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WTVHEHTERE S OFEAORK#ELHEEZX D Z EREVAENZ 2%
T CLVEBMER GBI ER BRI T D D SRl HHEE T A R
TFA LV EERTDHZEELEL,

S, =R~ T (B z) 8A (RE4 - 472 — R A ERE
20mg K VA 100mg) MO AT ) X<7 (Eis 8 z) 8 (R4
XA L — X ST 20mg K ONE 100mg) 12U T . FE/INHE R T S 1% B
PERAEICK L THEHATIBEOEEFHEEZNRL ~BR4 O LBV HKiEfE
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1. 1ZLHIC

G OF N - BEMEOMRDT-DIZIT, U SIESICES W @ E e 2Rk
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH 72 5T B E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y RBEMBGEE & O HAR T E 2016 O 28 456 A 2 H MiERE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTWnb,

BORVE RS ESR T, KB ERASCL 2T 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTERT 5 & &bl BIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

LTeRoT, KAA RTA 2 TlE, BIFREREC 2L E TILHE LTV B R -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE N ERER SR, A FEABAR
BRI o, —AFEENE N A ARBRIRNBHE S FoEdRE FTEENE A B AR 22 &k O
—MRFEETEN B AR ZR 2 DO/ 0 b EERL LTz,

6t G L R BIERS - AT — R EE 20 mg, A7V — R A EE 100 mg (—f%4 ¢
=ARN~7 (BisF#Hz))

MG ERDPEUIBR - BIBRARARZRMEST « FEFRE DI/ INHf e

MELRAMERONE W, lACIZ=Rr~T (BT Z) & LT, 1 [ 3mgkg
(KE) % 2 B TR EET 5,

B3 R 58 ¥ A DNEPERE TSt




2. KRANIOFHE. 1ERET

A7V =R R ERE 20 mg/100 mg (—#x4 - =R~ T (BEHEBEZ), DT TR
B End,) 1, NS TERKSLE AL Ly 7 24 BTV AL s~ A Y —
X A7 A7 (BMS) th) 2B#F L7t bk PD-1 (Programmed cell death-1) (Zxf9" %t b
Hl1gG4 €/ 7 a—FNAHHKRTH 5,

PD-1 1%, &M L L2 Y 38k (T A, B AR N F 2 T 0% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
TR ICERT2ZAARTH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZHRET L TWd, PD-1 U W NIFHURE SN B b O 2 22 IRk T8 B
LTk, BMERAMEEED)OUER LB TS PD-L1 OFEBL L IEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o EMER AR IR T MilaS AT 24 v X — 7 2 v 2~ (IFNy)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMARRIZI T 5 PD-L1 ORI IO
AL E OMICEOMBEBEBRR S D L oL S H 5 (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 & 9IRS SR AL, SURSFRM CDS Bk T i
ORI EIE M 2 55 S 523, §LPD-L1 Hi{K T PD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDRENTWD, D Z L5 PD-1/PD-1 U 7> R
BRIT L DS AR AN GRS B 72 T AR & OB 2 [T 2B F D —o & LTEZH
nTW5b,

AFNT, FEHEBR OFE R DS PD-1 DML EIR (PD-1 U %> RS HEI) ITHEE L.
PD-1 &£ PD-1 U 7Y REDOFEEZEAET S Z LIV BAPURFERAYZ T Mla D5
LR OD AR 3T 5 MR S TR A H R 32 2 & CTREM R PSS R 2 ~3 2
EMHER STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
e/ B A e & LT BRI A FEhE L. A bk, Zat kOB R
iz,

AFIOVEFRFFIC 3 < BEE O GIERURIC X 2 BITER S0 & &b, BT
BH AR B D AAOB G RORGHIIE, BHOBEE TV, BESR
D BTG AITIE, BB L HUIE U B 2 ik & B8R & FF oAl & L Col
YRR AT\, B OIE RIS X B RIERASEDN D HAICIE, B RE R
LRI OB EEDHYRLE 21T O VERDH D,



3. FEIR R
UIBRARREZRHEST « BRI/ N R bR & OFER Y BRI GREEZ FEAM
ZAT o 1= E R R DRk &1,

(A72hE]
R~ B )

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

7T F N BT RERE 2 A 2 UIERAEE R B H1/ IV ST 3 O /i - B
£ (ECOG Performance Status 0 &2 O8N 1) 35 fil & %422, AK| 3 mg/kg % 2 MFFRET
RIEFHE L7, FERMEEE TH 2R (RECIST A F7A > 1.1 ficHES< ik
HEIZE D CR UL PR) 13X 25.7% (95%IEFIXM : 142~42.1%) Tholz, B, F
ANZERE L7 BRMEIL 9.0% Th o 7o,

Qs FEIARRER (CA209017 #85R) (N EnglJ Med 2015; 373: 123-35)

7T F RN E G AL FIEERE A2 T D UIBRAREZR B 1/ IV SUEFHE O /- bR
B3 (ECOG Performance Status 0 2OV 1) 272 5l (CARAIRE 135 1, K& & F®/AEE 137
B) ZXRGUT, REZ X'/ ZIRE LTARR 3 mgkg % 2 JH# W MR CRIEEHE L,
FHEMEEE Th 5 AT (P IE [95%FHE XM 1) 1%, AFIEET 9.23[7.33~13.27]
A, REZXEAEET 601 [513~733] WHTHY, KANX NEF XK 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 fE]) .
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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 O FfEfiET O Kaplan-Meier #i# (ME{EZA{L XL 4MH)
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(FERS - R g)
OENH DB (ONO-4538-06 #Hk)
77 F R GO RIERE 2 AT 2 U2 B B/ IV XX R O IERAE B
Jig 87 (ECOG Performance Status 0 2 TN 1) 76 il 258G, AAl 3 mg/kg % 2 W [H IR
THRIEEE Lz, FEFHMIEE TH 2803 (RECIST A R7 A4~ L1 RIZES <
JHEIZ X D CR XX PR) 13X 19.7% (95%(EHEX M : 12.3~30.0%) TH-o7-, 2B,
FANZERE LTZEEIL 9.0% Th - 7,

QEFFEIIARFER (CA209057 3#%) (N Engl J Med 2015; 373: 1627-39)

77 FFRH e GO RIERE 2 AT 2 U2 B B/ IV TR O IERAE B
Jei & (ECOG Performance Status 0 & 08 1) 582 5] (ASAIRE 292 1], K& & & /L 290
B) ZxRIC, REXXRL 23 E U TARAl 3 mgke 2 2 BRI CARmEEHE L,
FEFGIEE Th 2 2AEFHN (PRflE [95%EmEXM ) 1L, AAIFET 12.19 [9.66~
1498] # A, FEZXFE/AEET 936 [8.05~10.68] THTHV ., AANXREZXtE /L
X USRS A BRI R 278 LTz (O — R 0.73[95.92%15 #HIX 1 : 0.59~0.89]
p=0.0015 [/&H! log-rank R 7E]).

1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of Survival

0.3

0.2

0.1

0.0

T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 111 88 34 10 5 0

“ Nivolumab 3 mg/kg (events : 190/292), median and 95% CI : 12.19 (9.66, 14.98)
~ %7 Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

OS O H[EfEHT O Kaplan-Meier ¢ (FE/EZL S 7= H)



Probability of Survival

Number of Subjects at Risk
Nivolumab 3 mgrkg

(BB 1EH)

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

WA TTFEGRER  (CA20901 75888 & TNCA209057:88k) (LA AN BB ED H B, il
AR 23 CPD-L1 &2 38 B U 72 AR 28 53D 2814 (LT TPD-LIZEHLE | LD ,)
BT DR DN IO BE DT — F IS E | PD-LIFEBLHRBINZ LRI AT
AT T AIER OB EMEOFBERIILUTO LB Tho Tz,

AMECE L Cid, R LR T, PD-LIORBERICL S, N &3 ffl ik
Lfﬁﬂﬁﬂmﬂ@%?é@ﬁﬂwaMKo

R B R T, PD-LIBBLR B 1% AT OBEIC K 2 'R L IRIZFEREOR R T
H-o7= (T,

. B LERE., IR ERE S HIZ, PD-LIORBERICL T, KFlOZEMET o
77 ANVIERIETH ST,
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0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27

Overall Survival (Months) Overall Survival (Months)
Number of Subjects at Risk

Nivolumab 3 mg/kg

108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel
101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0

“ Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
- Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

“ Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)

CA209057 B> PD-L1 FEHRFTD OS O FEHT > Kaplan-Meier i
(Z£X : PD-L1<1%DEFEHER. HX : PD-L1=1%D BFEM)



[ 4:4E]
CRF R

OEWE D AHRER (ONO-4538-05757r)
TR N5%LL EOEIER

Grade 4> Grade Grade 3-4 Grade 5
RIVEHTE A O RBIER | BB BBE | BB RBIE
(MedDRA 12 & % SOC-PT %33H) R (%) FE (%) FE (%)
HEELK 35 35 35

ERS 24 (68.6) 2 ( 57 0 (0.0
MEFR LN /SRS 2 ( 57)
=il 2 ( 5.7
P AR 4 (11.4)
ERERZ PR EC RN TS 2 ( 5.7
H ks 5 (14.3)
T 2 ( 57
D 3 ( 8.6)
— - R HEEBI OB G OREE 11 (31.4)
(IR 5 (14.3)
ERlEREA 2 ( 57
FEEN 5 (14.3)
Sy R E 2 ( 57)
B 2 ( 5.7

R AT 8 (22.9) 2 ( 57
T ARG UEET I NT VAT =7 —EHEM 2 ( 57
ML 7L 7 F o R ARFF—E HN 2 ( 5.7
VBRSO 3 ( 8.6) 2 ( 5.7

KRB IO EEE 7 (20.0)
&7 V7 2 ME 2 ( 57
AR 5 (14.3)
B R B LUV ALk s 2 ( 57
RAHivR 2 ( 57
PR R PR 3 ( 8.6)
KA = 2 — T — 2 ( 57
132 &N TS SENON ] e 5 (14.3)
il H ifn. 2 ( 5.7
FEIE R KOV T AR kR 10 (28.6)
SRR A 2 ( 57
HLEE 2 ( 5.7
Jg5 5 (14.3)
R NTRZ SN A2 2 ( 57

ERi DG SN AEHESLL 1L, MedDRA ver 17.1J% AW THEAE Z 77,

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AFERRICOGHRIZHE L 5,
¥, FHEMEMRE 2 B (5.7%) . KIBHK - HEO TR 2 6 (5.7%) . #PfefEE (5
Z v NU—EBERESE) 361 (8.6%) | ITHERERETE (X 2 41 (5.7%) . FRRMRBEREREE X
31 (8.6%) . EIFEHEREREE 16 (2.9%) . BHEREFREE (RMEREEERE) 12141
(2.9%) KX U\ infusion reaction (X 2 ] (5.7%) T bivlz, £i=, HEORERE (K&
FRIRIRIEAE, ZIEALBE, BURRIES) | FEMAERERE. 1 TR, MR, BE
RIS, Wk - BEIRIE . 5 & D IER KL RITERD B h o Tz,



