5)
VPN 18 (23.7) 3 ( 3.9
Vo SERE 6 ( 79 2 ( 2.6)
Rt L OSTEREE 17 (22.4) 3 ( 3.9
TR D A fUE 4 ( 53) 2 ( 2.6)
FARIBOR 11 (14.5) 1 ( 1.3)
PR R PR 10 (13.2) 1 ( 13)
FREED F 4 ( 5.3) 1 ( 13)
W R4S L OMERR R 7 12 (15.8) 4 ( 5.3)



R M 5 4 ( 5.3) 2 ( 2.6)

FEJE s KOV TR Rk 26 (34.2) 1 ( 13)
EOPESE 6 ( 79 1 ( 13)
2132 11 (14.5)

LS NIRZ N 42 4 ( 53)

Rl B WS SN HEERA L, MedDRA ver 17.0J% IV CHEsHE 2 7.

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AFEFRICOGHUIZ#E L 5,
¥, RVEVENZR B4 (5.3%) . K%k - EEO THISHE (6.6%) . #fgkEE (F7
Voo NU—IEMRES) 1061 (13.2%) . NTFHREREFETEIES5HT (6.6%) . AR REREE 1T
1065 (13.2%) . RIEEEREREE 161 (1.3%) . BEERErEE (RME HEMEERE) 1344051
(5.3%) K Ulinfusion reaction!I3f1 (3.9%) T#DH oLz, Fio, BEOKEREE (K
JEREEIRE R, ZIALEE, RIS | TEMABeEiEE . TUBEIRM. Mk, BHIE
FHEESTRE, MR - BEIRZR, 5 & O R K VDI RITAD bR o T,

OiEFHMARRER (CA209057 78#%) (N Engl J Med 2015; 373: 1627-39)
FEBLFRH 5068 LOBIER

Grade 4= Grade Grade 3-4 Grade 5
RIVEH A FE ORBE | EBL KB | BB ORHEE
(MedDRA 12 & % SOC-PT %3 ¥) HE (%) FI (%) E¥ (%)
KREH 287 287 287
EE 199 (69.3) 30 (10.5) 0 (0.0)
Ao AR 24 ( 84)
FOPR IRFEREAR T E 19 ( 6.6)
H ks 74 (25.8) 4 ( 14)
T 22 ( 77 2 ( 0.7)
D 34 (11.8) 2 ( 0.7
Mg - 15 ( 5.2)
— - BHFEE IS I OG- ALK 90 (31.4) 4 ( 14
1 ) 5E 29 (10.1) 1 ( 03)
95 57 46 (16.0) 3 ( 1.0
Rt B L OSTEREE 43 (15.0) 2 ( 0.7)
FARIBOR 30 (10.5)
R R d L OV B L PR 36 (12.5) 3 ( 10
RAHfR 16 ( 5.6)
IR KO TR fkREE 60 (20.9) 3 ( 1.0)
EOPEIE 24 ( 84
95 27 ( 9.4) 1 ( 03)

D HHE SNIAFFRAIL, MedDRA ver 17.11% IV THAH 2 7.

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4(ZHEL 5,
k. FVEVEMRE 10 B (3.5%)  RE%k - HEDO TR 22 61 (7.7%) . #hikfEE (%
7> NU—EERESE) 26 B (9.1%) . HTFAERERRE I 1561 (5.2%) . HUIRMRBERERR &
327 61 (9.4%) | EHEREREE (RMEREMEBERE) 12760 (24%) . Pk - BEEK
1 ] (0.3%) M U infusion reaction (% 8 5l (2.8%) THH LI, £, HEDKERE
F (BEAEIRARE R, ZICRLEE, BRIESE) | NEENEREREE . RIEHERREE. 1
TUBEIRIE ., WER, BIEMIEE, 58 5 RER KOO RITRD it hoiz,



4. FRERIZOUVWT
KRR U CHERBERE (BFFHE) TN TnDs T b, Yikiih 2 Ey)
IZETX DR THOIMNERD D, TDO LT, KF OGN #EY) 72 B35 2720 - F5E
L. AFIOFEEIZ X0 HEEREWEAZRBBL LRSS T 5 Z E BB R0, LLFO
O~@DFT X TE M- ITHRIZBWTHEHT I XETH D,

D HEERIZ2OWT

@1 Fro (1) ~ (5) OWTHRNCEYTHMR THDHIL,

(1) BEAEFBREDEET D03 V2 REEEILTIRPE S (BRIE IR S A2 O HEIL Rp P
HIE S AR B EEIL R T, HUR DS AV2IRRRE /e &) CERE 28 42 10 A 1 HIRER -
427 fiig%)

(2) HrEksREmbT CER 28 429 H 1 BN « 84 figk

(3) HARENTERENFDGE T D 03 VRO EERRT (D3 AR BT, 23 A2
W IEBE, 3 AR EEHERE T e &)

(4) ARACFIHIEE 2R E L, %;Eft%fﬁ”/ﬁbnﬁlﬂi%;mh#éﬁﬁm 2 Dt % YE
AR DR 21T > T Dfiax (AL 27 47 A 1 ARFR - 2538 fitiak

(5) #ﬁﬁﬁiﬁﬁl%ﬁﬁﬁm%m@ RILHEITAR D M A T o T Hfiax (CERK 27 4 7
A1 BEER ;1284 Jiigk

®-2  fifies DAL SHRIE K ORI E R FE S O XIS A-43 72 F0idk & #EBR 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREI N
TWnadZ &,

*

o [EEMRFFESE 2 FEOMMINHE 248 T L7282 12 S LU E DD VTR D ERIRHE 217
STWAHZ L, 96, 2L EiX. DAL Z & LRSS FOWHE 217
TpoTWAZ L,

o [EARFFESE 2 FEONINHE ZHE T LI IZ4E L LOBKRBRZ AL TWnD 2
Eo DB 3L, JHRE DD A FEMRRE A G TR AR S D BRIRBHE 21T - T
WnH Ik,

© BENOEREMEREBEDOAHIZONT

RGBT T 2 B EE SR E S, BUEREN L OFRE D, A2 - L4
PESFEEE 2R fﬁ%‘é&@”gf?é&(}[:ﬁﬂi%% T DG EIRME, AEERNRLE LG E OWEE
B FRELNIATON LK RS> TN D 2 &,
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® BHWER~DRIGIZOWNT

@-1 fERRAHIIZEE 3 5 Bk

BV PERTR R OB e BIE AT L72BRIC, 24 FERIEIRIRHI O T, 2M%ia% X
BRI T, FH L RERICIE U CABEE B O CT 45 O EIFE A OB 2432
IR ORERPZ Y AL, EHHITRISATRRZRAHI N E > TN Z &,

@-2 EERNEEEHICL 2AFEELRNHICHET 2 EH

AR 5 MR e ik L O e 2 A T 2 IR IEFEDRER =41V v 7%
GOTEIROARA 7 J—=0 7 2TV EIRIE & EFHE2 LA TE 5 F— L EFREH] D35
ENTWVWDZ L, B, BIHAHEIZOWT, BABRE EZOFRICHSIZEAmEShTn
HT k.

@-3 BIEHOBUTHRIRIZE L T

RITEH (RVEPEMR BN A, BEIEMEEIE, Ok, R, BHRUHRBAE, KR,
HEDO TR, 1 BBEIRIA, FERRERRTE, HUIRIRIRREREE . thitlas, BEE (Brae -
PRAME VML R 2 &) . I EE, Mk, EEORFRE ., FIRIDLARIEMRAE, infusion
reaction, SR PEVEIL/ MRS PESRBER (ITP) i A DRSS, ML, (OIEFEE (0
FEARED - ARIR « DI PEIAMGHESE) . MR M) (6 LT Y akia X B E R
BB ORIV 2 A9 S R & s U (BIEH ORZHr-OR SR L THRE M OSSR 25217
DIORMCH D Z L), EHITHEYRLEN TE SEFHRE-TWD Z L,

XK

11



5. BEXRLRDHBE

[Zz4E]
O TRICESETIIERZFIIOWVWTUIARK OB ENED L ENTWD Z Enb, &E&21T
F oA ARG

o ARHNDORATI R UIBBUE DRBEERE D & 5 B

@ TEHEATOFHIZ W T TS S T 2 BF IOV T, AR OREITHERER I R0

DS, MOTRFOEIRIE DR R WIGEICIRY | HEICAKZFEHN T2 2L 2B/ TE D,

o MEMMEEDOAI IO H 5 BE

o B AR A CHE R 2R 0 D B K OTE BN D U B 2% S0 i G fiti 2%
FEOMICRIEMEZER DD BE

o HOEREOAH. UTBMEMZRE L ITHEHMEO B O ik B OB EED
o¥aysech

*  ECOG Performance Status 3-4"*" 0 i

(F2htE]
O TFTROBEIZBOTAFOAIENBERES LTV D,
o T IFTHAEGTLFIRIERE 2 AT S UIRAARER B 1/ IV SUTHFE O R

- bR R E
o T FTRAE SO TERERE 2 A 2 UIRANRE R TIB. 1/ IV S35 D I
bR

7235, IRV LB CEGFRIEA T4 5 UTALK B ASEAE T IAYER# IS0 T,
JRHI & UTBGFRT 1 % ¥ v % — BRI EHEAISUIALK T 1 % 22 % F— B EH O
BHEE S T 5 B,

@ TREICERE T 2 BAE ST D AR OFR G K O ITIEIC OV TR, AFIOAZPEN
LS TR LY, AAOELGHRLRE20,
o AEFRIERIGRO B,
o IRFRMBN LIRS,
o fhOHUEMEELA & OB,

D) ECOG 0 Performance Status (PS)

Score EFH

0 | &<MEREETE 5, AT L R U R EAENHIRZR ATZX %,

PRRCE LUVEBNIHIR S o235, BATATRE T, BAEEEE > TOMREITIT O LN TE 5,
Bl ;G EEEE

BATARECH D OF ORI O Z 13T N CTREEEIMEEILTE R, BHO 50%LL iy FA il =9,

RONTZESOHDEY DZ L LTERY, HHRO 50%L L2y Rk i Zd,

BN

LB RV, BHOOHDEYD OZ L TERY, By RfFFTlmI4,

12




@ MEZIETA R 74~ (HARMEFSMH) (2380 T, ECOG Performance Status 0~1
WD T 75 5% LLE. X% BCOG Performance Status 2 " B Tl 5 3 TR
Hl (REXXELE) ORARGPHEREINTEBY , 77 FFR-F O HHELEE X
BWeDER ENR2NWTr =235, ZOha, 77 F TRAOANEREN 2 L
55 3 HARGUEAIHEAI TCOBRKRIEL AT 5 BE BN TUL, AFOTR G2 EETE D,

@ AANTMBSHMAHRBRI BT, R LR R O3ERE LW ho B2k
WTh R & v RO L CEBIESBRES TV D, 72720, R RO
BFETIE, PD-LIFEBIRIC L0 ARMEOMIAA R D 2 L AVRE SN DRRDBE S
NTWDZEph, RV RO BH BV TIIPD-LIEHER LB L7z ETA
HlOEG A E ORI A3 25 2 ENEE L,
® PD-LIFEIBLRMB1%AIN T 2 2 L AR Sz R LR EHF T T,
UL R e EOARR LN OTUBEEEA OB b5 28+ 5,

® ~NLTBYRYT (EATHUREZ) Oa v /8=4 B (lFé4  PD-L1HC
22C3 pharmDx [ #'=2] ) (T & ¥ PD-LIBEBLRZfERR L 72 30RO 0 35 T
boT, REIOZWEE  (A5E4 : PD-L1 IHC 28-8 pharmDx [# =] ) 2L 5
RAEDREERGEITIT, LT OXIREZ S BIAROERG O R HERHTE 2,

SCHRSE)
+ Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/j.jtho.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for
Cancer Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April
16-20, 2016

GED 72 U D PUEMEIEISAI O 5IC >N C, R, MERGICHENST 5 2 L ofth, BE LRE L 72
HEWER ORBOBENNH 55, EFEE EAEYS LAl Sn-BE GBI 2o\ TIEZ0O/RY
TRV,
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6. WEIELTHEETREEH

O WASCEZEITIN 2, MERGEEE DRI 5 GRS 1T -5 & ARHF O Feit K O 1Efil
RO DI LB IMERE T3 ICHM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFRICAIMEL Mamtt 2 +odi L, RE 25
ThoEEGET5HZ L,

R ERFEIC BV TIE, PD-L1 FBLR G iR L7z L CARAI OB G- R &5 2 Hlr9- 5
T ENEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % 1

@

®

il

ZHIWr L7z ETHREGTH 2L,

TEREWER O~ R A MZoOWT

MEMEMEERD LOND ZERHDHDT, AFOEGIZH T > Tk, BKIE
R (PRI RIS, Ik, FEENE) OfER &L O X i a0 i, Bz +5
179 2 &, Fo, BLEIZSUTHEE CT, i~ —h —EORAE L EfT 5
Z &,

AFN O EIZEE D infusion reaction (2 2 TEAFFIZ 072 %t D TE 5 U
HxAT>7- LTt 2 2 &, £72.2 [ B LA OAFI$ 5-KF 1T infusion reaction
NHLOLNDZ LB HDHDT, ARG M OARAF G TRIT AL Z YA
CERET 5%, BEOWREBEZ I8 T 52 &, 7235, infusion reaction &
FHLL72E 121, B TOMEE R OYERA ERICEE T 5 ThREZ il
T5Z &,

FURIREREREE 3 DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI ORI BERE R A (TSH., 028 T3, ibEfE T4 SFORE) 2 FhET 5
Z &,

AFNOEGAIZ X0 | WEOREFOSTENT 5 &5 2 B D ERk & R REIHRE
DHOLLNDZERNDD, BRENBDLNTGAEITIE, BELIZELIIS U
B 72 ek & R BR 2 Re O Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER AN g0 2355118, AFIDORFES T I, K OEIE RE R
IWECHIOBRGEZZBET DI L, B, BIBRERLVEOEEGIZXEYENE
R OYGEERFRD IR WA IZIL, B BB AR VE - LUSNO sz fil o B0
HLEET D,

BHA& TR, BOAM N OH I ARE L CHORIERR BT A2 Z X3 H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE IR (BE | AUBEIR I 2 5 de) b bbi, BERWES 7Y R—2 &
ICEDZENHLHDT, BAg, FEl, WEEFEOFEROFHLCMBEE O EF-IC+
SEETDHZ L, 1 BEREN DN S EICIE &G ERIEL, AR il
FOFGFEDHME) R EZITH Z &,

AHNOEERRBRIC BN T, BEBED 9B, ZHLIKEIL. BEBMGD 1 R
IE 3 ARG T 2 ICHEMEDTMII AT o TV 2 & A REC AFIES I ER
AN BRI E TR OMEGREIT O Z &,
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(E2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER 0 E

< ReEXXBARBR LD BE>
HEE R E G O b 5 B
BEYIEE A OFL TV B BHE
WEEA URYYE Db S B

i FSEAN B BUE OREEE D & 5 B3
I SUTIEYR LT B FTREME O & 5 BB

< FeZFRAPHEERS LD EE>
BHEIE OB 5 BE
M2 ST IRRRHEIE D & 5 B3
JFFEE D & 5 B

BREE O & 5 BE

HEOH 5 BE

IR 5 AIREME D & 2 FBE

< KeHXRALOEKZREIER>

B BEHH

vavJiER T T T4 7% —

PO, PARA, TFRgREREE

AR A

VBT, I HRAEE

DAA

FEFEME M N EEEDEBRE (DIC)

P 2 4L, B, iR, K%k

{ LR

SRR AR A T (B A

SRR

B2 RIEARE MR (Stevens - Johnson JEMERE) . HagtEaR SIESEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKIE, FRIE - R

DFEZE, FRR AR ZEARE

JYLIE

PR VE O RE G 53 WEBRE (SIADH)
HERAONREORNER, MAE R, RMAHRES . WE OB S O R MM EB)[EE . Radiation
Recall 5
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RIS 2

XEERHEET A RFA
=R~ T7 (BinHH#Z)
(R4 : &7V —REEEHE 20 Mg, F 7Y —R EfF#E 100 mg)
~HEME B E~

¥Rk 2 9F 2 A
REFEE



SR/

AN e

XU ®IZ

AFN DR, MERBES
A IR B AR

JEER 2D T
whHRIG L 2 DB

BOICER L TRHET & HIHA

P2
P3
P4
P10
P12
P13



1. IXT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFITE SV o B A AR D
BND, 6T, IEOREREMOMESRIZ L0 FUKEIRS 72 & OHH 72 3 1E A%
FFERSDPARBENDLHF T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
ML 0o TR RBREMBLEE & SO FART #2016 CERk 28 426 A 2 A B E)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS SR ST, SR 2 T 0 7 7 A ADBBEEDESR L & B S i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
AP LBt % & D 2 L AT RE 72— O B % jiii 7o R R o
THZENEETHD,

L7 oT, AHA RTA4 T, BB ZNETILH O TV S EZIHZN -
FBFFA RN EED & | DUT O E IS O it 70 8 2 HEE S 2 8L b MBI Bk B 2
F RO EFREERT,

I, RKHA BT A 0% MAZATBAE NEIE L EREISH O, [ ISEEEARAER
BRI s . —MAERTE N B ARER IR NRHE & R OVARSAEE N B AR JER 22O
Db EAER LT,

RG L IR HEIRS - ATV — R S 20 mg, A7 YV — R ST EHE 100 mg (—fk4 -
=R~ 7 (B E#z))

RELRDEIHR - IR TIBRARE 722 Lk R A E

HELRDMERONE « <AbLFRIERIBREOMIRUIBR AR e 72 B R aEEE 055 >
WE, AT =R v~ (B #Hz) & LT, 1 8 3mgkg
(IRHE) % 2 JARHIHIRE CREFET 2,
<ALFRIEREIRE ORIGUIBR A RE R B R AR 056 >
WE, AT =R v~ (B #Hz) & LT, 1 8 3mgkg
(RE) % 2 BRIFERE T 1 [0 2mg/kg (KE) % 3 3 RIREIRE T A
WEHET D,

s I 9E ¥ DB TS




2. AANDOKE. 1ERBEF
7Y =R AR EE 20 mg KTV 100 mg (—fix4 =R~ T BB FHEBZ) . BUT,
[ARAKN) X, DS TERASEE A Ly 7 23 BT VAL -~ P —X R
7 A7 (BMS) 1) 73B8% L7= & I PD-1 (Programmed cell death-1) |Z%}3 % & Rl [gG4
E/ 7 u—FAHERTHD,

PD-1 1%, ¥&MAL L72 Y o o%Ek (T ffa, B O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIET 2 2
T ICBRT 2B AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U 4 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U o SEROEMAIREE
BITHET LT\, PD-1 U H» FIFHURRSMIaLAM b b Ok 2 72 SRR 2 F8 5
LTCHY, EMEREAELE )L L EGHMEIZI TS PD-L1 OFRBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66) ,
F 7o B R AR S CIXHEIRE T RN EET 54 v ¥ —T =~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, B8 L EMEREICIS T D PD-L1 ORI & itk D
M E OMICIEOHBEBERH D L OHELH D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 & 9| S S/ AL, PURSFRY CDS Bk T i
OIS EIE M A 55 S 523, §LPD-L1 Hi{K T PD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D5 2 EDNRENTNWD, D Z L5 PD-1/PD-1 U 72 R
U S AR AN HUR R A 722 T I & OB 2 M HHF D —o L LTEZD
TV 5b,

AFNL, SRR OFE R 6 PD-1 Offfas M E (PD-1 U # o REEAREI) I2R5A L.
PD-1 £ PD-1 UG Y REDFEGEIET 2 Z LIc X0 BAPURRRM 7 T Mo
(LR OB AHRZ %t T 2 MRS B TG A R 3 2 2 & TR 2Pt sh R &2~ 2
EMHER STV D,

AN EFIEFF I 355 < SBIE DSBS IC J 5 BIEFI SRS b o, B U SEL 1T
FH AN D D, AFORG PR OREHIIT, BEOBBETHITO, BRENRE
D & TS AICIE R L BRI 7o B2 Sk & S % F5 AT & g L il
OV BRI A ATV, BEORIESISI & 5 RIERAEDN S HAICIE, BB E L
LU FN DR GO INE LT 5 BEN D B,



3. ERPRARE
FRABYIBRANBE 7 B B A0 Il D A GRIRF IS R 21T 72 72 B R Bk O g &2 7~ 7,

[ 2]
OEWNE DR (ONO0-4538-02 #ER)
Z AN (BUF, IDTIC)) 2 X 2 b RERE 2 A3 2RI YIRS RE 72 I /TIV HI XX
LR O EME RS (ECOG Performance Status 0 K O8N 1) 35 51l 2 x4 8212 AR 2 mg/kg
Z 3 AR CAEEE L, FEMMEEE Th 528205 (RECIST U1 R4 1.1
RIS < FHEIZ L D CR UL PR) 1 22.9% (90%(E4E X [H : 13.4~36.2%) TH
STz, TRB, FENIRE LI-BMEIT 125% Th -7,

@EWNE DB (ONO0-4538-08 #ER)

b2 FVERIG R ORIR IR R A 72 WA/ IV H X 5 o B R AERE (ECOG
Performance Status 0 2 N 1) 24 5l 2 64 G212, AFH 3 mg/kg 2 2 3 M fHI R C AR eE L7z,
FEFHIHE Th 5 282h% (RECIST A4 K74 2 1.1 fUIZES S FIfEIC L 5 CR
IE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o1z, 728, FHANIHRE L7-H
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

vraf v 7 ARED ¢V AEBIR T EYARER 2 Bl (LLF, IBRAF)) V600 Z £ 7
WA R IEARTE R O RIG BIBR A 68 72 T/ IV I SO R o BEME R A B R (ECOG
Performance Status 0 & OV 1) 418 5] (CAHKI#E 210 i, DTIC #f 208 f5i]) % *}5:2, DTIC
ZXHR & U TARH 3 mg/ke % 2 H[H MR Tt Lz & & O E & OV M 2 st
L7z, FERHMEEE Th 2 RAFHIM (PRE [95%EHXM]) 13, AFIFELNE [NE
~NE] # A, DTIC #T 10.84 [9.33~12.09] # HTHY . AHKIL DTIC IZxf LHEEHF
PNCHBERIER A2 LT (A% — REE 0.42 [99.79%(EFEIX[#] : 0.25~0.73], p<0.0001 [J=
1] log-rank FR7E 1) .