QA EARER (CA209017305%) (N Engl J Med 2015; 373: 123-35)
FEHLEAS 5%LL LD FIVEH

Grade 4= Grade Grade 3-4 Grade 5
BIVEMTE B B ORBIE | EBL O RBBIE | BB BILE
(MedDRA 2 & % SOC-PT 4y4H) FH (%) FI (%) L (%)
RIRER 131 131 131
AR 76 (58.0) 9 ( 6.9) 0 (0.0)
B I E 24 (18.3) 1 ( 0.8)
T 10 ( 7.6
L 12 ( 92
— % B BEER IO GEMLOIREE 41 (31.3) 1 ( 0.8)
1 7 9E 13 ( 9.9
57 21 (16.0) 1 ( 0.8)
R FBLOSAEREE 18 (13.7) 1 ( 0.8)
ERER 14 (10.7) 1 ( 0.8)
B R R B O A FR Rk 17 (13.0)
BAER 7 (53
ERi DG SN - A EESL 1L, MedDRA ver 17.1J% W TR Z 72,

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4(ZHE L 5,
k. HEMEMEE 6 B (4.6%) . KRIGK « HED TR 11 6] (84%) . #REFETE (F
T v NU—EBERESE) 13 61 (9.9%) . FTEEREREEIE 4 61 (3.1%) . FUIRBUEREREE
X561 (3.8%) . BEHEREMET (RMEHEMERRE) 12406 (3.1%) . HIEMEE 1
%1 (0.8%) . M Ninfusion reaction X 1 ] (0.8%) T ALz, Fio, HEED L&
F (BUERIREAREGRE, ZIEALHE, BORRIASE) | TIEMRREREE, RIRMRERE. 1
BUBERIE, e, MMk - BB, 5 & S BERKOODHRITA D HiLignoTe,

(FER - LR
OEMNE T HHER (ONO-4538-0675#)
FEBLRN5%LL_EOFEIVEH

Grade 4= Grade Grade 3-4 Grade 5
BIERIER FHL IR | BB RHER | BB RBHE
(MedDRA 12 £ % SOC-PT 473) FE (%) FE (%) FE (%)
SR 76 76 76
SR 64 (84.2) 16 (21.1) 0 (0.0)
Aoy WAk E 9 (11.8)
R BB RR (X T E 7 ( 92
B IR 26 (34.2) 2 ( 2.6)
faif 5 ( 6.6)
T 4 ( 53)
HD 8 (10.5)
A% 4 ( 53)
Mg 4 ( 53)
— iR - R PEEIS IO G OREE 29 (38.2) 1 ( 13)
95 57 9 (11.8) 1 ( 13)
1B 11 (14.5)
FEEN 11 (14.5)
VPN 18 (23.7) 3 ( 3.9
Vo SER-E 6 ( 79 2 ( 2.6)
Rt L OSTEREE 17 (22.4) 3 ( 3.9
KF R A dfLAE 4 ( 53) 2 ( 2.6)
FARIBOR 11 (14.5) 1 ( 13)
PR R PR 10 (13.2) 1 ( 13)
FRENED F 4 ( 5.3) 1 ( 13)
IR 2 SR 3S K OME R = 12 (15.8) 4 ( 53)



R M 5 4 ( 5.3) 2 ( 2.6)

FE S KOV T AR Rk 26 (342) 1 ( 13)
EOPESE 6 ( 79 1 ( 1.3)
i 11 (14.5)
iR NRZ NS 4 ( 53)

FEffi» DG SN EFEEL4 1L, MedDRA ver 17.01% HIW TRed ks 2 72.

GradelZCTCAE (Common Terminology Criteria for Adverse Events)  v4 H AFEFRICOGHIZHE L 5,
¥, MIEMMMEBRAE (53%) . KRIB%K - HEO THSHE (6.6%) . kS (F7
¥ NUEGRREE) 1061 (132%) | JFRERERETE LSBT (6.6%) | FUIRIRBEREREE I
1065 (13.2%) . EIEFEREREE 16 (1.3%) | B E (RME HEMEERE) 1344051
(5.3%) K Ulinfusion reaction(I3f (3.9%) TRDH Oz, £z, EEDOREHEE (K
JERIRARIE R, ZIPALEE, BURRIES) | TIEEAHAERS . RFERW, Bk, EiE
FREETIRE, MK « B, 5 & I IRER I LB RITED bR oT,

O/ MARRER (CA209057 788#k) (N Engl J Med 2015; 373: 1627-39)

FIBRN 5%LL EORITER

Grade 4= Grade Grade 3-4 Grade 5
RIVEFH A FE ORBE | EBL KB | BB ORHEE
(MedDRA 12 & % SOC-PT %3 ¥) H (%) H¥ (%) HH (%)
KREH 287 287 287
EE 199 (69.3) 30 (10.5) 0 (0.0)
Aoy WP 24 ( 84)
FOPR IRAEREAR T E 19 ( 6.6)
H Pk 74 (25.8) 4 ( 14)
T 22 ( 77 2 ( 07)
D 34 (11.8) 2 ( 0.7
Mg - 15 ( 5.2)
— - B BEE B RO AL O RAE 90 (31.4) 4 ( 14
1 ) 5E 29 (10.1) 1 ( 03)
95 57 46 (16.0) 3 ( 1.0
RFtBLOSFEREE 43 (15.0) 2 ( 0.7)
FARIBOE 30 (10.5)
R R F L OV B L PR 36 (12.5) 3 ( 10
RAHfiR 16 ( 5.6)
FEIE R KO TR RkREE 60 (20.9) 3 ( 1.0)
THFEIE 24 ( 84
*95 27 ( 94 1 ( 03)

ERTH S MG SN - A EFLLIL, MedDRA ver 17.11% AN THAE X7~

GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4{Z#EL %,
7. MBS 10 61 (3.5%) . KIGZk - EEED NF 22 6] (7.7%) . #dkEE (%
TV NU—IEERESE) 26 1] (9.1%) . ATREREREE 1T 15 B (5.2%) . FORIREREREE
X276 (9.4%) | EHEREREE RAMEFEMERRE) X760 (24%) . Wbk - BEEEKR
1651 (0.3%) M U infusion reaction |% 8 f5i] (2.8%) T#H LIz, £, HEDKERE
HO(REREIREGERE, A, FEREIESE) | FERAERERET. RIEHREREE, 1
TUBEPRIE, Ege, BEIEMMEE, 5 E IR L NI RITE O bhoiz,



4. JEg&IZ oW T
KBS & L CTHEARERE (2FFE) PNt o Tnd Z b, Yekilh 2y
IZEMCTE D CTHOIVEND D, =D LT, RKFIOE G072 BF 2 2W - K€
L. AFIOEHIC X 0 BEZREWER 23 LIZBICHIET 2 2 E RN E ez, LT
DO~@DT R TEMITHRICB W THERT I XETH D,

O {4 1ANE

O1 Fio (1) ~ (5) WIS THMR THHZ L,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
HUIE DS AR B EE L R BT . HURDS AV2IRRRE 72 &) CER 28 42 10 A 1 HIRER -
427 fiEF%)

@)%E%%ﬁﬁ(ﬁ%m&@ﬂlaﬁﬁ-mm%

(3) HARENTERENFDEE T D 03 VB ROEEERRT (D3 AR EIRbT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) ARAFIIEEZRE L, %;Ht#%m%mi%;mmf%ﬂu 2 Dt % L E
(AR DI 21T > T Dfiag (AL 27 47 A 1 ARFR - 2538 fitiak

(5) #ﬁﬁﬁéﬁﬁlﬂﬁ@fim%@ﬁm HILMEITAR D A T o T Hliax (CERkK 27 4 7
A1 BEER ;1284 Jiigk

-2 W DAL A K ORIME R FE BN O % TS50 70 ik & iEBR & RO E Al (FR D
WFRNIEEE T DERM) 25, 2R ORANE T 2RO RMEA L L TRES L
TnnZ L,

*

o [ERMRFFISE 2 FEOMMINHE 248 T L7212 12 SHLLE DD AVTRE D ERIRHE 217
STWNWAHIZ L, 96, 24D BIX, BARYEEZ T L U BRESESONHE 21T
TpoTWAZ L,

o [EARFFESE 2 FEOMIINHE 2T LB 4E L LORRKRERZ AL TnD 2
Eo DB 3L, DD A FEYRRE A G TR AR S D BRIRDHE 21T - T
WnH Ik,

© BENOEEMIGFHE B OKHIZ DN T

PEE I E R P E T 2 LA N E S, BERAE D OFmE D, Aot - 22
PR HE R ra%‘e&@ﬂgf_ﬁé&z}iﬁﬂij@ ZXFT D IE IR, A EFEGEDRAE LG OWmEE
B, SEREONIITON D IRHNE S TWD Z L,
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@ EHEHA~DX I HONT

@-1 Hii sz (R BE 3 2 A

FIE MRS OEE R BIMEM A FAE LB, 24 FFRIRIAHI O T, Y%tk 3T
HHEERIER TV T, FBEL L ZEIERNCIS U TABRE L O CT FOENWEH D@ RN 72
IRRRAEDOFRERD Y AP DAV, EHIH R ATRERIEHI A > T o Z &,

©@-2 EFNEEHICL DHEEFSHCICET 5 EH:

AR D MR e ik L O e 2 A T 2 BRIEFE D RER =421V v 7 %
GO TIROARA T J—=0 7 2TV EIRIE & 1FHEZ LA TE 5 F— LS D35
ENTWVWDZ &, B, BIHAHEIZOWT, BDABRE EZOFRICHSIZEAmESnTn
HT k.

@-3 RIEH OZWr-CRISIZB LT

RIVER (FEMERE BN X . BIEAEEGE, O, Ak, BUSUHRAEE, RIBXK.
BAEO TR, 1 ABERIN, ITHEREREE . FURIRBEREIRE . MidlasE . BEE (Bre -
PRADE RVEMEBR 2 ETe) . RIS, MK, BEEO LGRS, FIRMLEZERE, infusion
reaction, SfEVEM/ MRS VESEEER (ITP) & DO%E G, IRIG RN, OIS (O
TEAE) - ARAR - DEMEISMGHES) . WM M) 12t L, Mikask T B R
BEBA DRI PE 23 2 EEAT &l U (BHWER OB Wroxhic s B L THRE R OS2 1T
ODNOEHICH D Z L), EHITHEERUENTE KGN ESTND 2 L,

XK
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5. EXG L b BHE

(24 1%]

O TRICEZYTLEFICOWVWTIEIARAORENERE SN TWDLZ &b, 5 %21T
bipnz b
o KA LSBEUE DB ERED & 2 B3

@ IRBEATOFHMIZI VT FRLL % T BE IOV T, AAOEGIIHER SRy

D, A OTRFEBIIE DN e WIGEIZIR Y | HEICAFZEHAT 52 4BETE D,

. %E@MF%®A%Xiﬁﬁ®%é$%

o SRR A CRVE R 258 6 £ A K ONE BN 0 FUH B It 2 <o Gu il ¢
FEOMICRIEMEZEAN DD B

o HOREREOEO, B L < IEHFMEO B Oz kB OB TR O
boEBE

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

[ &E]
@ —Fua@%% b\fﬁﬁﬂ@ﬁxﬁ $7j3*/\nﬁéh—(l/\é
o I FFRFETUTALTIRIERE AT 5 UBRAREZR B B/ IVHI XTI RO R

bR R E
o T FTRAE STACTERERE 2 A 2 UIRAARE R TIB . 1/ IV I3 D 3
b B

7235, R LR CEGFRIBA T 28 5 U ALK IS TBRER #1285\ T,
JHI & UTEGFRT 1 % & v F F— R EASUIALK T 1 % & > F - — B EA] O
WHEIE AT 5 B