—A— FHIH
oD FHIVINT LB

0 3 ] g 12 15 18

at risk H1EHRR (B)
HAEE 210 185 150 105 45 a 0
FhIINGBE 208 177 123 a2 22 3 0

OS ? Kaplan-Meier i

@YEA TR AR (CA209037 #kER) 2

AV A~T (BEEFHHZ) T BRAF [LEHR % & T2 IERE & A 2RI HIFRA
RE 72 A/ TV A SO 8 O BEME A il 25 (ECOG Performance Status 0 & O 1) 405 f31] (4
FIRE 272 B, AL2ERYE (DTIC XU NR T T F o 287 U Z %R0 D) B 133
Bl) ZxtBIc, bRk E xR & U ORI 3 mg/kg & 2 MR CAMBIHEL- L&D
BRI R VLA RE Lo, REFHMAEE CTh 5 E%h% (RECIST A F7 14> 1.1
FUZFES < R EIZ LD CR UL PR) 1E, AFINDEE ST D 120 BN EEAT
GUERT & Shu, ARAIEET 31.7% (95%(EHEIXH : 23.5~40.8%) Th o7, 7o, FHAllc
FHROBMEITRT L T\ ehotz, b9 DO LEEIMBER Tbh 5 &AM (P
il [95%(EFEXH]) IZDNT 182 FlDA X b (BEL) BUZ THIRIMRHNT 21T > T f R
AFIEEL 15.47 [12.39~NE] 7 A, fLFIRIERET 13.67 [11.50~NE] A TH Y . KAl
I REIC R LRI B RIERE 2 R S 0o T2 (A — REE 093 [95%(5HE X
[ : 0.68~1.26]. p=0.6299 [J&5] log-rank ¥7E]),

[ 41]
OENE T FHRER (ONO-4538-02 iER)
BEFZIIEH (100%) (258D AL, A E ORPERERNPEE TE WV EFRIT 30/35
Bl (85.7%) 2R BTz, LN 5% EORWERIZ FEOEBY Tho T,



FHR) 5%LL EORIER

BB BIR ST Bk (%)
HAEE 35 43
(MedDRA/J ver.16.0) 4> Grade Grade 3 DL I
AEIER 30 (85.7) 9 (25.7)
o WhkEE
FOR AR REAR T E 5 (14.3) 0
H ke
T 4 (11.4) 1 (2.9)
L 2 (5.7) 1 (2.9)
EEE/S 2 (5.7) 0
—i% - REEEER X O SR OREE
9% 97 5 (14.3) 0
[EsYRY 2 (5.7) 0
HEEN 3 (8.6) 0
RN R P
JH b 2 (5.7) 2 (5.7)
g R AR AT
ALT #5/n 4 (11.4) 1 (29
AST H40n 5 (14.3) 2 (57)
M7 VT 2 A 2 (57) 0
1T CK #an 5 (14.3) 3 (8.6)
Mg 7 L7 F =8 2 (5.7) 0
fHr > Ko RN 2 (57) 0
1.7 LDH #50 5 (14.3) 1 (29
A TSH 3 (8.6) 0
A TSH #4hn 7 (20.0) 0
CRP 41 5 (14.3) 1 (2.9)
IFFRERBE N 4 (11.4) 0
y-GTP 41 4 (11.4) 4 (11.4)
SRR TR oS 2 (5.7) 0
~E S 1R 3 (8.6) 1 (2.9)
U L oRERERIRD 5 (14.3) 1 (29
I R 2 (57) 1 (29
fi R fafn (R T 2 (5.7) 0
1/ N E 2 (5.7) 1 (29
AR i BRE ek 2 (5.7) 1 (2.9)
H i ERE s 6 (17.1) 0
SHERE T3 HE0 2 (5.7) 0
Wit T3 W 8 (22.9) 0
Wit T4 W 6 (17.1) 0
SHERfE T4 H30 2 (5.7) 0
U v~ TR 3 (8.6) 0
1A ALP 50 5 (14.3) 1 (29
UHCR BRI R 3 (8.6) 0
HRE -~ — A —Hghn 2 (5.7) 0
HUZHUARRE N 2 (5.7) 0
V=TI X T aT A N 4 (11.4) 0
1. CK B> 2 (5.7) 0
BRI L O A MRk E
AR 2 (5.7) 0
TSR PR
R b 2 (5.7) 0
K= 2 — T — 2 (5.7) 0
R g F KO FRRRREE
H B 6 (17.1) 0
& D FERE 11 (31.4) 0
B 2 (5.7) 0
B NITR /N 22 2 (5.7) 0
RE IR R & 2% 2 (5.7) 0
B RE 3R 4 (11.4) 0




. MEMEMZER 1B (2.9%) . KK - HEO TR 1 61 (2.9%) . kiS4
Bl (11.4%) . NFEERERETE 5 B (14.3%) . BHRERE 2 61 (5.7%) . HUIRIERER S 8
Bl (22.9%) | FIRFEEE 161 (2.9%) . EEOREREE 16 (2.9%) KOS E D FEE 1
il (2.9%) TRRDO LT, £7-. FEMAHEEERE, infusion reaction, 1 BUBEIRIF, P,
HAEAEEAE, A% - BEIER ., OFge. Mk, IT2e. BEBUT RIARIE K OV M s M s
DPEERBEIR IR bV o 72,

@EWNE DB (ONO0-4538-08 #ER)
AEFZRIL 2224 B (91.7%) (ZBO B, WL ORRBARP G E TE RWAESF
03 1824 B (75.0%) (2780 BTz, FHED 5%LL ORI TRD LB ThH-
770

FEH N 5% _EOREIVER

ZRERIR BE (%)

FEARGE 24 fi]

(MedDRA/J ver.18.0) 4 Grade Grade 3 UL E
FRIVEH 18 (75.0) 2 (8.3)
oy WAk

FOPR IRAEREAR T E 6 (25.0) 0
Bl

Y 2 (8.3) 0
—i% - BEEER X OGN OREE

1 B 4 (16.7) 0
Fife PR A AT

R 2 (8.3) 0
R L OsagfEE

RBRIGE 2 (8.3) 0
MEas. MsRis X OWEhR RS

F 7 e 2 (8.3) 0
F R ¥ O PR RkREE

HEBE 5 (20.8) 0

D FERE 5 (20.8) 0

BEIR IBIRE 5 2 (83) 0

ek, KGR - EEOTH 2 6] (8.3%) . IFEEREREDE 1 6] (4.2%) . TEAHERER

] (4.2%) B OSHLIRARBERERESE 7 61 (29.2%) TR LTz, £, MIEMEMEA,

PREREE (F 7 2« NU—JEGERE) | BHERS RMEHREEBRE) | BIEEE,

infusion reaction, 1 BUBERIA, EEEDRWIEE (K ERLEERREMRE, SZIALEE, FHRE
EE) | MER, EIEMEGE, K - BRI, SE DR, LK. Mk, TR, B
A R Mo QMR P i N PSR BEIR 1 3RE D BV Do 7,

OB/ B NFRER (CA209066 #ABR)

B EREGITAIERE 192/206 6] (93.2%) . DTIC #E 194/205 1] (94.6%) 12388 HiL, BB
L ORPEREBPEE TE WA EFRITAIRE 153/206 1 (74.3%) . DTIC # 155/205
Bl (75.6%) IZFRO ATz, WT DO CTHRILEDN 5%, EORWERIXITRD LBV
ThoT,



WD ORETHRIEES 5%, EOEIER
GESCD)

BEBIIR AR DTIC &

FEAGE

(MedDRA/J ver.17.0) ~ 206 {1 205 1

4 Grade Grade 3 UL | 4= Grade Grade 3 UL

2RITEH 153 (74.3) 24 (11.7) 155 (75.6) 36 (17.6)
Mg LV R fEE

I HP R E 0 0 23 (11.2) 9 (4.4)

i/ MBI E 0 0 21 (10.2) 10 (4.9)
H I

i 22 (10.7) 0 25 (12.2) 0

T 33 (16.0) 2 (1.0) 32 (15.6) 1 (0.5)

L 34 (16.5) 0 85 (41.5) 0

M I 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5)
—i% - EEREER X O SEOREE

S 21 (10.2) 0 25 (12.2) 1 (0.5)

T 41 (19.9) 0 30 (14.6) 2 (1.0)

FEEN 15 (7.3) 0 10 (4.9) 1 (0.5)
I kO sEE

BAEGE 11 (5.3) 0 19 (9.3) 0
B R R L O ARk E

RAEiR 12 (5.8) 0 3 (1.5) 0
PR R R

SR 9 (4.4) 0 14 (6.8) 0
KR 3 KO FRERRREE S

HLEE 13 (6.3) 0 4 (2.0) 0

SRR SOG 3 (1.5) 0 11 (54) 0

& 5 FEAE 35 (17.0) 1 (0.5) 11 (5.4) 0

W5 31 (15.0) 1 (0.5) 6 (2.9) 0

=M A BE 22 (10.7) 0 1 (0.5) 0

728, ARV CTRVEMEMZE SR 3 61 (1.5%) . K% - EEO T 6 6 (2.9%) |
PR (7 N U—EEEEE) 28 1] (13.6%) . IFHEREREE 7 61 (3.4%) . BFEk
REFETE 4 B (1.9%) . TEMEHEREREDE 4 61 (1.9%) . FREHERERE 13 61 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 BUBEIRIFE 1 61 (0.5%) . BHEEDOEERE 3 6] (1.5%)
KOS E IR 1H (05%) TROOLNT, £7o. BIBEE, B, BEMEE. K
% - B, DR, Mok, IT2e. REBUT RlARIE K OV i MBS BER 138
Y AWAY/ SN

@yEAE AR (CA209037 #BxR)
B EFGIIARIERE 265/268 B (98.9%) . (L FHEIERE 98/102 5] (96.1%) 1258 B AL, 1A
BiE & ORI RBIR NG E T X RWEEFGUIARIERE 199268 B (74.3%) . {LFHRIERE
85/102 B (83.3%) IZF8 BTz, WINDORETRIEN 5%LL EORIERIZ TED
LB ThoT,

WO TREERR 5% EOBIFEA

. e B (%)
Rl R e
(MedDRA/J ver.17.1) e 268 B 102 §1
4= Grade Grade 3 VA | 4> Grade Grade 3 UL |
ARIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
Mg LV R REE
E=guil 18 (6.7) 3 (1.1) 24 (23.5) 5 (4.9)



Bi%x (%)

B 1 SN
Rt e LT

(MedDRA/J ver.17.1) 268§ 102 1

4 Grade Grade 3 ULk 4 Grade Grade 3 UL b

I 1 BR s i 1 (0.4) 0 8 (7.8) 2 (2.0)

TR ER R RE 0 0 20 (19.6) 16 (15.7)

M MBI E 1 (0.4) 1 (04) 12 (11.8) 6 (5.9)
NGy WalEE

FOR AR REAR T E 18 (6.7) 0 0 0
H I

{EFL 11 (4.1) 0 15 (14.7) 1 (1.0)

T 42 (15.7) 1 (0.4) 16 (15.7) 2 (2.0

LT 33 (12.3) 0 39 (38.2) 2 (2.0)

M - 12 (4.5) 1 (0.4) 21 (20.6) 3 (2.9)
—i% - BEREER X O S ELOREE

A7) E 14 (5.2) 0 7 (6.9) 0

i 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9)
BE, hER X OWLEA OHE

FEANIZAE D B 4 (1.5) 1 (0.4) 9 (8.8) 0
R AR A

ALT #40 14 (5.2) 3 (1.1) 1 (1.0) 0

AST H40 15 (5.6) 2 (0.7) 2 (2.0) 0

B ERER L 0 0 7 (6.9) 3 (29

i MR 1 (0.4) 0 8 (7.8) 3 (2.9

F ifi. BR & s o 3 (1.1) 0 8 (7.8) 2 (2.0)
Rt L OsesEEE

BAEGE 18 (6.7) 0 17 (16.7) 0
B R 2RI KO ARk E

RAEiR 15 (5.6) 0 13 (12.7) 1 (1.0)

77 P9 11 (4.1) 0 8 (7.8) 0
MR REE

KM= 2 — 1 F— 1 (0.4) 0 10 (9.8) 1 (1.0)

SERLTE 3 (1.1) 0 10 (9.8) 0
e ae, MERE & OWthRkEE

I K] i 13 (4.9) 0 8 (7.8) 0
KR F L O FRRkRE S

B AE 2 (0.7) 0 28 (27.5) 0

& 9 FEAE 51 (19.0) 0 2 (2.0) 0

FIB 34 (12.7) 1 (0.4) 5 (4.9) 0

ZRNITRSIN 2 16 (6.0) 0 2 (2.0) 0

=k A BE 24 (9.0) 0 0 0

7R ARFIBEZ RO CRIE MM E 8 61 (3.0%) . KIFZ - EED TH 4 61 (1.5%) |
PRRRESE 33 1 (12.3%) . FRERERESE 22 5] (8.2%) . EXMEARERETE (JRME FVELIER &
22) 541 (1.9%) . FRARFSRERREE 23 61 (8.6%) . BIEFEE 1 41 (0.4%) . infusion reaction
10 B (3.7%) . BEEOREREE 16 (0.4%) . FER 261 (0.7%) KOS E S K 3 4
(1.1%) TRO LT, F£lo, TEEHEREREE, | BOBRE, EEHEIE, MK - fb
BEde, DR, Whge. TS, BRBURRRARAE M OV M i/ S D PSR BESR 1338 & D7z
Mmool

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066 #kf5#)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #lr)



4, FERIZOWVWT

ERBEM & LT HRERE (2FFFE) AT o Tnd 2 b, Yk 2y
ICFEMTE DHigk THHMENDH D, ZD LT, KRN OG- #7285 2 2H - KiE
L. AREIOBHIC X 0 BEZRREWERZ B LIZBRICHIGT 5 2 R0 E 72D, LT
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BEERE BV T, B L2 RWWERNICIS U CARBRE B OY CT 28 0 BIVEF O 8RN 88
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o RAEIDOFITTR UIEBUE OBEEIRED & 5 B

BIRAT ORI BV T FREICEE Y T 2 BH T OV T, AFIOHRETHELE S e

. MOIGFEERIE D 2N EIZIRY | EHEICAAZEN T 2 L 2ZETE %,
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@
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AL,
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o IRFRMBN LIRS,

o fhOHUEMEELA & OB,

() ECOG @ Performance Status (PS)

Score TE e

0 AR IEBTE 5, BFaiE R C R EAEENHIRRITZD,

: AARIICEL LUEENTHIR S D03, BITATHE T, BIEESME > TOMERIIITH Z &N TE S,
B BOEE, FHBIEE

5 HWATARETHAOEDEIY O Z LT T X THBELEMEZIZTE R, B D 50%2L i~y R T
BT,

3 ROENEZESOEDEIY DZ L LTER, AR 50%LL EE Xy R+ il 21,

4 | LT, BOOHEOEY DO LT TR, BRIy R+ TEId,
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Z &,

AFN O 5L EE O infusion reaction (21 2 TEARFIZ 725D TE 5 U
%47 >7c L CThRMT 5 2 & £72.2 Bl H LA O AFA$ 512 infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBEZ I8 T 52 &, 72385, infusion reaction &
FHLL725E 121, B TOMEE R OYERA ERICEE T 5 ThREZ Ho#ls
T5HZ &,

ORI RERE S 23 oD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI R BB RE M (TSH., 028 T3, ifEfE T4 SFORE) 2 FEhEd 5
Zé&,

AHNOFEEIZ LY | WEOREFINTRRE T 5 L& X BN DRk~ REEHIE
DHLOLNDZENHDH, BRENRBOOLNTGAEITIL, BELEFERIIS L
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NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREIZLYETE
R OYGERFRD IR WIGEITIL, B BB AR VE LSO gz JilF o8 0
bEETD L

BHR& TR, BOAR N OH I ARGE L CHoRIERREBLT A2 Z XD 5720,
AR OFEHETHRIZHRWEHORBBUCH2ITHEET D 2 &,

1 RUBEIRI (BE | BUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENHLOT, NG, B, IR O FEBMFEED EF- 12+
SERTAHZ &, VBRI SE TG E2HIEL, 4R H
HlOF 5 E DY L EZITH Z &,

@ AFIOEFKRBRICIBNT, REMGD 3 7 AUAN, TLIERT, KGR G 1
RN 6 B Z & NCAZMEDRHE 21T > TW2 Z & 2 5B 0, AFIE G-I ERT
(R OMERZAT D 2 &
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1. IZC®IT

I DA « LEVEDTER DT DI, BT SCEFICEE S W LB 226 23K 9
bNd, SHIZ, IFEORFEINOMEANT LV | HFUREREL 72 & OFF R 728 BLE
FREH D AR SN D P T, T b DEHM 2 BIC LR EE TR 5 2 L AR
PR & 72> TRV RE M BOEE & SO FEARTTEE 2016 (12K 28 4 6 H 2 H RIS E)
IZBWTH, FHEELEOEHOREEHELZXD Z L LshTnd,

BRI E L, SR E R BT 0 7 7 A VDSBS, LB BN R
RLZENDD, ZOI2D, AR O ZEMEIZBET 2 EMA+0&ERT 5 £ TOR,
YHERMOBE LB ZT 5 ZENHFSNLBEITH LTHEMNT S & L bI, BE
MADFEE LT BRI E RIS &2 & D 2 L M ATRE 72— D S 2 i 7 SRR RS T
TLILENEETH D,

LIelRo T KA RTA4 Tk, BB N E TR LTV D EFHEF -
FHAR) A S-S & | LUT OB HE b O it 228 ] 2 HEE 3~ S 8L b B AR B B %
RO EHEHETRT,

B RKUTA BT A %, MSIATEGE NS R A ST . A ISFEME AN B A
BRI AR, —fRAEMTEN AARRRRNRHE =, FrEFEERITREIE A A AHiRE 72 kO
—AEMEN AR g2 OO b LR LT,

KR LR D EIS - XA P L—F SIEEE 20 mg, ¥ A hL—Z S ERE 100 mg (—
Wt s NaTvn ) X~7 (GBI Z))

WG ERDMAENIIHNE « PD-L1 Bt O UIBRARGEAHETT « FRF8 DIE/INHE R At

RMNEERDREROCHE - @%F., A, Xa7 vl X~v7 (Ealfz) LT 1
[6] 200mg % 3 ## [FRE T 30 42T CREEET 2,

B3 I 5¢ ¥ & 0 MSD BRRGSHE




2. AANOKK, 1ERBERF

XA ML —& s ERFE 20 mg XN 100 mg (—i%4 : AT v U X~ T (GEE R
Z). UL TARHF) &9 ,) 1X. PD-1 (programmed cell death-1) &ZD VYU > K TH
% PD-L1 L O'PD-L2 & Of A EHAET 5. 8 MbIgGs €/ 7 n—F AFULTH 5,

PD-1 & 13 T FAQ o0& BEARKSAE 2> & 6 2 72 O IZ 3 AUKIRE AN FI FH 9- 2 T2 7 s 2 il 4
AA »F T, PD-1 1, fEFERREBICEWDCEER T MilgoMiamicgE L, 3%
P i % B o AR LB TR R 7o S0 B S il 95, T7eb B, PD-1 XU Ho FEfh
ATHZ LKV HURZRIRCE D v 7P vBEZ AICHIET 2% 8K CTh 5, PD-LI
DIEFFRIC BT 28BUT DTN TH LN L OB AMBTIX THlROB X 2 Mz 5
I EBBENCRBLL TV D, BAMIIICET D PD-L1 OFEF L, BHIIE, W,
A . SREE . FE/ NI TE 72 & DR x Ze WA TTFHRARK - TH YD | ARWAfFEHR
& DM HE STV D,

DD A DERIRI) T & PD-L1 FBLOFHBIMED & PD-1 & PD-L1 O ILEE D
TP AR C BV CEERRE ZH ) Z EAURB I TEY i ARROERN L L
THIfFF SN T 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Oilj U > ROFERELEST S Z Llck v, 5
W NBREE T D B AR S EME T U 7 SER A TEME L & & HUE S )% & FHEME(L
52 L TGN R AT D,

ARFNONEFIRETFIC IS < BIEOSIERISIC & 5 BIERSN B b bh, B IS
B ARMEN D B, ARG HR OB GHICIT, BE OBEE HHICTO, R 1R
D BT HF AT, FEHL LT FRITIE U 7 S 72 S0k & S8 4 B D DRI L s L Cil
GBI AT, BEOGRIESURIC X B BIEMAREDN WAL, BRI
RO ORI EAT D BER BB,



3. R
PD-L1 5 OHIFRARE 72 1T « F38 O FE/INH IR itifes O A GREF (25l 247 - 72 = 72 BR PRk
BROREE =T,

[H2hE]
OE B I FEFH MR (KEYNOTE-024 #5R)
{LEFHRIERE D 72 EGFR &1 1A B Fatt | ALK @A 81t OV PD-L1 Btk (PD-L1
Z R LSS 5 5 EIE (LLF TTPS] &V 9,) =50%)  DYIRARRE /R ST -
TR DI/ N iRE B (305 6, HAAN 40 fla&de) ZtBIiC, &K 200 mg 3 ##H
kR G- OFNER VLMD, 77 FF8H % 5 O ER ks (LUF Tsoc) &
WO ,) XL LTRET ST, 7ol BEEHE CHRABMEITRFRO b IGEIC, B
FBAETT 2 /R TER D3GR B IR W DR IICE E L T % B Tk, RIEILLRE O {4
FHAM T BAEIT RO DI D FTARBI O G2 5 Z L A REE L S, EEEH
T BT A IR (LT TPFSY &9 ) . BIREHEE B 124 HIH (BLF ToS)
LN, &I, KANTT T F AR A Gk RiE L iR LT, PFS, KTYOS (H
AT 2B BIIER LT,

koo uR=A Ui & L CRBEIRGEARGE STV D PD-LI THC 22C3 pharmDx [ 4 =) % VTR

HShiz,

100 =

90 | =y — AHI200mg QIW
80 - k TSFFEAES OIS

0 3 6 9 12 15 18
e
at risk# EIeE TR [A]

ZFA200mg Q3IW 154 104 89 44 22 3
TIFTEAEROEFRE 157 99 70 18 9 1 0

AR BT &L B PFSOD BT D Kaplan-Meier g (PD-L1EME (=250%) D BEEM)
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100 ‘:\x‘x\q

90
80 | .
707 ey
—— H
2 60 - ey,
HE' 50 e
e
H 40
30 |
20 | —— #E0omg Quw
10 1 ISFFRHIESOLS RS
0 3 6 9 12 15 18 21
at risk# AR A
FHI200mg Q3W 154 136 121 82 39 11 2 0
JIFFERRSUIEEEE 151 123 106 64 34 7 1 0

OS? H MfEMTRED Kaplan-Meier i#R (PD-L1EM: (=50%) DBEFLEM)

OQEFEL[F 1 /MAEFRER (KEYNOTE-010 #%5%)
7T FFRHN G AL RERE T 2495 PD-L1 B (TPS=1%) 2 OYIERARRE 72 84T -
MR OIENIEME RS (1,033 6, AN flxEte) ZX5RIC, K 2 mgkg 3 #H
M HIRR P 5- ) OF 10 mg/kg 3 MRIFE MR G OB MER VL2 MED . & Ky
(LLF TDOC) &vv9,) Zxfe LTSz, b, BN CTREET R
ST ET BT 2 R TIEIR DS FE8 O B IR W EDORRR I ZE LT 5 BE TIL,
W IB] LR O B FEAN CHREEET RO b b £ TAA OB Gkt Z Al & vz, B%
FFAHIE H 1% OS KON PFS & &F1, AANL DOC & H#i LT, OS AR Lz,
*] : EGFR #1574 BIHME UE ALK @& BB T EOBE Tk, 77 FF A2 STt EIc L 5
TRIEREICIN 2. FZF 3 EGFR BLEMEN X% ALK FHEEVEM 2489 2 FUEMIEEANIC X % 1A
AT D BEMEHAN DN,
#2 : PD-L1 IHC 22C3 pharmDx [# =] OFEX v M2 HWTHRAE I,