@ TREICRE T 2 BAE ST D AR OFR G K O AITIEIC OV TR, AR O A ZIPEN
LS TR LY, AAOELGHRLRB20,
o AEFRIERIGRO B,
o IRFRMBN LIRS,
o fhOFUEMEELA & OB,

(ED ECOG o Performance Status (PS)

Score %

0 | &<MEREETE 5, FHaTL R U R EAENHIRZR ATZX 5,

PRRCE LUEBNIHIR S 525, BATAIRE T, BAESEEE > TOMEKITIT O LN TE 5,
Bl SR, EEEE

BATAMRECTH D OH ORI O Z 13T X THEEZEDEEILTE 20, B O 50%LL Eid~<y RAVCil 29,

RoNEZESOHEOEY OZ L LNTERY, BHFEO 50%L EE~y KRR+ i1,

LN AR S

BT R, BHOHOEID O LFAES TERY, BRIy FRFTHIT,
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@ MEZIETA R 74~ (HARMEFS) (2380 T, ECOG Performance Status 0~1
WD 75 5L, X% BCOG Performance Status 2 " 0 B Tl 5 3 TR
Hl (REZXELE) ORARGHHERINTEBY , 77 FFRF O HHELEE X
BN ENR2NWTr—2AR3 D5, ZOhe, 77 F TREORNERER 2 L
55 3 HARGUEAIHEAI TOBRKIEL AT 2 BE BN TUL, AFOTR G2 EETE D,

@ AFNIHESMEIAIRBIC BT, T LB R OIER T R OV o BF I $
WTh R & v RO L CEBIESBRES TV D, 72720, R EEE O
B TIE, PD-LIEBIRIC L ARMEOMIAA R D 2 L AVRE SN DRDBE S
NTWDZEpb, RV LD BH BV TIIPD-LIEHR LR L7z ETA
FlOEG A G OHW A3 25 2 EBREE L,
® PD-LUFEHLEN %KM TH D = & IR S NI IR T LB 1T T,
BRI R4 S SEORFUA OFEIEIEEA O 5 2 BT 5,

® ~NLTmYRTT (MATHUREL) Oa /8= B (lFé4  PD-LIIHC
22C3 pharmDx [ # =] ) {2 X Y PD-LIZEH R 2§l L 2ok ¥ LR 0 BE T
boT, KEIOZWEE  (A5E4 : PD-L1IHC 28-8 pharmDx [# =] ) 2L 5
WAL FEE 54121 E, LUT O SRS &2 B BICAKI OG- O T E 2 it T& 5,

SCHREF)
+ 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 PUEMEIESAI O 510>\ C, R, MERGICHENST S 2 L ofth, BE LRE L 7
HEWER ORBOBZNN b 55, EFREE EAEY LAl Sh-BE GBI 2o\ TIEZ0O/RY
TRV,
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6. HHICEL CTHET & HE

O WASCEZEICIN 2, MEREER DR 5 @RS 1T -5 & ARHF O Feit K O 1Ef#
RO DI HLEIMERE T3 ICER L T+ s 2 L,

TREBIARIZ N D | BB I Z OFRICAIMEL Vet 2 +odi L, REZ5
ThroEE5T5HZ L,

RV EREIC BV TIE, PD-L1 FBLR G iR L7z L CARKI OB G- R & 2 Hlr4- 5
T ENEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % i

@

®

il

ZHIWr L7z ETTHREGTH 2L,

EREWER DO~ R AL MZHOWT

MEMEMEERD LD ZERHDHDT, AFOEGIZH T > Tk, BKE
R (REUR RIS, Ik, FEENE) OfER &L O X fia A o FEhn s, Bl5x +57
179 2 &, Fo, BEIDSUTHEE CT, MG~ —h —E0ORAEL EMT 5
Z &,

AFN DO EILEE D infusion reaction (2 2 TEAFFIZ 072 %t R TE 5 U
& T o7 LTt 2 2 &, £72.2 B B LA OAF$ 5 KF 1T infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBE I8 T 5 2 &, 7235, infusion reaction &
FHLLT2GE 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

ORI REREE 23 DD Z L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI ORI P RE MY (TSH., 028 T3, ibEfE T4 SFORE) 2 FhEd 5
Z &,

AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B DRk & IR REIHEE
DHOLLNDZERNDD, BRENBDLNTGAEITIE, BB LIZEGIIS U
B R 72 ek & Rk 2 e o Al & i U Cl bl A BRI W 21TV B o
FOSIT X 2 BWER 2N g0 2355118, AFIDORFES T I, K OEIE RE R
IWEVHIORGEEZZBET LI L, B, BIBRERLVEORGIZ XL EIE
R OYEERFRD B WIGEIZIL, B BB AR VE LSO sz fil o8 0
HEET D,

BHA& TR, BORR N OH I ARE L CHORIERREBLT A2 Z B3 H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPR I (BIE 1 BUBEIRI 2 5 de) 23 B iodu, FERWMES RT3 R—v &
ICEDZENHLHDT, Bg, FEl, WEEEOFEROFHLMBEE O EF7-IC+
SEETDHZ L, 1 BEREN DN S EICIE &G ERIEL, AR il
FOFGEDHME) R EZITH Z &,

AFNOERHRBRIC BN T, BEBED 9B, ZHLIEIL, BEBMGD 1 R
1E 3 AR GHET 2 ICHEMEDFI AT o TV 2 & A REC AFIE ST ER
N BRI E TR OMEREIT O Z &,
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(E2) hilHE
Hm, EEKRS. K EREE 258 ER 0 E

< REZXBARBR LD BE>
HELEHIH O H 5 BE
BYEE SOFL T B B

R URYYE Db S B

fiff SRR B BUE OREEE D & 5 B
B0 SUTIEYR LTV B FTREME O & 5 BB

< FeX X AEERL LD BE>
HHEIE OB 5 BE

YR M AT 28 U THARAEIE D & 2 83
NFFEE D & 5 B

BEEDH DA

FED B 5 B

PENRS 2 ATREME D & 2 B

< KEeHXRALOEKZREIER>

B BEHH

vavJiER T T4 TF—

PO, PARA, TREREREE

AR A

VBT, I HRAEE

A4

FEREME B N EEERE (DIC)

M Ze s, B, it KR, Kimk

Sf LR

SRR A T (B A

SRR

B2 REARE R (Stevens - Johnson JEMERE) . HaEtEaR SEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKIE, FRIE - RIREER

DFEZE, FRR AR ZE AR E

JEYIE

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

o HAEE T A N T A v
=ARN~=7 (BiafHH#LR)
(BRFE4 « A7V — R SMEE 20 mg, 4 72— RS FE 100 mg)

~ BN R AR~

Rk 2 942 A
JEAE S



H &

AN e

XU ®IZ

AFN DR, MERBEST

A R BAR

el ANE
BhHRGR L 2 DB
BHICER L TEE TN HH

P2
P3
P4
P10
P12
P13



1. [ZL I
IS DN - BEMEOHER DT DIZIT, B SIESFITE SV i B A A R
BND, 6T, IEOREREMOMESRIZ L0 | FUKEIRS 72 & OHH 72 3 1E A%
FPEHRLDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TR Y RFEMBGEE & O AT EE 2016 CF% 28 456 A 2 H MiERE)
IZBWTH, FHEEGLEOEHOREE(LHELZXS Z & L3 Tnd,

BORVE AR ESR ST, KEEASCL 2T 0 7 7 A AVDBBEEOEIRSL & D IR
RHZENDD, DD, HER LSBT HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
APt % & D 2 L AT RE 72— O B % jiii 7= R A R C 6
THZENEETHD,

L7 oT, ATA RT4 Tk, BB ZNETILH O TV S EZHZN -
BRI EED & | DUT O EIK S O el 70 8 2 HEE S 2 8L b MBI 8k B 2
FROEEFREEZRT,

I, RHA BT A %3 MAZATBAE NEIR M ERESH OHE, NS EEEARAE
ERARIEE s . —MAERTE N B ARER IR NRHE & R OVARRAEE N B R JER 2O
Db EAER LT,

RG L IR HEIRSL - ATV — R S 20 mg, A7V — R ST EHE 100 mg (— %4 -
=ARN~=7 (BIs )

KL RDPRIUIR - ARTEUIBRARE 70 M SR o e

HELRDMEROME « < LFFERIGR ORIBUIBRARE R B R AEEE OLE >
WE, RANCIE=A V<7 (B Hfix) & LT 1 [ 3mgkg
(IKE) % 2 WM C AL 2,
<AbFFHERER R ORI IR AN Re e BV R A BB 056 >
W, RANCIE=A V<7 (B Hfix) & LT, 1 [ 3mgkg
((RE) % 2 WRIMFE UL 1\ 2mg/kg (FRE) % 3 3 IS T
e 5,

B3 R 5E ¥ A NP TS




2. AKHIOFHE. 1EHEF
7Y =R AR EE 20 mg KTV 100 mg (—fix4 =R~ T GEEFHBZ) . BUT,
[ARHKN) X, DS TERASE A Ly 7 23 BT VALV -~ P —X R
7 A7 (BMS) 1) 73B8% L7= & I PD-1 (Programmed cell death-1) (Z%3 % & Ml [gG4
E/ 7 ua—FAHURTH D,

PD-1 1%, #&MAL L72 Y o o%Ek (T ffa, BMRE O F =2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEHAL Z i BhHIC IE & BUZHIEE 2% 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U & K (PD-LI1
FOVPD-L2) EAFEA L. U o SERICHHIME Y 7 v niE LT U v EROEMAIREE &
BIZHET LT\, PD-1 U H» FIFHURIRSMIBLAMZ b b Ok 2 22 SRR 2 F8 3
LTCHY, EMEREAELE DO L EGHEMEIZI TS PD-L1 OFREBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3 ST % (Cancer 2010; 116: 1757-66)
F 7o, B R AR S CIXHEIRE T RN ELET 54 v ¥ — T =a >~ (IFN=y)
12X > T PD-L1 OFENFHE SN, B8 L2 EEREICIS T 5 PD-L1 ORI & itk D
M E OMICIEOHBEBERH D L OHELH D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z 355 S 7208 AMIIE, PURERRAY CDS Btk T Ml
ORI EIE M A 55 S ¥ 523, §LPD-L1 HifK T PD-1 & PD-L1 & DfEEEHET D &
Z OIS EIEENEIET D 2 EDNRENTND, D Z LD PD-1/PD-1 U 72 R
FRIT L DS AR AN GRS A 72 T IR & OB 2 [T 2B F D —o & LTEZH
TN 5,

AFNT, BB OFE LD S PD-1 O EIR (PD-1 U B RS HE) 1SS L.
PD-1 & PD-1 U W REDFEAEILET D Z LIk BAAHURFFRAZ T AR OTEE
(LR OD AR %t 2 MR (G B TG A H R 3~ 2 2 & TR 2Pt sh R &2~ 2
EMHER STV D,

AFIO T IS < B DS SUSIC £ B RIER S 7 B & b, B XIS I
DR D B, AFIOR TR OB G HICIE, BE OBEE H2ICTV, B 1038
B B EITIE, B LT TRITIE U B0 2 ik & 8 2 5 D BT & 5 L i
GIAR BRI 21TV SBIE O RISRIEIC X 2 BIER B DI AT 1T, BT R TR
LA HE DTGV 51T 5 LIRS B,



HRIG GIBRRE 72 SR SR A D AKGRIRF L ZRFAT 24T = 7o /R BRI O il &2 73 9

[ 2]
OEWNE DR (ONO0-4538-02 #ER)
Z AN (LR, IDTIC)) 2 X 24t RERE 2 A3 2 R IG YIRS RE 72 I /TV HI XX
LR O EME R EESE (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
ST, 7ok, FANCERE L-BEIX 125% Th - 7=,

@EPNEE TAHFAER (ONO-4538-08 F5R)

LA RIE ARG IR O RIG U BR N RE 7 I/ IV ) SO f 3 o B R AE R A (ECOG
Performance Status 0 &2 O 1) 24 5 2 % 512 AH 3 mg/kg % 2 38 [ [AIFRE C R s L7z,
TEFHHEH Th 2 B85 (RECIST VA 7 A~ 1.1 BUHES < FRfEIC LD CR
XL PR) 1% 29.2% (90%[EHEIXH] : 16.7~45.9%) Th oz, 72k, FANIHTE LIZK
EIX 6.0%ThH o7z,

OVEAETTFHRER (CA209066 #ER)

vraf v 7 ARED ¢V AEBIR T EYARER 2 Bl (LLF, TBRAF)) V600 Z £ 7
WA R IE AR TE R O AR IG BIBR AN 68 72 T/ IV I SO R 38 o BEME R A B R (ECOG
Performance Status 0 }2 T8 1) 418 il (CAAIRE 210 5. DTIC B 208 1) Zxi51Z, DTIC
xR & U CTARH 3 mg/ke % 2 H[H MR Tt Lz & & O ME ROV M 2 s
L7z, FERHMEEE Th 2 RAFHIM (PRl [95%EHIXM]) 13, AFIREL NE [NE
~NE] # A, DTIC #T 10.84 [9.33~12.09] # HTHY . AHKL DTIC (Zxf LHEEHF
PNCH BRI R A2 LT (A% — REE 0.42 [99.79%(EFEIX[H] : 0.25~0.73]. p<0.0001 [J=
51| log-rank FR € 1) .



1.0F
0.9- - —A— FEIH
0.8- _ - A AHIVINS B
0.7 1 . B Y
0.6 .
7 0.5- N
0.4 ‘.@%}
0.3 o,
0.2 @0
0.1
L0 — ' S
0 3 6 9 12 15 18
at riskE 7R (B)
AFIE 210 185 150 105 45 8 0
AHhIVINT VB 208 177 123 82 22 3 0

0OS @ Kaplan-Meier i

@AM ETTFRER (CA209037 #kBR) 2

AV A~T (BEEFHHZ) T BRAF [EHR % & L2 IERE % A 7 2RI HIRA
REZ2 TN/ IV I ST A8 o0 B E A i 835 (ECOG Performance Status 0 & O 1) 405 1 (R
FIRE 272 B, AL2ERYE (DTIC XU NR T T F o 237 U Z %R0 OfFH) B 133
Bl) Zxtgic, fbFREE IR E L CARA 3 mg/kg % 2 B CAEEELZEE D
BRI R VLA RE Lo, REFHMAEE CTh 5 E%h% (RECIST A F7 1> 1.1
R FES < R EIZ LD CR UL PR) 1E, AFIDEE ST D 120 BN EEAT
GUERT & S, ARAIEET 31.7% (95%(EHEIXH : 23.5~40.8%) Th o7, 7eds, FHAllc
FHROMMEITRT L W ehotz, b9 DO LEEIMBER Tbh 5 &AM (hk
il [95%IEHEXH]) (2 2W T 182 FlDA R b (FEL) FUZ T H M &2 1T o 7o kbR,
AFIEEL 15.47 [12.39~NE] 7 A, fLFIRIERET 13.67 [11.50~NE] I HTH Y . KAl
I FREICK LB PRI BERIER 2R S 2o 7o (A — R 093 [95%FHE X
[ : 0.68~1.26]. p=0.6299 [J&5] log-rank ¥iE]),

[ 41]
OENE T FHRER (ONO-4538-02 iER)
BERELIIEH] (100%) (58D HAL, AR E DR FEREENPEE TE VA EFRRIT 30/35
Bl (85.7%) ZFBD BTz, FHLEN 5% L EORWERIZ FEO LB THhHo T,



FEIEN 5%LL EORIVER

AEBIR ST B (%)
HAEE 35 45
(MedDRA/J ver.16.0) 4 Grade Grade 3 LA I
AEIER 30 (85.7) 9 (25.7)
o WAk
FOIR IR FEREAR T E 5 (14.3) 0
Bl
T 4 (11.4) 1 (2.9)
L 2 (5.7) 1 (2.9)
AN 2 (5.7) 0
—i% - REEEER X O SR O REE
9% 95 5 (14.3) 0
[EsVRY 2 (5.7) 0
HEE 3 (8.6) 0
R R
JH b 2 (57) 2 (57)
g R AR AT
ALT #3710 4 (11.4) 1 (29
AST #4n 5 (14.3) 2 (57)
M7 T 2 A 2 (57) 0
1T CK a8 5 (14.3) 3 (8.6)
Mg 7 L7 F =8 2 (5.7) 0
fHr > Ko RN 2 (57) 0
1fi.7 LDH #50 5 (14.3) 1 (29
A TSH 3 (8.6) 0
A TSH #4hn 7 (20.0) 0
CRP 4hn 5 (14.3) 1 (2.9)
IFFRERFE N 4 (11.4) 0
v-GTP 4/ 4 (11.4) 4 (11.4)
SRR TR o RS 2 (5.7) 0
~E S 1R 3 (8.6) 1 (2.9)
U Lo RERERIRD 5 (14.3) 1 (29
I R 2 (57) 1 (29
i e fafn AR T 2 (5.7) 0
1 MR 2 (5.7) 1 (29
R I ER Sk 2 (5.7) 1 (2.9)
H i ERE 6 (17.1) 0
WERE T3 H90 2 (5.7) 0
Wit T3 W 8 (22.9) 0
Wit T4 W 6 (17.1) 0
WERE T4 #90 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
e~ — A —3ghn 2 (5.7) 0
AR LS 2 (5.7) 0
Y—T 7B T aT A N 4 (11.4) 0
1. CK > 2 (5.7) 0
BRI L O ARk E
IRER 2 (5.7) 0
TSR PR
IR b 2 (5.7) 0
K= 2 — T — 2 (5.7) 0
KR KO FhifkkE
HBE 6 (17.1) 0
& D FERE 11 (31.4) 0
B 2 (5.7) 0
BER EIBIRE 5 2 (5.7) 0
RE TR B2 & 2% 2 (5.7) 0
B R 3R 4 (11.4) 0




. MEMEMER 1 F (2.9%) . KK - HEO TR 1 61 (2.9%) . #iklEE 4
B (11.4%) . NFEERERETE 5 B (14.3%) | BHRERE 2 61 (5.7%) . HUIRIMRER S 8
Bl (22.9%) | FIRFEE 161 (2.9%) . EEOREREE 16 (2.9%) KOS E D FEE 1
Bl (2.9%) TRRDH LT, £7-. FEMAHEEEMRE, infusion reaction, 1 BUBEIRIF, P,
HAEAEEAE, A% - BEEA ., OFZe. Mk, IT5e. BRSO RIARIE K OV M s M
DPEERBEIR IR O bV 72,

Q@EWNE M AHFRER (ONO-4538-08 #5k)
BEFGLIL 2224 Bl (91.7%) (2RO B, 1RBREE & ORRBERAEE TE RWEESF
03 1824 1] (75.0%) (2380 Tz, FHED 5%LL ORI TRD LB ThH-
776

FEHLR N 5%LL EORIEM

ZRERIR B% (%)

FEARGE 24 fi]

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

FOPR IRAEREAR T E 6 (25.0) 0
H IS

L 2 (8.3) 0
—i% - BEEER L OGN OREE

[EsVRY 4 (16.7) 0
Fife PR A AT

R 2 (8.3) 0
R L OsagfEE

RBRIGE 2 (8.3) 0
MR 2. BERds X OMERR R =

F 7 e 2 (8.3) 0
R ¥ KO PR RRREE

HEBE 5 (20.8) 0

D FERE 5 (20.8) 0

BRI B IR B 5 2 (8.3) 0

k. KGR - EEOTH 2 6] (8.3%) . IFEEREREDE 1 61 (4.2%) . TEAHERER

T 16 (4.2%) KOHUIRIRBERERES 7 61 (29.2%) TRO BV, £7o, HEMENTEE,
PR (7 2« NU—EBRESE) | BRERERE RS REMERE RS | BIRREE,
infusion reaction, 1 ZUBEIRAN, FEEEORFEREE (BEARIRIEMRRE, ZIALBE, HHRIE
B MR, BIERBEIE, S - SR, SE I IRR, LR, B, TR, AR
1 A Ko OV e M L/ MRS PESR B 1 ER8 D B 7 v o 72

OB/ B MFHRER (CA209066 #ABR)

B EREGITAIERE 192/206 6 (93.2%) . DTIC #E 194/205 1] (94.6%) 12388 HiL, BB
L ORBEREBPEE TE WA EFRITAIERE 153/206 1 (74.3%) . DTIC # 155/205
Bl (75.6%) (ZRRD LT, WTNNORETHBLEDN 5%LL LORIERITTRO LB
ThoT,



WL OFE TIEBRD 5%LL EOEIEM
Bk (%)

REBIIE AR DTIC B

FEAGE

(MedDRA/J ver.17.0) = 206 f1 205§

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

RITEH 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)

M MBI E 0 0 21 (10.2) 10 (4.9)
H Ik

st 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 - 13 (6.3) 1 (0.5) 43 (21.0) 1 (0.5)
—i% - BEREER 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 sgEE

BAREGE 11 (5.3) 0 19 (9.3) 0
BRI KO ARk E

RAEivR 12 (5.8) 0 3 (1.5) 0
AR R R

SR 9 (4.4) 0 14 (6.8) 0
R3S KO FRERkRE

HLEE 13 (6.3) 0 4 (2.0) 0

SeHR BN SOG 3 (1.5) 0 11 (54) 0

& 9 FEAE 35 (17.0) 1 (0.5) 11 (5.4) 0

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

=5 A BE 22 (10.7) 0 1 (0.5) 0

728, ARV CTRVE MM SR 3 B (1.5%) . KIBZ - TEEO T 6 6 (2.9%) |
PRRIREE (7 N U—EEEEE) 28 1] (13.6%) . HHERERE 7 61 (3.4%) . BFEk
REFETE 4 B (1.9%) . THEMHEREREDE 4 61 (1.9%) . FREERERE 13 61 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 BUBEIRIFE 1 61 (0.5%) . BHEEDOERDE 3 6] (1.5%)
FOSE IR 1H] (05%) TRO LN, £7o, BIBFEE, BE, BEMEE. K
% - B, DR, Mok, IT2e. BRSO RlRIE K OV i ISR PR SR BER 1338
By AWAY/ SN