OS DEMFEHNTIFD Kaplan-Meier BifR (PD-L1 Bt (21%) DBEELEH)

[Z241%]

(DE B (7] 26 AR 35k (KEYNOTE-024 765#%)

HEERIIARFIEE 148/154 B (96.1%) KT SOC & 145/150 1] (96.7%) 1Z78 B,
IRERIE & OREBREDGE CERWVAFERIL., £E 113/154 i (73.4%) KW
135/150 f51 (90.0%) 258D H ALz, W ORETHRILRN 5% UL EOBWERIZ FFRD
LBV ThoT,

WD ORE TRERD 5% EORIVER (REMMEITXIRE)

socC B (%)

PT AHIRE SOC B

(MedDRA ver.19.0) 15445 15013

4 Grade Grade 324 E 4 Grade Grade 324 E

2EIEH 113 (73.4) 41 (26.6) 135 (90.0) 80 (53.3)
Mg LY R REE

21 8 (5.2) 3 (1.9) 66 (44.0) 29 (19.3)
I BR e iE 1 (0.6) 0 8 (5.3) 2 (1.3)
IR ER A E 1 (0.6) 0 34 (22.7) 20 (13.3)
MR E 0 0 17 (11.3) 8 (5.3)
P s Res 5

R BB RE U 11 (7.1) 0 0 0

RO BRAE REAR T 12 (7.8) 0 1 0.7) 0
B e

{51 6 (3.9) 0 17 (11.3) 0

T 22 (14.3) 6 (3.9) 20 (13.3) 2 (1.3)
L 15 9.7 0 65 (43.3) 3 (2.0
HN% 4 (2.6) 0 18 (12.0) 2 (1.3)



A 4 (2.6) 1 (0.6) 30 (20.0) 1 (0.7)
—i% - EHEER X OGN OREE

e 5 (3.2) 1 (0.6) 11 (7.3) 2 (1.3)
9 57 16 (10.4) 2 (1.3) 3 (28.7) 5 (3.3)
P IR 1 (0.6) 0 9 (6.0) 0

FEER 16 (10.4) 0 8 (5.3) 0
(N7 N e

TI=vT 32 b 10 (6.5) 0 7 4.7 0
FGUAT =T —F

#m

T ARG X UBET 8 (5.2) 2 (1.3) 5 (3.3) 0

) hTURAT =

Z —E

mh7vr7sF=y 3 1.9) 0 15 (10.0) 1 0.7)
#m

i ks 0 0 20 (13.3) 6 (4.0
RS A 0 0 18 (12.0) 9 (6.0)
i B Ha D 1 (0.6) 0 16 (10.7) 3 (2.0)
R L OveskhnE

BAROR 14 9.1) 0 39 (26.0) 4 2.7
I AV PNl 1 (0.6) 0 9 (6.0) 0

SiEE
B RS RS & OV SRR 55

ESIEiNn 13 (8.4) 0 4 2.7 0
TR R E

S 1 (0.6) 0 15 (10.0) 0
Kigtk= =2 —p 2 (1.3) 0 9 (6.0) 1 0.7)
91»__
MR aR . MElEs X OEhm ks

fitilig 2& 8 (5.2) 4 (2.6) 1 0.7) 1 0.7)
FERG ¥ KOV TRk pE S

i EAE 0 0 12 (8.0) 0

B R Rz A 8 (5.2) 0 1 0.7) 0

Z 9 FEE 12 (7.8) 0 3 (2.0) 0

595 11 (7.1) 1 (0.6) 3 (2.0 0

7ek. ARFIEECRIEMEMEEIT 9 B (5.8%) . KB - HEO FHIL 8 B (52%) .
MRRREE (7 v« NU—IEBERESE) X261 (1.3%) | JIFBEREREE X 22 61 (14.3%)
RIS R 1L 21 151 (13.6%) . TFEE(REEREREE 13 161 (0.6%) . 1 BUBEIRIAIZ 1 41
(0.6%) . BHEREREE (R MEMERERE) 13161 (0.6%) . BERIT 16 (0.6%) .
g « BERUHBMRIE X 1 61 (0.6%) K TN infusion reaction 1% 5 il (3.2%) T#® Bz,
T, BEORERESE (RERBEIREGREEE, AR, FRRES) | AIEHERE,
HIEA I IE, MK - BEEK, 589 R ML VLHRITBO otz

OIE BEIEF 2 /AR (KEYNOTE-010 #5#%)

HEFERIT 2 mgkg Q3W £f 331/339 f31] (97.6%) . 10 mg/kg Q3W & 330/343 51| (96.2%)
J O DOC #£ 297/309 i (96.1%) 12788 H AL, GBI L ORI REBEMERNGE TX WA E
FRIT, TN 215339 61 (63.4%) . 226/343 i (65.9%) KX 251/309 1] (81.2%)
IR BTz, WTNDORETIELERD 5% UL EORIWERIZTED LB TH o7,



WA D THREED 5% EOBWEMR (Z2MMiTREM)

socC BiEx (%)

PT 2 mg/kg Q3W #f 10 mg/kg Q3W DOC #f
(MedDRA ver.18.0) 33943 34343 30943

4 Grade Grade3Lll 4 Grade Grade3ll L 4 Grade Grade3llE

2EIEA 215 (63.4) 43 (127) 226 (65.9) 55 (16.0) 251 (81.2) 109 (35.3)
Mgk KONV v RbEE

i 10 29 3 (09 14 @1 1 (03) 40 (129 5 (1.6

B FR BRI 1 (0.3) 0 1 (0.3) 0 44 (142) 38 (12.3)
R A

FPR IR REAR T 25 (7.4) 0 23 (6.7) 0 1 (0.3) 0
B

T 24 (7.1) 2 (0.6) 22 (64) 0 56 (18.1) 7 (2.3)

L 37 (109) 1 (03) 31 (9.0) 2 (0.6) 45 (146) 1 (0.3)

A% 13 (3.8) 0 7 20 1 (03) 43 (1390 3 (1.0)

Mg - 12 (3.5) 0 13 (38 1 (03) 24 (7.8) 2 (0.6
—f - EEEER X OGO RRE

HEJIRE 20 (59 1 (03) 19 (55 2 (0.6 35 (113) 6 (1.9

9 57 46 (13.6) 4 (1.2) 49 (143) 6 (1.7) 76 (246) 11 (3.6

A I 5 (L.5) 0 4 (12 0 21  (6.8) 0

FEEN 10 (29 1 (03 14 @D 0 17 (55 1 (03)
AR AR AT

A P EREOR D 0 0 2 (0.6) 0 24 (71.8) 19 (6.1)

M iR 0 0 3 (0.9) 0 16 (52) 10 (3.2)
R L OveakhEE

BAIE 46 (13.6) 3 (09) 33 (9.6) 1 (03) 49 (159 3 (1.0)
B R B L UGB Rk

ESIEiNn 13 (3.8) 0 19 (55 2 (06) 18 (5.8) 0

5 P 9 (2.7 0 10 (2.9) 0 29 (9.4) 0
PR E

SN 4 (1.2) 0 7 (2.0 0 16 (5.2) 0

K= 2 —m RF— 2 (0.6) 0 3 (0.9) 0 286 (9.1) 1 (0.3)
BERECTE 3 (0.9) 0 3 (0.9) 0 17 (5.5) 0
&R KOV T AR &

B EE 3 (0.9 0 2 (0.6) 0 101 (32.7) 2 (0.6)

% 9 25 (7.4) 0 32 (9.3) 0 5 (1.6) 1 (03)
it 29 8.6) 1 (03) 44 (128) 1 (03) 14 (4.5 0

728, 2 mg/kg Q3W #E KL TN 10 mg/kg Q3W #ETEI L, M MEMZE I 15 1 (4.4%)
ROV 1465 (4.1%) . K2 « EED TR S B (1.5%) K2 61 (0.6%) . EEDRK
bR (R RS Rt . ZIALEE, JERIEIEEE) 13161 (0.3%) KOV 61 (0.3%) .
MR E (X7 « NU—JEBEREE) 132 B (0.6%) &3 6l (0.9%) . AFHEREREE
1323 f51] (6.8%) K TR 22 il (6.4%) . FR I RERE 13 32 151 (9.4%) K& T 35 #1] (10.2%) .
TEAMEEREX 1641 (0.3%) KOV B (0.3%) . FEIEHEEEREEIX 261 (0.6%) KOVI
B (0.3%) . 1 BRI 161 (0.3%) KOV2 61 (0.6%) . BHHERER:E (JRAIE MEME
RAREE) 1T 46 (1.2%) KO0 B, BERIZ 1B (0.3%) MONO B, fhge - R Rz
SEIX 11 (0.3%) K TNO0 4. infusion reaction IX 2 il (0.6%) KON 6 4 (1.7%) TR
bz, Filo, BEIEMEAE, MK - BEIEK, 5E 5 BEREOLHRITRD Hivero
776



4. FEFRIZDOWT

RS L CEAGERE (BFFRE) Nt o Tns Z &b, YiklE zEy)
ICEfETE DM THOIMNEND D, TDO LT, RANOEK G372 BE 2 ZWr - FFE
L, AFNOEEIZ L0 EEZRRBIEAZ BB LUZBRICHINT 5 2 EB0EBR7ooH, Lo
O~@DFT_XTEN M- THRICBWTHEHT 2 XETH 5D,

O mEFITHOWVT

D-1 T (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) JEAEFERENEET 205 A2 B ILS RS (B E T RS A2 E L SR P
IS AR IFEEE L ST . HIR S ASIRIRRE 7 &) Pk 28 45 10 A 1 BIRFR -
427 i)

(2) HrEtkrembe CERR 28459 H 1 HIFA « 84 fifink)

(3) HBEM RN FENFEET 20 ABIFEEERRE (DS AR EWRbL. 23 A2
W IEBE, 3 AR EEHERE B e &)

(4) IRALFEEIESE 238 L, SR bR 1 USSR S INE 2 O sk S e
AR DR AT > TV D e ($%Zﬂ?%ﬁlﬁﬁ5.2%8m

(5) PUEMEREZ A7 & HINE Oh gk B HEITAR D B H AT > TV Dleg CERk 27 4 7
H 1 HIRFA : 1284 figx

@-2 i DAL E K O] 1’ﬁﬁﬁ§%§fﬁﬁ%ﬁ®>ﬂﬁf Ty Tk &R BR A FF O ERD (FR D
WFINCRE S T D IERN) 23, B2 R OARANCE T HEROEEE L L TRESH
TWsZ &,

*

o [EENEFFEISH 2 EOWIINHE 28 T L7512 SHELLED D ATRE D BERNHE 21T
STWAHZ L, 96, 2L EIX. BAREMEEZ & LRSS FONHE 217
TpoTWAZ L,

o [ERIGFFIUEE 2FOWNHE 2K T L2 RIZ 4 FELL EDORKRREBREZH L TW\WDH
Lo 9 b 3AELDL IR, il 0 A SRR B & T MR R S OB IRHE 217 > T
WAz L,

Q@ PBENOEEBBEREEDOMEHNICOWT

RIS RE BLCE T T A B DA E S, BB ENS OFRE D, Aok - 24
S Z%'Z%E’J fﬁ‘%ré&@”@ff%&()\[:ﬁfﬁ%? X A IEWMIEAL, AEFELEDBAE LGS OWMEHE
B ERECITATOIL D IRHINFESTND Z &,