@¥E/ B IFRRER (CA209037 #BR) 2
A EFRIIARIERE 265/268 151 (98.9%) . (LFEIERE 98/102 151 (96.1%) IZRD HAL, IR
BiE & ORRBIR NG E T X WA EFGUIARIERE 199268 B (74.3%) . {LFHRIERE
85/102 B (83.3%) IZ388 BTz, WINDORETRIREN 5%LL EORIERIZ TED
LB Thol,

WP OBETHRBLED 5%LL EOREITER

i - BE (%)
el R (O ERETE
(MedDRA/J ver.17.1) = 268 41 102 §1
4= Grade Grade 3 VA E 4 Grade Grade 3 UL |
2RIEH 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
MR LY > GREEE
E=gui 18 (6.7) 3 (1.1 24 (23.5) 5 (4.9)



BiEx (%)

B i /\"‘
el T LT

(MedDRA/J ver.17.1) 268 f 102 1

4= Grade Grade 3 UL E 4 Grade Grade 3 UL b

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

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

M B E 1 (0.4) 1 (04) 12 (11.8) 6 (5.9)
NGy aEsE

FOR AR REAR T E 18 (6.7) 0 0 0
El e

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

T 42 (15.7) 1 (04) 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 SEOREE

) iE 14 (5.2) 0 7 (6.9) 0

W5 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9)
BE, TR X OLEA OHE

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

ALT #4510 14 (5.2) 3 (1.1) 1 (1.0) 0

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

B ER SR L 0 0 7 (6.9) 3 (29

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

F ifi BRE s o 3 (1.1 0 8 (7.8) 2 (2.0)
R L OsesEEE

BAREGE 18 (6.7) 0 17 (16.7) 0
B R R KO ARk E

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

77 P9 11 (4.1) 0 8 (7.8) 0
R E

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

SR 3 (1.1) 0 10 (9.8) 0
e, MERE X OWthRkEE

I K] i 13 (4.9) 0 8 (7.8) 0
KR FR KO PRk

M B9 2 (0.7) 0 28 (27.5) 0

& 5 FEAE 51 (19.0) 0 2 (2.0) 0

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

R NITR SN 2 16 (6.0) 0 2 (2.0) 0

=k A BE 24 (9.0) 0 0 0

7k ARFIBE RO CRIE MM E 8 61 (3.0%) . KAFZ - EEO TH# 4 6 (1.5%) |
PRRRESE 33 1] (12.3%) . FRERERESE 22 5] (8.2%) . EXMEARERETE (JRMIEFVELIER &%
22) 541 (1.9%) . HARIRFSRERE S 23 ] (8.6%) . BB EE 1 41 (0.4%) . infusion reaction
10 B (3.7%) . BEEOREREE 16 (0.4%) . FER 261 (0.7%) KOS E 5% 3 4
(1.1%) TRO LT, F£lo, TEEHEREREE, | BOBRE, EEMHEIE, MK - fb
BEde, DR, Whge. TS, BRBURRRARAE M OV M i/ NS D PSR BRI 1338 & D7z
Mol

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



4. JEglz 2>\ T

KRG & LT GETA (BUIFEE) AR LN TND Z b, Hikiidh 2]
ICEMTX D THDHIMLENR DD, T D LT, R OEG-H ) 7 B & W - FE
L. AFIOBEC L0 EERRWEN 2B LB/ T 5 2 LR E R0, LUFO
O~@DT R TEM =T HRICIBNTHAT 5&ETH D,

O {4 1ANE

O-1 Fio (1) ~ (5) OWTNNITHEE T O THDH Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
H 23 A RS FEEE ML ST, HUBS AURSHRIRBE 7R &) CERL 28 4F 10 A 1 HFEA
427 fig%)

(2) FrErgrEmbt CER28 429 H 1 HEEA @ 84 fitigk)

(3) FERFIRENFFEE T D 08 A BRI (DS U2 REEEIE EIRPL. 25 A iais
W I19PBE. D3 ARSI EEHEE R 72 &)

(4) KA FHEIEE A RE L, %%{K%f?ﬁfiﬂﬂﬁ1221%5!%1[:%%?%1][!%2@5& X L
(AR DI 21T > T Dfiax (R 27 47 A 1 AR 1 2538 fiak

Q) #ﬁ@@rﬁl@ﬁ@ﬁm%@m HHMEIAR D M AT > TV D litiax Rk 27 4 7
A1 BEER ;1284 Jiigk

@O-2  EER OO FERRE & ORIERFEBLRE O XIS 443 72 knalk & B8R 2 FF O R
(FROWTINITIEE T DER) 23, GEZEBOAFICET LIGROBMEE L LT

BESNTND Z &,

*

o [ERIGFFEUSE 2 FEOYIHE Z & T L7212 12 SELLEO R VIR DO RRIHE 217
STWAHZ L, 96, 2L Eid, BAEMEEEZ L UK FONHE 217
o TWAH T &,

= Al e 5T B 1% 2 O WHINHE &2 & T L721%12 5 HLL B oo B & MR RE 1572 O R
RERAEHELTWDH I L&,

BEPN D[ 3 i 1 B E BE O RIS S T

P 'f%‘%‘él%’”“‘gfi (CHEFT D LA DEE S, B3NS OB, Ao - L4a
FHITE OB HL R ONEMAE T 2 g ft, AHFFRPIAE LTSS OWmE %

FERHLNATON L EH B ESTND Z &,

ﬁ"lj@
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@ BHEH ORI DN T

@-1 EIEHFEBURE O xHIARENZ B3 2 2

B AR R O BB e BIE AL L72BRIC, 24 FRERIBIRIRHI O T, 2%k XX
BEERERIZ BT, 8B L2 RWWERICIS U CARBRE B OY CT 28 O BIVEF O 8RN 288
RRAEOFER Y B IS S, B HICKHR ATREZ R 3 > TV b 2 &y,

@-2 ERMUEFHRICL DA FFGIUSICET 5 E:

AR 2 MR 22 R L OB e 2 B 5 EREFEVNEIERT=2 1) v /%
BOTERDAY V—=0 T HATWEIRIE L EM A A TE 2 F — A BRI 2 5 i
ENTWDZ L, B, BiMAHICOWT, BDABE L ZOFEICHSIZEmE T
5Tk,

@-3 BEHOZWr=oxH B LT
BIVEH (MBI R . BEIEGEE G, Ok, k. BHRUHMAE,. KRIBK.
HEO TR, 1 RNERA, ITHERERETE . HURIRE e S, MritlaEs . BiEE (A -
PRADE MEMEB R 2 ETe) . RIS, Mk, BEEO LGRS, FIRMLSZERSE, infusion
reaction, FRPEVEML/ MBI ESRBER (ITP) . B DSPE UL, MR R EME, OlsbEE
(LN EAME) - 4RIR - O MEHIMNHES) . FWImPEE mA) 12k LT, Mk XXk
BEIRHE B D S 2 A 2 BERD &ods U (RITEH OZBroxt s B L THRE R OSR %
ZTONLFRMCH D Z L), EHITHEUZRAEN TE DEHNESTND Z L,
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5. BehG L 2B M
[%44]
O FRICHEYT 5 BECOVTHARORE IR E ShTVWA L, #5417

@

Dz &,
o REIDOFITTR UIBBUE OBEEIRED & 5 B

BIRAT ORI BV T FREICEE Y T 2 BHIC OV T, AFIOHRETHELE S

D MOIGFEERIE DS RN EIZIRY | EHEICAAZEN T2 2 L 2ZETE %,

o HEMMREOAH UIREDH 5 BE

o ModSEig A CRIE R 258 0 D A M ONE BN O R B il 2 <0 Sk G P fifi ¢
FEOMICRIEMEZRIL R A B % B

o HOMERBOGH, TR L IXHEREMEO B CaE B OB TR O
% B

*  ECOG Performance Status 3-4 " 0B

(f5htE]

@

(b FRVERE D 70 W HRE J O SIRIERE D B 5 BB ICB W AR OB N REN
TW5,
2B, BRAFEG A RZ AT 5 BEICBWVTIL, BRAFPHERIC L 1B S ZET
AL,

FRCIZRZ Y T 2 BB TR D AR D5 J O ITHEIZ OV T A DA
WL SN TELT ., AFIDERGHIR LR LRN,

o TR LRI,

o fOHUEMEELA & OB,

() ECOG @ Performance Status (PS)

Score TE e

0 A MERIEBTE 5, BFaiE R C B EAEENHIRRITZD,

: AERICEL LUEENTHIR S D08, BITATHE T, BIEESE > TOERIITH Z &N TE S,
B RNFE, HEEE

5 HBATARETH A DOF DOEIY O Z LT T X THREEBERITTE 2V, BHO 50%LL i~y 4T
BT,

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

4 ELET RV, BOOHOEY O Z &34 TERY, BRIy K+ TiRId,
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6. WHIIBL THET R FHH

O WA CEFIIN ., REREER TR D GRS 1T D & AH O Frie M ONiE 1EA#
DT DIZLE R ERE B L ThBEERT 52 &,

@ JREBALAIZIEN D BE UL OFIEICHIMER OfERMEZ ot L, FE x4
ThobETHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T2 - Tk, BKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X A O =%, Bl a 145
179 2 &, Fo, BEIDSUTHEE CT, Mg~ —F —%50ORELET 5
Z &,

AFN O 5L EE D infusion reaction (21 2 CTERARFIZ T 725D T& 5 U
%17 -7 L ThRRT 5 2 & £72.2 B H LA O AFA$ 5-RF 12 infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBE I8 T 5 2 &, 7235, infusion reaction &
FHLLT2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

ORI REREE 23 oD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
P EIIRI ORI P RE M A (TSH., 028 T3, i T4 SFORE) 2 FhEd 5
Z&,

AHNOEEIZ LY | WEOREFINTRRE T 5 L& X BN DHER 2 REEHIE
DHLOLNDZENHDH, BRENRBOOLNTGAEITIL, BELEFERIIS LT
B 72 05k & RRBR 2 FF D[R Aill & g U Cal bl 2 B nie W 21TV il o5
FOSIT X 2 BWER A g0 235511, AFIDORIE T I, K ORI RE AR
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD B WIGEIZIL, B BB AR VE - USO gz Bl BN
LEETD L,

BHR&T %, BOAM N OH I AREBE L CHORIERREBLT A2 Z X3 H 5720,
AR OBEHETHRIZBRWEMORBUCH2ITHEET D 2 &,

1 BUBEPR IS (BIE 1 BUBEIRI 2 5 Te) 23 Hiodu, FERWMES R 7Y R—v &
ICED T ENHLOT, NG, B, RIS O FEBC M FEED E57- 12+
DERETAHZ &, 1 BRI SGE TR G2 HIEL, 4R H
HlOF 5 E DY L EZITH Z &,

@ AFIOERKRBRICBNT, RGO 3 7 AUAN, ThLIERT, KGR G 1
ERNL 6 WM Z & ITHIMEDRHE 21T > TV Z &L 2 2B, AFIER G-I EHR
(R OMERZAT D 2 &,
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B 3

i HHEET A N T 1 v
NAT7ul) XA<v7 (Bfs i z)
(BR7t4 : A4 bV—F BiEEE 20 mg, A hL— & S EE 100 mg)
~ /N e fififeg ~

Yk 2 92 A
JRE 5 A



ER/N

A o

XL DT
AHNOFFE, ERET
i IR A

)i 4 el ANE
BHXG L 70 D A

BOICER L TRHE T~ EHIHA

P2
P3
P4
P9
P11
P13



1. XTI

R DA » L EVEDOHER DT IZ1T, B SCEFITE SV B IER A2 KD
bNd, b2, IWEORFHEINOMEAN LV | HURERES 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> TR Y RE M BOEE & SO FEARTTEE 2016 (2K 28 4 6 H 2 H BRIRERE)
IZBWTH, FHEELEOEHORE(EHELZXD Z L L Tnd,

BRI S A BB E R BT 0 7 7 A VSBR[ LB B NI R
RLZENDD, ZOID, AR O ZEMEIZET 2 EMA+0%ERT 5 £ TOR,
YHERKMOBEEZBZT 2 Z NS NLBE T LTHEMNT L & L bI, BE
MDFEE LT BRI RS2 & D 2 L AR 72— D S 2 i 7 R SRR RS T
THLILENEETH D,

LIeRo T KTA RTA4 Tk, BIFRERESL N E TITHE L TV D EFHEF -
FHAR) RHICEED & | LUT OB HR b O it 2268 ] 2 HEE 3~ S 8L O B 2R 8 B %
RO EHEHE T,

B KA BT A %, MSIATEGE NS ERE AR ST . A ISEHE AN B A
BRI S . —RAEMTEN A ARRRRNRHE = FrEdEERITREIE A A Al 72 kO
—RAEMEN AR g2 OO b VR LT,

KR LR DHEIS XA FL—F SIEEE 20 mg, XA hL—Z SR ERE 100 mg (—
Wt s NaTvn ) X~ (GBI Z))

MR ERDHEXNIHNE : PD-L1 BPEOUIBRAGE/REST - FFE O IE/ Nz

MBERHEROHE « @, A, Ravnrl X~v7 (Blaf#iz) LT 1
[6] 200mg % 3 ## [FRE T 30 22T CAEEET 2,

B3 R 5¢ ¥ & . MSD BRRS Ak




2. KRANIOFHE. 1ERET

XA ML —& s ERFE 20 mg XN 100 mg (— %4 : AT v U X~v T (GEE R
Z). U TARHF) L9 ,) 1. PD-1 (programmed cell death-1) %DV > K TH
% PD-L1 X O'PD-L2 & Of A EHAET 5. 8 MbIgGs €/ 7 0 —F AFURTH 5,

PD-1 #& 1% T M e 22 B AEAE > © kAL D 72 D12 3 AR 2SR 3 5 = 70 e 2 il 1)
AA »F T, PD-1 (F, fEFERREBICEWDCEER T MildoMiamic BB L, 3%
P i % B o AR LB TR R 7o S0 B SO il 95, 970 B, PD-1 XU H o FEfh
ATHZ LK VIRZRIRCE D v 7P BEZ AICHIET 2% 8K CTh 5, PD-LI
DIEFFRICB T 28BUT DTN TH LN L OB A TIX Tl 2Mmzx 5
I EBBENCRBLL TV D, BAMIIICET D PD-L1 OFEFIIL, BHIIE, W,
A . SREE . FE/ NI TE 72 & D& Ze WA TP RARK - TH Y | ARWALFEHR
& OB HE STV D,

BED D /o DEGIREY T4 & PD-L1 FEBLOFEIM:N S PD-1 & PD-L1 O X5 D
TP AR C BV CEEARRE 2 ) Z EAURBEINTEY i ARROERN L L
TSN TV 5,

AANE, PD-1 & PD-L1 X OPD-L2 Olj U T2 ROFERERESTHZ L2k,
W NBREE T O B AR S EME T U o 7 SER A TEMEA L & & HUE S )% & FE M L
52 L TGN R AT D,

ARFNOVEFIRITFIC IS BIEOSIERISIC & 5 BIERSN B b b, B IS
EH AN D D, AAORG PROLRGHIIT, BEOBRE AT, RENRE
D BTG AITIE, BB L HGUTIE U B 2 ik & B8 & FF oAl & L Col
GBI AT, BEOGRIESURIC £ B BIEMSEDN D WAL, BRI
AN DR E ORI AT O WERD B,



3. FEIR RS
PD-L1 M OUIBRARE 72 AT « B3 O FE/ N B e O A GREF I B A 247 - 72 3= 72 BR PRk
BROAEE =T,

[H2hE]
OE B IR FHMFEFER (KEYNOTE-024 #A5)
{LEHRIERE D 720 EGFR &1 1A B et | ALK @A 8 1-Fatt ) O PD-L1 Btk (PD-L1
Z R USRS 5O 5 EIE (LLF TTPS] WV 9,) =50%)  DYIRARRE /R ST -
FE O/ Nt BE (305 B, HAN 40 Bla2&Te) Zxt8ic, AH 200 mg 3 i [
kR G- OF MR VLMD, 77 FFRH %2 5 OEER by RiE (LUF Tsoc) &
WO ,) XL L TRET ST, 7ol BEEHE CHRABMEITRFRO b IGEIC, B
FBAETT 2 /R TER 3 ER D B R W DR IIC R E L T % B Tk, RIEILLRE O {4
FHAM TR BHEIT RO DI D FTARBI OG- 2 ki 5 Z L B REE L I, EEEH
T H I3 A (LU TPFS) &9 ) | RIREHIEE B X247 (LR ToS)
LWV, &I, KANTT T F A A Gk RiE L iR LT, PFS, KTNOS (H
FfEdT) A BICHER LT,

koo uR=A U & L CRBEIRGEAGE STV D PD-LI THC 22C3 pharmDx [ =) % WV CH

Hshiz,

100 =

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

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

ZFA200mg Q3W 154 104 89 44 22 3
TIFTEAEROEERE 157 99 70 18 9 1 0

o) I 3 D PRS O iR IE O Kaplan-Meier it (PD-L1B57E (=50%) o BEER])

-1



100 ‘:\x‘x\q

90
80 | .
707 ey
—— H
2 60 - Wy,
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
TSFFERREUIEEEE 151 123 106 64 34 7 1 0

OSD HIFIfEHTIRF O Kaplan-Meier i (PD-L15ME (=250%) O BEHERM)

OQE B[R 1 /MAEFRER (KEYNOTE-010 #%5%)
75 FF UK B G e FRIERET 2 A9 % PD-L1 BB (TPS=1%) ? O UIFRAGE 72 AT -
MR OIENIEE RS (1,033 6, BARAN I flxEte) ZX5RIC, AHK 2 mgkg 3 #H
MR 5K O 10 mg/kg 3 BB RIREE G OfF L OVZerEn, e kK
(LLF TDOC) &vv9,) ZxfE LTSz, 2k, BN CTREET R
ST ET BT 2 R TIEIR DS F8 O B IR W EDRRRMICZE LT D BE TIL,
WK B1LARE O AL CHREBET AR O b d £ TAFI OB Gkt lig & Sz, FE
FFHTE H 1% OS XY PFS & &31, AANL DOC & H#i LT, OS Z A EICHER Lz,
*] : EGFR #1574 BIGME UE ALK @& BB T EOBE Tk, 77 78R 2 STk EIc L 5
TRIEREIC N 2. FZF 3 EGFR BLEMEN X% ALK FHEEVEM 2489 2 FuUEMIEEANIC X % 1A
AT D BENEHAN BN,
#2 : PD-L1 IHC 22C3 pharmDx [# =] OFEX v M2 HWTHRAE I,



100 =
90 - \ ——— Z# 2 mg/kg Q3W
80 #710mg/kg Q3W
70 — FegFti
£ 60
## 50 -
ﬁ 40 ] " \Hu o emn v
30
20 RN
101
[
0 5 10 15 20 25
at risk# 7N L]
FH& 2mg/kg Q3W 344 259 115 49 12 0
FHI10mg/kg Q3W 346 255 124 56 6 0
rFEIFEIL 343 212 79 33 1 0

0S DEHSENTRF D Kaplan-Meier #hift (PD-L1 M (=1%) OBEHEH)

[Z241E]

DIEIBE I (R 5 AR SR (KEYNOTE-024 #5#%)

HEERIIAFIEE 148/154 B (96.1%) KT SOC & 145/150 1] (96.7%) 1Z788 B,
IR & OREBRDGE CERWVAFERIL., £N0E 113/154 i (73.4%) K
135/150 f51 (90.0%) (2R BTz, WITIDORETHRIRN 5% EOREIWERAIX FED
LBV ThoT,

WAL DORETIEBLERD 5%LL EORITEM (2R e G485 )

socC B (%)
PT AHIRE SOC B
(MedDRA ver.19.0) 15445 15041
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)
H BRI E 1 (0.6) 0 8 (5.3) 2 (1.3)
I P ERIE A E 1 (0.6) 0 34 (22.7) 20 (13.3)
MR E 0 0 17 (11.3) 8 (5.3)
Py s e 5
R b RE U 11 (7.1) 0 0 0
FRDR B RE AR T i 12 (7.8) 0 1 0.7) 0
I
(G 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
RS 4 (2.6) 0 18 (12.0) 2 (1.3)



A 4 (2.6) 1 (0.6) 30 (20.0) 1 (0.7)
—i% - EHFEER 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 IRIEK 1 (0.6) 0 9 (6.0) 0

FEEN 16 (10.4) 0 8 (5.3) 0
R AR AL

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

#m

T ARG X BT 8 (5.2) 2 (1.3) 5 (3.3) 0
/)T URAT =

Z —E

mhr7vr7F=y 3 1.9) 0 15 (10.0) 1 0.7)
#m

i RS 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

BARBOR 14 ©.1) 0 39 (26.0) 4 2.7
I SRV PNl 1 0.6) 0 9 (6.0) 0

SiEE
B R L UG A LRk

ESIEiNG 13 (8.4) 0 4 2.7) 0
TR RIEE

S 1 (0.6) 0 15 (10.0) 0
Ktk =2 —m 3 2 (1.3) 0 9 (6.0) 1 0.7)
F—
MR aR . MEhds X OEhm ks

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

B 0 0 12 (8.0) 0

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

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

395 11 (7.1) 1 (0.6) 3 (2.0) 0

7pB. AFIEECRVEMENZEEIL 9 B (5.8%) . KBS « HEO FHIE 8 il (5.2%) .
MREREE (7 v« NU—IEBERESE) X261 (1.3%) | JIFBEREREE X 22 f1 (14.3%)
RSP L 21 151 (13.6%) . T EE(REEREREE 1T 161 (0.6%) . 1 BUBEIRIAIZ 1 41
(0.6%) . BHEREREE (R MEMERERE) X161 (0.6%) . BERIT 16 (0.6%) .
% « REBUGRMAEIEIZ 1 1] (0.6%) K O infusion reaction 1% 5 i (3.2%) TiRs L7z,
T, BEORERE (REMHBEIMEGREEE, AR, FRRIES) | BIEHiEREE,
HIEA I IE, MK - BEEK, 58 R M OLHRITBO o7z,