@ EBHWERA~DOXIRIZOWT

@-1 fEsk Az BE 4 5 B

VR PERR R D EE AR RIEA R A LT-BRIC, 24 BRRIZZIRIEHIO T, Mg 3
HHEESi BT, FEH LZRIERNICIS U CABRREELN Y CT 20 BIVEFA OB 23
IR DOFER Y B HICHE S, BB ATREA R 23 > T b 2 b,

Q-2 EERFEF L 2AFBLMMNICET L EM

DAZIRICHED D MM e ik O 2B T 2 EREFENENER =4V v 7 %
EOTEROAY V—= 2 T EITOEIRE L@ %2 356 T& 57— A ERES]D EH
SNTWNWDHZ L, ok, BiRAEHIZOWT, DARE EZOFBEICHSIZEmEiTn
HZ &,

@-3 BEHEADZWrox B LT

BIVEA (RIEMEEERIIN A, KIBK - BEO TR, FERE . BT (RS
FIEMER RS, NWoWkEE (TEAERERET ., TR ERES, RIBHERES) . 1
FERIG . 58 DMK, fhdk - BESCRARIE , EJe, B D RS (R R Rb AR SE i |
ZICALEE, $ARKIEIESE) . infusion reaction, MK « BlilEEsc, EAEMNME )0, APREMEE (%
T2 NU—JEGEREEE) | DIHREE) 1T LT, YRk ek ST B e B o B P A
H B ERM &#EE L (BITEROZWCRHNCBE L THHREL O EEZ T N 5:M10H
52 L) . BEHICHEURAENTE DEHNESTNWDL &,

10



5. BEXRLRDHBE

[Zpt]

O TRICHEYT 5 BECOVTHAROEEIERE ShTVWD L, #5517

DNz &,
o AKHNDOESTITHR LIRHUE DO RBEERE D & 5 B
o IFIRNITEE L CTWARREMED & 5 BE

@ BHERIOFHHIZEBW T RIS Y T 5 B IOV TE, AR O GIIHELE I 20

B, MOIRFEIIE D R WNIGEICRY | EEICAKIZENT 22 2B/ TE 5,

o [WEMEMEBOGI I ED® 5 EH

o O E A TR R 258 0 2 B K OTEB) M D U B 2% R0 5 G it ¢
LD RIEMEA LN B D BE

o HOAREREOAI, UTEBMERZRE L IXEHEMEO B O ik B OB ERE D
oraYsecy

»  ECOG Performance Status 3-4 o

(F5h1E]

D FHOBZIZBNTAAOEIENRIES TN,

o ALFRIERE D2V EGFR BEin A REME, ALK @& 8 s & O PD-LI
ot (TPS=50%) DYIFRAEE/RUETT « FFFE DI/ INHERE i Fe

o TIFFHRHFE G LT RIEREZ AT 5 PD-L1 BtE (TPS=1%) OUIFRAREZ:
AT - RO NEfiESRE 7ok, EGFR Bis £ RGN 1T ALK @ié
B FEEDBE TIE. N2 EGFR F 11 ¥ v % —V L ERI X% ALK F
0y B EAIOEREREE AT 5 EE)

2B, TPSIERAa7 0 ) X~7 (GEa#z) O =4 2K (e :

PD-L1 IHC 22C3 pharmDx % =] ) ZHWTHIET S Z &,

@ TFERICHNT 5 BB 2 AH OB 5RO IRIC SV TR, AR OF RIS

ENLSNTE LT, AAORGXZRE 2B,
o iR AIENLERIE,
o fhoBUEMEIELA L OO,

D BCOG @ Performance Status  (PS)

Score TR
0 | &<MERIFETE 5, Bl & A U HEEEIHIR/ AITZ 5.
: ARBIZEL LV EENIHIR S B 23, BTARE T, BIEESME > TOERIIITHI Z &M TEX 5,
B BOEE, FHBIEE
2 BATAMRECTH D OH OEIY O Z 13T X THEEZDIEEILTE 20, B O 50%LL Eid~<y RAVCil 29,
3 [RONTZHSOHDEY DL LTERN, HFO 50%LL L&y R)pF7-cildZd,
4 | &LETR, BOOHDEY OZ LiFEL TERY, BRIy R+ TR I3,

11




@ M2 TA K74 (HARMESM) (28T, ECOG Performance Status 0~ 1

WV =75 %L E. X1 ECOG Performance Status 2 "V OB TlE, 4 3 HAHUE

Al (FEZFELVE) OBRFRENHREINTEY . 77 F T RF 0L HHESE X

BWTeHfEH SN NWTr—2A08 b 5, (WFRIERZAGT 2 BE MR T 2546, 7

7 FFRFNOFHEHREN 72 & B 3 HAPUEAI A CORREL 6T 5 BE 2B
T, AFOFEEZEETE 5,

12



6. BMEICEL THEETREFE

O IRASCEFITINZ, BEEREES D IRAET 2 ERFE T D & ARHF O FeME K& UG E 4
DT OIZ B HE T L TR 5 2 &

@ JRWBALAICIENL D B LT OFIEICH MR a2 oot L, [E 215
ThoETHZ L,

@ FERBMEAO~RT AL MZONT

MEMERR RN D S b ZENH D DT, KFOFEIZHT=- Tk, WIHE
W GG L, PR IR, B0kEE) RS OWEE X B O S hi s, Blggs -+
FATH Z &, Fio, BEISE U THWES CT, IiE~—7 —FORAE % Fhti§
HZk,

infusion reaction 23&% H 115 Z &3 & 5, infusion reaction 23a & HALTZHE T
(X, EERALE AT O & &b, IERBEET D £ TREORELZ 0108l
THZ L,

FORISHSREREE N B Db b Z L 03 D DT, KA DB 5B M O 51 1]
HOFE IR BRI se A (TSH. 078 T3, 058 T4 S0 E) 2 £ 5
&,

JFHERERS E N B Db D Z &3 5 DT, AF| O EBIAERT &K O S5-I/ T
TEHRNHTRERER A (AST. ALT. y-GTP. Al-P, B U L E L ZEDOHIE) % i
T5HZ L,

SEIER (AR EOICE B R 2 &) SOEERIRBEEND Sbh b
ZEMHHOT, EMNCIROBRFEOFEEAMERT 52 &, £72, IROEEN
RO ONTEHEITIE, BONICEREEZZ2T L) BEFELRET L&,
AR OFHIZ XY | MBEOREIEITER T 5 L& 2 S Dk~ I BT e
NHLOLNDZERHDH, BENPROOLNTHAICIE, B LEEFRITS U
BEFR A 2R ek & Bk 2 B O R AT & U Cl bl 2 BRI W A TV B EE Dy
BOGIZ £ 2 BEWER DB DN 255121, AFIOWRIESUIHF Ik, KO RE A
NECRIOBRGEEEBET L L, vB, BIBRERLVEOREIZLEHE
R OYUGEENGRD IR WIGAIZIL, Bl BB R /VE LSO s il o8 n
LEETDH L,

T, oA O ARE L ThSRIERNRERT L Z 0570,
AR O EHETHIZ B REIWEHORBUC IR T2 2 &,

1 BUBEPR I (B 1| BUBEIRIR 2 & de) b Db, BERFEMES T v R—v &
ICEDHZENBHLOT, O¥E, L, EEEOIEROFESCIMAEHE O EFIz+
TEET DI L, 1 BRSNS SIS 2RI L, AR )
R OGO EY) 2B EZITH 2 L,

@ AHOFRABIZINT, BEHGD 9M A, THLRET, &E5HEGG 1 4H
(33 BIRGHT Z & ICHDEDRE 21T > TV Z & 2B BT, ARG HI3E

L

CHBRRAE CHROWEREZITH Z L,

13



RIS 4

XEFERHEET A FFA4 v
NRATEY RT (RAETHHBL)
(R4 : ¥4 MVv—F SE#%E 20 mg, A MV —& % 100 mg)
~ B B E~

T2 9F 2 A
RAEFEE



ER/N

S

T UOIZ

AFN DR, ERBEST
A IR BAR
el ANE

EECD O B AN ey

BOICER L TRET & HIHA

P2
P3
P4
P10
P12
P13



1. IXT®IZ

RIS OF M - ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & ORI 72 5B E R
FPEIRLDARIND T T, 2O OERGNZ EICHNEREFITRMLT 5 2 L BBEO
ML 0o TR REMBGEE & SO FART #2016 CERk 28 426 A 2 A B E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KB ERASCL 2T 0 7 7 A VB D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICBET A ERNHERET 5 £ TORM,
VHEIMOBEEZMLZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B2t & & D 2 & AN AHE e — 1 O B i 7= 3R SR BE i
THZEREETHD,

LTeRoT, KAA RTA Tl BB E TIZE LN TV D EFIEFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e gk &%
TR OB EHER~T,

I, ARITA BT A A%, MSIATBOE N EIE N RS SR, A FEABAR
BRI s . —MAERTE N B ARER IR NRHE S R OVARAERE N B AR JER 2O
Db EAER LT,

RG L 7R HEMRN - ¥ A b —F SHEHE 20 mg, ¥4 F—ZSEHE 100 mg (—
W4 - a7 vl X~ (iR L))

KR EBRDIEIRE - ARG OIBRA B 7 AN R A E

MEERDMEROHE @, AR, a7 n ) X~7 (GEiEF#iz) LT, 1
Bl 2mg/kg (RE) % 3 WREIERRE T 30 50T CRIEEET 5,

3 IR 58 ¥ F : MSD Bt




2. AFNORK. TERBF

XA F— & mEE 20 mg XN 100 mg (—f4 - Rav Y X~v7 (GBs -l
Z). AR TARHK &vv9,) 1%, PD-1 (programmed cell death-1) £ ZdD VU H> K TH
% PD-L1 L O'PD-L2 & Of A EHAET 5. 8 MbIgGs £/ 7 a—F AFULTH 5,

PD-1 R H& 1T T HA S0 BEARBEAE 2> & 6 D 72 O 123 AR AN FI A 9 2 3= 7 s e il i
AA »F T, PD-1 1%, EEFEZRREIZEODTEER T MlaoMRmcEe L, 3%
PSS % & AT TR R 72 g SR & Hli 35, $7eboBH, PD-1 1Y T KL
AT HILICEVPURZERIZL D V7T VBZEEAICHIET 225K TH 5, PD-LI
DEFMHEMICIB T H2RIUTDLT N THLIN . L ONAMBTIE T MROHE 28z 5
IECBENCHBLL T D, BAMBRIZEIT D PD-L1 OFEEIL, BillurE. P,
BRI, B FE/ NS % Ok 2 RN ATTPHRARK T TH Y | RWAEFR L
OHEBEMERRE I TWD,

D A DEFIREY 1% & PD-L1 FEEBLOFEAM:D & PD-1 & PD-L1 O#REE IXEEE D
T AR B W CEHERHAE 2 Z EAURBINTEY i BNAIRREOEN L L
THIFF STV 5,

AHNZ, PD-1 & PD-L1 X OXPD-L2 Ofi U T ROFEAEZRET L Z Lk v, EE
W NBR B T D B AR S SV T U 7 SER A TEME L & & HUE S )% & FHEME L
52 & THIERG R 2T D,

AN (TR 165 < B S IR 1 BT 5 B o, TS USRI
5 AN B, RO G RO SIS, BB OB T, R
D BTG E I FEB L2 RITIE U7 SR 72 0k & iR 2 R RN & il LTl
B2 8RR 24T\ IR EE DR RS K D BITER DN B 2 556121, BIRRE RV
L HIOR B LE £ 1T 5 LB B,



3. BREREE
RIBYIBRABE 70 B A4 Il D AKGGERRF IR 21T - 72 B2 IRRER O g 2~ 7,

[ 2hE]