OIE BEIE[F 2 1/ MFHEER  (KEYNOTE-010 #5#%)

HEFERIT 2 mgkg Q3W £f 331/339 f31] (97.6%) . 10 mg/kg Q3W & 330/343 51| (96.2%)
JOYDOC #£ 297/309 i (96.1%) 12788 B, {RBRIK L ORI REBMERNGE TX WA E
FRIT, TNTN 215339 61 (63.4%) . 226/343 Bl (65.9%) KX 251/309 1] (81.2%)
IR BTz, WT N DORETIELERD 5% LL EORIWERIZTED LB TH o7,



WP ORETHRILRD 5% LORIWER (LT S4EH)

socC BilEx (%)

PT 2 mg/kg Q3W Hf 10 mg/kg Q3W & DOC #f
(MedDRA ver.18.0) 33943 34343 3094

4 Grade Grade3Ll 4 Grade Grade3lll: 4 Grade Grade3ll L

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

2 1fl 10 29 3 (09 14 @1) 1 (03) 40 (129 5 (1.6

I FR BRI 1 (0.3) 0 1 (03) 0 44 (142) 38 (12.3)
R A

PR 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 (139 3 (1.0)

Mg - 12 (3.5) 0 13 (38 1 (03) 24 (7.8) 2 (0.6
—f - EEEER X OG0 RRE

I RE 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

AR PET 5 (15 0 4 (1.2 0 21 (6.8) 0

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

I HER B D 0 0 2 (0.6) 0 24 (71.8) 19 (6.1)

M i R 0 0 3 (0.9) 0 16 (52) 10 (3.2)
Rk L Ok hEE

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

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

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

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

R = 2 —m RF— 2 (0.6) 0 3 (0.9 0 28 (9.1) 1 (0.3)
BEECTE 3 (0.9) 0 3 (0.9) 0 17 (5.5) 0
&R KOV T AR &

R E 3 (0.9 0 2 (0.6) 0 101 (32.7) 2 (0.6)

Z 9 25 (74) 0 32 (9.3) 0 5 (16) 1 (03)
it 29 8.6) 1 (03) 44 (128) 1 (03) 14 (4.5 0

723, 2 mg/kg QAW BE TN 10 mg/kg Q3W #ETEAVEAL, MIEMEMZE B 15 B (4.4%)
KON 14 6] (4.1%) . KIG% - BEO FFIL S F (1.5%) L2861 (0.6%) . HEDFKZ
bR (R RS Rt . ZIALEE, JERIEIEEE) (3161 (0.3%) KOV 61 (0.3%) .
MRREE (X7 « NU—JEBEREE) 132 B (0.6%) &3 6l (0.9%) . HFHERERSE
1323 f51] (6.8%) K TR 22 il (6.4%) . FR IS RERE 13 32 151] (9.4%) KX T 35 #1] (10.2%) .
TEAHEEREEX 161 (0.3%) KOV B (0.3%) . BIEHEEEREEIX 261 (0.6%) KUV
B (0.3%) . 1 BRI 161 (0.3%) KON2 61 (0.6%) . BHHEGEREE (JRAIE MEME
A 1T 46 (1.2%) KO0 B, BERIZ 1B (0.3%) MO0 B, fhge - RO Rz
JEIX 1 B (0.3%) M TONO0 f, infusion reaction (% 2 5 (0.6%) K OY6 B (1.7%) TidH
BTz, Flo, BEIEMEIAE, MK - BEIREK, 5E 5 BEREOLHRITERD Hiviero
776



4. FigRlZ 2O\ T

HGRGMEE LCEAGERE (BFFRE) Nt o Tns Z e, YikiE #Ey)
IZHECE DX CHOIMENDH D, T DO LT, AFNOEG- Ny 72 85 =20 - 55 E
L, AFNO®EEIZ L0 EEZLRRBIEAZ BB LUZBRICHINT 5 2 EnnEBa7zoH, Lo
DO~@DFT_XTE - THRICBWTHEHT 2 XETH 5D,

O MEXIZDOWT

O-1 TRED (1) ~ (5) ONWTNNITHEYT LR THDH Z L,

(1) JEAETERENEET 203 A2 OB LIRS (B E T IR0 A2 E L SR P
a2 A2 FE IS ML RUR T, MU S USRI &) (A 28 4F 10 A 1 HFEAA -
427 k)

(2) FrErERERbE (PR 28 429 A 1 HHEFAL @ 84 filigk)

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

(4) I RALFFIEE A2 FRE L, AR RIEINE 1 USSR AL REIEIN R 2 O fsk 57
AR DR AT > TV D fiex (I&zﬂ?rﬁlaﬁﬁ.2$8m

(5) PUEMEREE AL & BN R O ek BT R D 21T > TV D ek (ERK 27 4 7
H 1 HRFA : 1284 figk

-2 iR DAL E KL ORI 1’ﬁﬁﬁ§%§fﬁﬁ#®ﬂﬁi TGy Tk &R BR A FF O EAD (FR D
WFNICRE S T D IERN) 23, B2 R OARANCE T HEROEEE L L TRESH
TWbZ &,

*

o [ERNEFFEISH 2 FEOWIIANHE 28 T L7112 SHELLED D ATRE D BERNHE 217
STWNWAHIZ L, 96, 24D BIX, NARYEEZ L UBRESESOMHE 21T
TpoTWAZ L,

o [ERIGFFEUEE 2FOWNHE 2 T L72RIZ 4 4FE UL EDORRREBRZH L TW\WbH
Lo 9B, 3AELDL IR, il 00 A SRR B S T MR R S OB IRHE 217 > T
WahZ L,

@ BENOEFRFHRE ORI ONT

RIS IE B B E T D BMEA N E S b, SRR O offmE 0, Ak - wa
P ETZ%E’J & %E(@”Sf_ﬁ'é&()\[:ﬁﬂﬁ%? T DGR, AEFRNRBLE LG EOWEHE
B, FEREROITIT OISR > TN D Z &,




@ FIEH~DORHRIZ2OWT

-1 fsR ARSIz B3 5 Eif

WV PERR R D B AR RIEA R A LT-BRIC, 24 BRRIZZIRIEHIO T, Mgk 3
BRI IS BT, FH L ZBIWERICS U CABSEHL O CT 45 0 BIVE ] D8RI M3
IR DOFER Y B RIS S, BB ATREAR R 23 > T b 2 by

©@-2 EFNEEHICL DHEEFSHCICET 5 EH:

AR D MR e ik L O e 2 A T 2 IR IEFEPEWERA =42V v 7%
GOTTIROARA TV —=0 7 2TV EIRIE & HZ LA TE 5 F— L EFREH] D35
ENTWVWDZ &, B, BIHAHEIZOWT, BDABRE EZOFRICHSIZEmESh T
HT k.

@-3 BITEHDOZWrCx T LT

BIEA (RIEMEMEEIIN A, KIBK - BEO TR, FHERE ., BElEE (REE
FIEMERE RS, WoWRES (TERAERERET ., FAIRRESRERES, RIBHEREE) . 1
FERIG, 58 DM, fhdk - BESCRARIE , EJe ., B DRI (R JRRb AR SE i |
ZIALEE, $AKIEIESE) . infusion reaction, JM7% « BlMBISc, HAEMNME /)0, FPRREE (%
T2 NU—JEGEREEE) | DFHREE) ITxF LT, YRk ek ST B e B o B P A
B 5 ERMEEE L (BIEHOBZRCRHNICE L TRE L O EEZ T 6N 581 H
52 L) . BEHICHETRAENTE DEHINESTNWDL &,

10



5. BGxIBLbEHE

[Zcpt]

O FRICHEYT B BHE IOV TIIARIOR GAERE SHTNS 2 Enb, 5 51T

Dz &,
o ARANDRSITR LiBBUE DBEER O & 5 BE
o IR L CW A AFEME D B S BE

@ BFERTOFHHIZBW T RIS Y T 5 B IOV TE, AR O GIIHELE I 200

D, ADOIRFIBIIE D R WIGEIZIRY | HEICARZMHEHT L2 L 2BETE D,

o MEMMREREOSHUITEDH 2 BH

o B EE R A CRE R 258 2 B K ONE B M 0 F S i st 2% <0 R g M fiti 2%
LD RIEMEZALA B D B

o HOMEBEBROAD, XUXEMERZE L IIHFREMEO B CREEEDOBHER D
b5 BHE

*  ECOG Performance Status 3-4 Vo f#

(f5htE]

D FROBREICBD AR ORI STV D,

o ALFRRIEMEO 2 EGFR B FAREME, ALK e 8{= 1R &R T PD-LI
Bt (TPS=50%) DOUIBRARRE/RMELST « FHR OIE/ N i B

o T IFTRAE S TIRIEE 2 A 5 PD-L1 B (TPS=1%) DOYIERANEEZR
LT - RO/ NRMEEE (723, EGFR #ia A REME L ALK @a
B FBPEDBE TIL, £ EGFR 1 v 0 —EIHERIXIT ALK F
0 r X —BEROIGEEE AT 5 BE)

72k, TPSIFRALAT R Y XA~ (Binff#aiz) Oz =4 2ZWE (ke :

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

@ TFREICRZNU T 2 BB T D AR OB G L O TIEZ W TIE, AFIOAZPEN

LS TE LT, AAORGXZRE 2B,
o iR HIENLITRE,
o fhoHUEMEIELA L OO,

D BECOG @ Performance Status (PS)

Score T
0 A R IEB T 5, FIRATE R U R EAIENHIRR <1T2 5,
1 RAERANZIR LUNEBNTHIR S 223, BITAMHE T, BAEESE > TOMEEIIITO 2N TE D,
B BOEE, FHBIEE
2 BATRRETH D OHOEID O Z LI X TRREZEAMEEIZTE RV, HHO 50%LL Hig~y RATIRIT,
3 [RONTHGOHDEIY D L LATERY, HHD 50%L, EE Xy R+ TiI g,
4 ELET RV, BOOFORIY OZ Li3eL TERY, BRIy KT Tl 1,

11




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

WD =75 %L E. X1 ECOG Performance Status 2 "V O HEE TlE, 4 3 HRHUE

Al (FEZFELVE) OBRFRENHREINTEY . 77 F T WF 0L HHESEEX

RWTeHfEH SR WTr—2A0 b 5, (WFHRIERZAGT 2 BFMERT 2546, 7

7 FFRFNOFHEHREA 2 & B 3 HAPUEAI A CORREL 6T 5 BE 2B
T, AFOFEZEETE 5,

12



6. BHICEEL CHHETREHHE

O IRASCEFITNZ, BERGEES D IRAET 2 ERFME T -D & ARHF O FeME K OV E 4
DT OIZ B HE T L TR 5 2 &,

@ JRWBAGAICIENL D . B UXE OFIECHE MR a2 ot L, FE 215
ThoRETHZ L,

@ FERBMEHO~RT AL MZONT

MEMEREER S 5D Z ENBH LD T, KRN EGIZHT- > TiL, WIHHE
K (BT, PR REE, MEWkE) O OMaE X fiid o Fhiss, #las +
FATH 2k, Flo, RIS U THES CT, My~ — I —%F DA% I3
5k,

infusion reaction 23 & H L5 Z £ 3% 5, infusion reaction 237D LIV AT
(X, WOREZIT O & &I, FERAEE T 5 £ TREOREBL +01c8l%
T5HZ L,