OEMNE [ b fHRER (KEYNOTE-041 #5%)

{EEREE D72 NI A B Y A~T (B HfEz) T 48V Aa~7) Lvno,)
EEERN2 LY A ETORTFRIERE 2 AT HRIGUIRAGE Ao ik AR B 42 4]
(B NIRRT RIS 37 B) 2%, AK) 2 mgke 3 EMMME (LT TQ3W) L1 9,)
B G- OB NE R VL2 RMEDRE S 7z, 78, BGEEE CHREBETARS D= HEIT,
PRBHETT 2 R JHER D3FR8 B IR WE DEFIRIICR E L T 5 A T, IR [BILIRE O E
GRHE CRABEITARD DN D £ TAAIO B G225 2 LN ATRE & &z, HERT
MHIE B Td 5 N [RECIST H A R4 1.1 BUTHEES < dhdeflliEic L 5 52428%h (CR)
TSR (PR) T 1E. 24% (95%(EHEXM : 12~41) Th-o7=,

@i/t T ARRER (KEYNOTE-002 #R5R)

A BV AT X DIREEL AT D2RIGUIR A RE 72 B BAME B 221, AH 2
mg/kg Q3W 5} TY 10 mg/kg Q3W 5% 5-D A %0 e OV RMEN | ALFE (X vy
V. TEYOUI R, INVKRTTFU RXTVEXRVIINR T TF o +R37 ) 2%
T, LLF TICC B LW 9H,) X E L CTHRETENZ, Aok, WiEEHn TR AEET
DR LT AIT TRBHETT 2 /R TIER SR BN R W ED R ICEE L TV D A
FCIE RIELAE O EHGEHE THREEITFED 5D £ TAKDER G Zfkid 5 Z &2
ATRE & Siv7e, EEFHEE BIX AN (0S) K OMESEAFHIM (PFS) & S4u.
AFNILFHEE L I LT, PFS 2 A HICERE LT,

OS @ Kaplan-Meier giif
4



PFS ® Kaplan-Meier ghi##

@UEs RS (KEYNOTE-006 #45%)

AV A TICEDIEEROLNIIA Y AT E2EERN 1 LA FTOF
PIEIRE 2 9 DIRIRUIBRAS R 72 B A B R 2 5 5. ANA 10 mgkg Q3W &5 K Y
10 mg/kg 2 RN (LLF TQ2W) LW 9),) BEHEOFMEKR LN, A B L~
ThRARE UTORET STz, ek, BHEEHM CTHRBETT NGO TSI, BREELT
ZRTIERDFRD DI WEOBRIICZE LTV 5 B T, REILARE 0O Bi{g 34 ¢
FABHEATNRD B0 £ TARAOER G 2T 2 Z &3 FRe & Siviz, FEFGEHE I
AT (LR ToS) W) ) KOEHEAGFHIF (BLF [PFS) &\ H,) &St
AFNIAEY AT LHEZ LT, OS X ONPFS # A EICHER L7



OS ? Kaplan-Meier g

PFS @ Kaplan-Meier Higg



[Ze21E]
OEMNE I bR (KEYNOTE-041 #X5%)

BEFGIL, 41/42 6] (97.6%) (23D b, BRI & ORRBEBEPEE TE WA
FLIL, 34/42 1] (81.0%) IZ#RWD HALTZ, FEBLERD 5%LL EOREWERIZT TERDO LBD T
HoT,

& FEERD 5% EORIER (REMEMBITNREMH)

B (%)
SO(lI)T 2 mg/kg Q3WHE
(MedDRA ver.18.0) 42031
4=Grades Grades 3 VL E

EIEH 34 (81.0) 8 (19.0)
P AR

FOR IR RE IR T 4 9.5) 0 (0.0)
H Pk

T 3 (7.1) 0 (0.0)
—f% - EEEER L OGN OREE

[=YR 5 (11.9) 0 (0.0)
R R A

TANRTGE VT I N T VAT =T —EBHN 3 (7.1) 0 (0.0)

I EREREE N 3 (7.1) 0 (0.0)
FeIE$s KOV Tk E

& D FEIE 6 (14.3) 0 (0.0)

b VNITR . SN S S 6 (14.3) 0 (0.0)

A BE 3 (7.1) 0 (0.0)

. RVEMENRE 1B (24%) . KGR - EEO THI2 6 (4.8%) . NTEEREFREE 3
B (7.1%) . FEALHERERD 2 51 (4.8%) . FUIRIRBEREREE 6 1 (14.3%) . infusion reaction
161 (2.4%) ROSE SR 1F] (24%) TRO LN, o, MfEEE (F72 - A
U—IEEREE) | BREREE URAMAEMEEERE) | BIREE. | SR, EEO
BRI E (BRRIERRIEGRRE, ZIPHLEE, BRIEIESE) | R, Mk - BRUT RIAIE
HEAG S JIE ., IR - BERER K VDA RITFE O b o7,

@i/t T ARRER (KEYNOTE-002 #R5R)

HEFELIT. 2 mgkg Q3W B 172/178 #1(96.6%) . 10 mg/kg Q3W FE 178/179 11 (99.4%)
M OVICC BE 167/171 6 (97.7%) (2588 Bl 1RBRIKE & ORRBEBRNGE CTE R WEE
FRIT, TNTN 121/178 B (68.0%) . 133/179 Bl (74.3%) KON 138/171 1] (80.7%)
IZRRD BT, WTNODORETERIEN 5%, FORERIZITERO L BY ThoT-,



K WTNDORETRIRD 5%LL LORIVER (REMEMATXREH)

SOC Bi%x (%)

PT 2 mg/kg Q3WAE 10 mg/kg Q3WHE ICCH:

(MedDRA ver.18.0) 178431 179431 17145
4=Grades Grades 324 L 4 Grades Grades 324 1 4 Grades Grades 34 &

AEIER 121 (68.0) 20 (11.2) 133 (743) 25 (140) 138 (80.7) 45 (26.3)
MigE L > REE

2 ifi. 5 2.8) 1 (0.6) 7 39 0 (0.0) 35 (205) 9 (5.3)

M ifn BRI iE 0 00 0 (0.0) 0 00 0 (0.0) 14 (82 6 (3.5)

- R ER B E 1 0.6) 0 (0.0) 1 0.6) 0 0.0 14 ®2 6 (3.5)

[N iE 2 (L. 0 (0.0) 1 0.6) 1 0.6) 16 (94) 4 (2.3)
Aoy AR

FOPR IR BE B T E 9 G 0 (0.0) 13 (73 0 (0.0) 0 00 0 (0.0)
B I

f5%w 5 28 0 (0.0) 9 50 0 (0.0) 14 @82 0 (0.0)

T 15 @84 0 (0.0 19  (106) 2 (1.1) 14 (82 3 (1.8)

L, 8 45 0 (0.0) 16 (8.9 1 (0.6) 56 (32.7) 4 2.3)

M 2 (1.1) 1 (0.6) 10 (5.6) 1 (0.6) 26 (152) 4 2.3)

— - RHREE X OG5 Ok

S 9E 6 (3.4) 1 (0.6) 8 4.5) 1 (0.6) 10 (5.8) 1 (0.6)

9297 40 (225 2 (1.1) 52 (29.1) 1 (0.6) 62 (363) 8 @.7)

TEEN 6 B4 0 (0.0 11 (1) 0 (0.0) 8 .7 1 (0.6)
Fige R A A

M7 el % 0 0.0 0 (0.0 1 06) 0 (0.0) 13 (76) 5 (2.9)
B kO EE

AEHER 8 45 0 (0.0) 17 (95 2 1.1 26 (152) 0 (0.0
B # RIS & OFE A FRRREE

B 13 (7.3) 1 (0.6) 12 (6.7) 1 (0.6) 9 (5.3) 1 (0.6)

5 PR 9 G112 (1.1) 7 39 0 (0.0) 10 (5.8) 1 (0.6)
IR R

KM= 2 —m /F— 2 1y o (0.0 0 0.0 0 (0.0) 14 (82 2 (1.2)

B 1 06) 0 (0.0) 2 1.1y o (0.0) 11 64 0 (0.0)
FEE B KO T iLkR= =

ESE 5 28 0 (0.0) 1 0.6) 0 (0.0) 35 (205) 1 0.6)

B2 L 9 G 0 (0.0) 9 (5.0 0 0.0 2 12 0 (0.0)

O FEIE 37 (208) 0 (0.0) 42 (235 0 (0.0 6 35 0 (0.0

WIB 21 (118) 0 (0.0 18 (101) 0 (0.0) 8 @n o (0.0

B NITR SN 22 5 (2.8) 1 (0.6) 10 (5.6 1 0.6) 0 0.0) 0 0.0

S M E B 100 (56) 0 (0.0) 9 50 0 (0.0) 2 12 0 (0.0)

72,2 mg/kg Q3W BE L TV 10 mg/kg Q3W BEIZ R\ TE AL, RV MERTZ 1 51 (0.6%
K4 (22%) . KK - HEO TH 161 (0.6%) X6 6] (3.4%) . fhfkfESE (%
T Ve N L—IEEREE) 2 451 (1.1%) Je OF 0 i) AFRERERRE 13 51 (7.3%) X OY 15 1] (8.4%) |
ROPRREREE  (RANE EMER R 16 (0.6%) KOV 6 (0.6%) . FIEAHERE |
B (0.6%) KO3 1] (1.7%) . FRIEREREE 14 61 (7.9%) & OV 15 5] (8.4%) . infusion
reaction 2 5] (1.1%) KO3 6l (1.7%) . EEOLEREE (FZEHEBEIREWR., 2L
BE, FERIEIES) 16 (0.6%) KO A (0.6%) . BEZ 1B (0.6%) KOO0 B, EAER
HESIE 0 BN 1 1] (0.6%) « AMZE - B 0 BIKR O 1 Bl (0.6%) . WENTSE D
RKOBIEO2H] (1.1%) TRO LI, £z, BIREE, 1 ABERRE, 52 - AUHRE
FIRIE S OV R ITFR 8 DAL o 72,

)



@SB AEFRER (KEYNOTE-006 #5k)

HEREGT 10 mgkg Q3W # 264/277 1511 (95.3%) . 10 mg/kg Q2W #F 275/278 151 (98.9%)
SO IPLE 239/256 511 (93.4%) 1Z388 B AL, TRBEE & ORIRBERA G E TE WA ESE
BUE. FREN 202277 651 (72.9%) . 221/278 Bl (79.5%) KO 187/256 5] (73.0%) (2
RO BT, WTFNDORETREEREN 5% LORWERIZFTED LB Th o7z,

£ DTN OEETRILED 5% EORIVER (REMENT X REM)

SOC
PT

(MedDRA ver.18.0)

Bk (%)

10 mg/kg Q3WHE 10 mg/kg Q2WHE IPIRE
27741 278451 2564

4=Grades Grades 324 E “4Grades Grades3 )L E 4= Grades Grades 324 E

EIEH 202 (72.9) 28  (10.1) 221 (79.5) 37 (133) 187 (73.0) 51  (19.9)
P Wk
IR R B RETTHERE 7 25 0 (0.0) 17 (6.1 0 (0.0) 6 (23 1 0.4)
R BB R T iE 21 (76) 0 00 25 (900 1 0.4) 2 0.8 0 (0.0)
HIGIEE
JiE % 5 (1.8 0 (0.0) 100 (36 0 (00 15 (59 0 (0.0)
PN 8 29 5 (1.8) 4 (14 4 14 19 (T4 16  (63)
T 40  (144) 3 1.1 47 (169 7 (25 58 (227) 8 (3.1)
AP Rz 11 40 0 00) 20 (72) 0 (0.0) 1 04 0 (0.0)
CEA 31 112 1 (04) 28 (101) 0 (00) 22 (86 1 0.4)
Mg - 5 (1.8 0 (0.0) 10 @6 1 04 14 (5 0 (0.0
— % - BHIEER L OB GENORE
) E 31 (112) 0 0.0) 32 (115 1 04) 16 (63) 2 0.8)
W7 53 (19.) 1 04) 58 (209 0 (00) 39 (152) 3 1.2)
B AT
TARTEURT I ) T AT 2T —BHIN 6 22 1 04 14 (500 0 (0.0 6 (23 2 0.8)
R L O REE
RARIOR 18 65 0 (0.0 17 (61) 0 00) 20 (7.8 0 (0.0)
S R L O kL b
RAfR 32 (116) 1 04 26 (94) 0 (0.0) 13 6.1 2 (0.8)
EE 6 22 0 (0.0 19 (68 1 0.4) 5 20 1 0.4)
eI $ KO FHRkREE
Z O 39 (141 0 (0.0) 40 (144) 0 (00) 65 (254 1 0.4)
)i 37 (134 0 0.0) 41 (@147 0 (00 37 (145 2 0.8)
I FIEE 31 (112) 0 00) 25 (900 0 (0.0) 4 (16 0 (0.0)

723,10 mg/kg Q3W B} TV 10 mg/kg Q2W FRIZ W TEALZE 4L, [FVE MR 2 4 41 (1.4%)
KON B (04%) . KBS « BEO FHI10 6] (3.6%) KON 13 6 (4.7%) . FhRkpEE
(F T2« NU—EGEREE) 261 (0.7%) KO0 F1, FFHERERESE 14 61 (5.1%) K&1M23
B (8.3%) . EHEREREE (RMEMEMEEXE) 261 (0.7%) LK1 6] (04%) . T
AEEREREE 161 (0.4%) KOV 161 (0.4%) . FUIRBEREFETE 28 #1 (10.1%) MK U*33 fi
(11.9%) . RIS 16 (0.4%) K261 (0.7%) . infusion reaction 7 ] (2.5%) K&
O 561 (1.8%) . 1 BURESRSP 16511 (0.4%) KONO B, EFED R MR (B R IRARE
B, ZIALBE, FERIEIEE) 0 IR0 1 ] (0.4%) . BEHR 161 (0.4%) KO8 1 #1] (0.4%)
e - BT RRIE 1 61 (0.4%) MOV 0 B, Aegk - BlE%K 0 BTN 1 61 (0.4%) |
CICSE IR 3B (1.1%) KOV 1 B (0.4%) TR BT, £7o. FEIEMHEIEK
WOLFRITED bV oT,



4. FRERIZOUVWT
KRR E U CHERBERE (2FFHE) e Tnbd 2 b, Yikiih 2 Ey)
IZETX DR THOIMNERD D, D LT, KR OGN #EY) 72 B35 272 W - FrE
L. AFIOFEEIZ X0 HEHEREWEAZRBBL LRSS T 5 Z EBNnE R0, LLFO
O~@DFT X TE M- ITHRIZBWTHEHT I XETH D,

O MEFRITHOWT

@1 Fro (1) ~ 5) OWThNCHELT M THD Z &,

(1) BEAFBREDEET D03 V2 REEEILIRPE S (BRIE TR S A2 B HEIL Rw P
HUIE S AR B EEBL R T, Hs s AU 7R &) (CERK 28 42 10 A 1 HIREAL
427 fiEF%)

@)%E%%ﬁﬁ(ﬁﬁm&wﬂlaﬁﬁ-mm%

(3) HARENTERENFDGE T D 03 VB HROEEERIT (D3 A2 HEE EIRPT, 03 A2
W EBE, D3 AR EEHERE T e &)

(4) IRACFIIEE A %L,%%m%%&mﬁlﬂi%$m%$&m 2 Dt % E
(AR DR 2T > T Dfiax (AL 27 47 A 1 AR @ 2538 Jiak

(5) #ﬁﬁaiﬁﬁlﬂﬁﬁfibuﬁ‘m@ RIEITR D M AT > TV Dtk CEEk 27 48 7
A1 BEER ;1284 Jiigk

O-2 MR AR FHRE K ORIVERFEBURE O IS 457 70 ik & B8R & RO R A
(FRONWTINITEEY T DIERM) 2, B2 EROARFICET 2 IREOELE L LT
FlE SN TnbZ L,

*

o [ERIGFFEUSH 2 tFOIANHE 2/ T L7221 5 LU E D0 ATRIE O EEIRIHE %2
[THoTWBZ &, 95, 2 FU EIX, BAEYRERS T L LRSS ONHE
AT > TWVWA I L,

o [ERRFFISR 2 EOMHNME 214 T L7o1&IZ 5 LA Lo B ENE G2 IR O i
KR AZA LT\ DH T &,

@ BENOEZRBFEREHEOEHNIZOVNT

3R G AR B IE T T 2 B N S, RGN D OFRE D, Aok - 24
P T R TFJ%E(@HE'E%&U\[:E@%? X B IEMIEAL, AEFELEDBAE LGS OWMEHE
B, ERHCOITONAIRHNE S TND 2 &,

10




@ BHERA~DOFIRITONT

@-1 BIYERFRERR DX ISR B4 5 2

FIE MRS FE OB R BIMEMAAFA LB, 24 BFRHRIAHI O T, Y%tk X
EEERIB I T, BB LI ENEIZIG C TR B OF CT % O @IEH O #4022
IRRRAEDOFRERD Y AP D AV, E DI S ATRERIRHI 2 > T o Z &,

@-2 EEREZICL2AEFSICICET2ES

DAZIRICHED D MM e ik O 2 B T 2 BRI FENENER =4V v 7 %
EOTEROAY V—= 2 T EITOEIRE L@ %Z 356 T& 57— A ERES] D
SNTWVWDHZ L, ok, BHAEHIZOWT, DARE EZOFBEICHSIZBmEiTn
HZ &,

@-3 BIER OZWTLHRIGIZE LT

BUWER (FEMEMREIIN A, RIBZK - EEO T, IS, BHEREE (RME
FEMEERE) . WowkEs (FPEARERERES. FURIREREREE, BIREEREE) | 1
RIBEIRI . 5 E D MRS, ik - BRBCRIARIE, AR . BEFE O ROMRRTE (B R ARIE fo
HE. ZIRLBE, B RJIES) | infusion reaction, AM#E - HFEEZS, FEMGIEAE, fhikkE

H

i
H(FT 2 NUEBRREE) | OFHRE) LT, MRk a ST BRE R RS o B
PPtz A9 5 ERT & L (BRI OZBReRSICBE L THRER O E 22T b 55K
o2 L) | EHICHEYRLENTE DEHNE->TND Z &,

11



5. BEXRLRDHBE
[Ze4E]

@

@

TRUSZE T BB IOV TIAFORENEER L SN TWD Z Lnb, 5217

F oA ARG
o ARHNDORSTI R UIBBUE DRBEERE D & 5 B
o T IR L CWA RREME D B B RE

TRERTOFHMIC B W T FRUUCER S T 2 BEIC OV T, AAOEEITHERE S ey

N, MOIREEEIRIE N IR WIGEICIRY | HEICAKIZHEHT 2 2L 2BETE 5,

o [HEMEMEBOEIIIEEDO S 5 BHE

o iR A CRIE R 258 0 5 B K ONE BN 0 Ji B At ¢ <0 J e 14 il £
ORI RIEMEZA LN A DD BE

o BOREREDOEDE UTEMER R L SO B SR KB OBEERE O

H D EE
e ECOG Performance Status 3-4 ™V o B3

(F5h1E]

@

IEEFIRIEIE D 72 B B O SFIRIEIE O & 5 BEIZB W TAAI O A RN R E

—/Cl/\éo

728, BRAF B A RZ AT HBEITBWTIL, BRAF HEAIC L 21EE L EE

T5HZ L,

TRUICEZ Y T D AAN OG- K O FIEIZ DWW T, RAIOFIMER LS TE

59, ARBNOEGRG L 725720,
o iR AIENLETRIE,
o fhOPUEMEREEER & OOF,

D ECOG @ Performance Status (PS)

Score

P—
EFR

0

< MR LEBTE 5, BT E R U HEAESHIRZR <ATZ2 2,

1

PRRCE LUEBNIHIR S D235, BATATRE T, BAEEEE > TOMREITIT O LN TE 5,
Bl SR, EREE

BATRRETH S OH DOEIY O Z 23T X THEEEAMEEIZITE 2\, HHF D 50%LL Fi3~> R4t

2 e

T,
3 RONTZESOHOEY OZ L LHTERY, BFO 0% EE Xy Rvf+ Tz,
4 LB RV, BHOOHDEY OZ e TERY, B2y RfFFTlmI4,

12



6. WEIELTHEETREEH

O WASCEZEITIN 2, MERGEEE DRI 5 GRS 1T -5 & ARHF O Feit K O 1Efil
RO DI LB IMERE T3 ICEM L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH MR a2 453 L. & 425
ThoEEGET5HZ L,

@ FEREWEHDO~RT AL MTONT

BRI RN S SN D Z L NH DD T, KFOEEIZH - > TIE, WIHE
W CEBIdL, PRRIRISEE, MREE) O & OMES X MR A o =%, #Bleia 1
SITATH Z &, Fo, REIDS U CHE CT, MiF~— I —FORA % FEhid
HZ ok,

infusion reaction 23&% H 115 Z &3 & 5, infusion reaction 23a & HALTZHE T
(T, BEUIRLEEITH & & bIT, FEIRAEIET D & THREOREL 4385
THZ L,

FORIRSRERE = B S D Z &3 d 5 DT, AHKI O£ 5 BRAART M O 541
X EMIR I FR IR RERR A (TSH., R T3, W5RE T4 EOWE) 2 Ehid 5
&,

FFREREREE R B S b Z &R D DT, AFIOFHBIART K O 51 1%
TEHRNHTRERER A (AST. ALT. y-GTP, Al-P, B U L E L ZEDOHIE) % Elfi
T5HZ L,

SE IR (MERENTEBREREZED) FOEERIREFERS b D
ZEWHDHOT, EMNCIROBRFEOFELHERT 52 &, £72. IROEFEN
RO LG EITIE, ECICEREEEZZ T L0 BELIBE T L,
AANOEEIZ L0 | BEORESISITERT 5 &5 2 DN HEkx 2R ECR R
NHLDLNDZERDHDH, BENPROOLNTHAICIE, B LEEFRITS U
B FH ) 70 gtk & kB A O R Al &oEE U Cl bl A s BRI AT\ IR O
FOSIZ X 2 EWER R D D56 121E, AFRIORETF 1L, K ORIE RE
WELRIORGEEZERT DL, B, BIBRERLVEOREIZ LY EIE
M OUEDTRD HAVRNGA T, BB BB RV - LSO s il o8 0
HERETDHZ L,

B A& T, BOEM 5D ARGE L COLRIERANRET D2 B850,
AHNOBEGHETHIZHERWEH OB 2ICEET 5 2 &,

1 BUpERIS  OBIE 1 BUBEIR I 2 & de) & Db, BERFEMESS h TV F—v &
IZEDLZENRHLOT, A, Bl TRMEORERORBRLMAEE D 57121
TEETDHZ &, 1 BBERBEN RN TS ICITEGEZ I L, AR Y B
RO 5EOMY R LEZITH) Z &,

@ AHOERRRIZINT, E5FBNG 3 » HUWN, ZThlE, %565 1
RN 6 W Z & ATHEIMEDRHG 21T > TW2 Z & 2B, ARG I E
(R OMERZAT D Z &

13