FORIEREREE 2N b H oD Z &3 H 5 D T, AFI O 5B MaRT R O 511
HTE IR ORI RE R A (TSH., %R T3, 078 T4 S ORE) 2 EfT 5
&,

FREREREE DN S © b Z &N 5 DT, AK| OB 5B bAw1 M O 58k ix
EHIRNHTFRERER A (AST. ALT. y-GTP, Al-P, B U L E L ZEDOHIE) % i
T5HI L,

SEIEE (R I EBHREARZET) FOERERIREENH Hbis
ZEWHDHOT, EMNCIROBRFEOFEEZMERT 52 &, £72, IROEFEN
RO BTG EITIT, HONCEREEZZZ2 T2 L BELIEET HZ &,
AHNOBGIZ LV | BEORE ISR T 5 &35 2 B Dk~ 7R B E
DHLONDZ EnbD, BENHEOLNTHAEITIE, BELLEFERITS U
BRI 70 il & AR A B OBl & s U ClE bl 2 8 R W 247V W EE oS
FOSZ & 2 BWER R B 25561213 RFIORFESI IR, K ORI EE A
WEVRIOBRGEZEZRTH L, B, MIBRERLVEOREIZEVEIE
HOYUGENFRD B2 WIGEIZIE, B EE AR VE LSOl oE
LEETDHZ L,

BeHHET %, BRI S8 AR U T LEWERANEET L ZERH D729,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 AR (BIE | AU IRIB 2 &) 23 bbb, FERBMES F 73 R—v R
WZELHZERHLHLOT, Ag, Bl RMHFEOER OB MAEED F&-I2+
TEETDHZ &, 1 BBERBEN RN =S IITEGEZ I L, AR 8
H OGO R LEZ1TH Z &,

@ AHOFRRBRIZINT, &E5HGD 9M A, THLRET, BE5EGG 1 4H
(33 BIRGHT Z & ICHDEDRE 21T > TV Z & 2B FIT, AAIEREGHITE

L

CHBRRAE CHROMWEREZITH Z L,

13



RIS 4

i HAEE T A K7 A
NaTvrl) A7 (EiaFHEEERZ)
(R5E% : %A | b— & STHHE 20 mg, %A F/b— & S HFE 100 mg)
~ P R~

k2 92 A
R TEA



ER/N

S o

XL HIZ
AHNOFFE, ERET
i IR AR

JEER 2D T
BHXG L 70 D A

BOICE L TRHET & HIHA

P2
P3
P4
P10
P12
P13



1. ZU®HIC
G OF N - BEMEOMROT-DIZIT, U SIESICES W @ e 2 kK
BND, S5, IHEOREEMOMEAIC L0 | FURESR S 72 & OFHH 72 5 LA E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y BRFEMBOEE & O AR EE 2016 O 28 456 A 2 H MiERE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVE ST ESR T, KB ERASCL 2T 0 7 7 A VRBEE O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIRMOBEZMLZIT 5 2 ERHIFF SN EBFIC LTERT 5 & & bic, mIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

LTeRoT, KAA RTA 2Tl BIFRERLC I E TIZE LTV A EFIEFR -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE N ERER SR, A FEABAR
BRI 7o . — A EE N B ARBRIR NEHE S K OA A FIE N B AR ER 2 O W)
Db EAER LT,

RG L 7 HERN - ¥ A b —FSEHTE 20 mg. ¥4 F—ZSEHTE 100 mg (—
W4 - a7 vl X~ (Gl R L))

KR EBDEIRE - ARG OIRAR B 7 AN B A E

REERDMEROHE @, AKX, a7 r ) X~7 (GBiaiz) LT, 1
[l 2mg/kg (AREE) % 3 MR T 30 /AT TRilfsEd 2,

o3& IR 58 ¥ #F : MSD Bt




2. KRANIOFHE. 1ERET

XA hL—F s ERFE 20 mg XN 100 mg (—i%4 : AT v U X~ (GRS
Z). AR TARHF &vv9,) 1%, PD-1 (programmed cell death-1) £ZD VU H> R TH
% PD-L1 L O'PD-L2 & Of A EHAET 5. 8 MbigGs £/ 7 0 —F AFULTH 5,

PD-1 f&H& 1T T HA 0 BEARBSEAE 2> & 8 D 72 O3 AR AN FI A 9 2 T2 7 s e il i
AA »F T, PD-1 1%, BEEZRREBIZEOTEER T MlaoMRmcEE L, 3%
P2 B % B Lo AR B ST Rl 72 (0 RS & I 2, 3705, PD-1 13V T REfs
AT HILICEVPURZERIZL D V7T VBEZEEAICHET 225K TH 5, PD-LI
DEFHEMICIB T H2RIUTDLT N THLIN . Z< ONAMBTIE T MROME 282 5
I EBBENCRBLL TV D, BAMIIEICET D PD-L1 OFEFIIL, BHIIE, W,
JEAEE . IRELE . FE/ NIRRT S O 2 2R AU TTHRARK T TH Y | IRWVEFE L
OFEBIMEDHE STV D,

BEO N A DGR T# & PD-L1 FEOFEINED S PD-1 & PD-L1 O ITELS O
T AR BV CHE 2B E 2 ) Z EAURBINTEY i BNAIRBEOEN L L
THIFfF STV 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Ofi U > RO EREST 52 &2k v, g
W NBREE T D B A IS EME T U 7 SER A TE M L & & HUE S )% & FEME L
52 & THIERG R 2T D,

ANV =5 < SBIE DRI & 5 BIER S &b, TR LS
EDFREMEN H D, AAIOEGH RO GHITIT, BEHEOBIEZ H0IXATV, BFH DR
i BAVIE B T L 65 L= RIS U7 B 2 K0k & R FE LRI & St L i
BI85 AW 24T\ IR DR RS K D BITER DN s 2 56121, BIRRE RV
B HIOB BE DR LB %17 5 LER B B,



3. FEIR R
FRIG U BRASHE 72 M HL A0 B 0D KGRI (2 BTG 247 o 72 E 72 BRI R BR O iliis & 7 1,

(B 2]

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

{EFRERED 72N UFIA B Y Av T (BETHEEL) CLF eV AT E0n),)
EEERN2 LY A ETORTFRIERE 2 AT HRIGUIRAGE Ao i AR B 42 4]
(B NIRRT R 37 B) 28T, AK 2 mgke 3 EMMME (LLF TQ3W) L1»9,)
B G- OB V22D S 17z, 7B, BGEE TR EBET AR S D= HEIZ,
PRBHETT 2 /R JHER D358 8 B IR W DEFIRIIC R E L T 5 A T, IR BILARE O E
GRHE CRABIEITARD DD £ TAAIDO B G2/ 25 = LN ATRE & &z, RERT
MHIE B CTd 5 N [RECIST H A R A > 1.1 BUZHEES < dheflliE iz L 5 564:28%h (CR)
XITESYZER) (PR)] X, 24% (95%(EHEXE - 12~41) Th 7=,

@iEHE TAHRER (KEYNOTE-002 5-5#%)

A BV AT K DIREELY AT D2RIG VIR AR RE 72 B BAME B 2 21z, AH 2
mg/kg Q3W 5} TY 10 mg/kg Q3W 5% 5-D A% e VRN ALFRE (X vy
V. TEYOI R, IVKRTTFU RXTVEXRVIINR T TF o +R37 ) F2%
T, LUF TICC B LW 9H,) X E L CTRETENZ, 7ok, BEEHN TR AEET
IR HITZHAIC, BT 2 /R TIER SR BN R W ED R EE LTV 5 A
H CIEL RIEILAE O g EHG TREEITFED 5D £ TAKDER G Zfkid 5 Z &2
AIRE & Si7o, EEFHIE BIX AN (0S) K OMESEAFHIM (PFS) & 4.,
AFNILFHEE L LT, PFS 2 A HICER LT,

100
90 ] —— 3 2mg/kg Q3W
80 N ——— Z#10mg/kg QW
70 sk
& 60
ﬁ 50 §
# 40 -
30 §
20 ]
10 y
0 [P VG RTSS N ATH TR NTL VET0 FoT STy OU SVGT VS RTN RGN SR AL VRNV VE3 GO REIONST SNENTY FATE MU WESHS T ORsR ARG RO SO PR ame bR 1o by R dnsn TR RIR SYIE ERNITSIR TAT IS SEOO B3 TR ATY FATR AR NG 683,
0 3 6 9 12 15 18 21 24 27 30 33 36
at risk® SR (B
## 2mg/kg Q3W 180 131 95 70 61 11 0
##10mg/kg Q3W 181 138 99 79 67 12 0
e 179 115 80 60 48 9 0

0OS @ Kaplan-Meier Hi##
4



R (A]

at risk#

A& 2mg/kg Q3W 180 153 74 53 26 9 4
FAFI10mg/kg Q3W 181 158 82 55 39 15 5
{LSHeE 179 128 43 22 15 4 2

PFS @ Kaplan-Meier [

Q@ FEIFRER (KEYNOTE-006 #5R%)

AT AT TICLAIBEREO 2N IA BT AT EEERN 1 LI AL FE T
PRI 2 A9 DIRIRUIBRASRE 70 B A B R 2 5 5. ANA] 10 mgkg Q3W &5 K Y
10 mg/kg 2 AR (LLF TQ2W) W9 ,) BEOFEIWER L2, A B A+
ThEXRE UTREI SN, Zeds, BN CRBMEITHNRD DI SGAIC, HREET
R IR TR BV WEDERIRIIICZEE LT 5 B Tl K IBILLRE o BN <
PRIBHETTNRO LD £ TARAOR G Ak T 5 2 L AATRE & S, FERHGEE X
SAEFHM (LR ToS) W) ) KOEHEAGHIF (BLF [PFS) &\ )H,) &St
AFNIA Y AT LHEZ LT, OS X OVPFS A EICHER L7



at risk#

##10mg/kg QW 279 266 248 233 219 212
##10mg/kg Q3W 277 266 251

AEULRT

at risk#

FA10mg/kg Q2W 279
FA10mg/kg Q3W 277

AEULRT

100 -
90 1
80
70 7
& 60
B 50
{40
30
20
10

——— ZP10mg/kg QW
##10mg/kg Q3W
—_— AEULTT

M (A]

238 215 202

278 242 212 188 169 157 1

0OS @ Kaplan-Meier i

177 0
158 71 18 O

17 51 17 0

182 ] ’."' - e e 258 10mg/kg Q2W
80 ] 4 2 10mg/kg Q3W
g 70 - -_ — (PULTT
Bt 60 .,
ﬁ 50 ' .“.*.*.Hn..,\,m .
8 40 ey
& 30- Hyy
20 -_ L'-l
10 -1
0 T IR UMM MBI RN IR TT b
0 2 4 6 8 10 12 14
SNEREFEM (B]
231 147 98 49 7 2 0
235 133 95 53 7 1 1
278 186 88 42 18 2 0 0

PFS ¢ Kaplan-Meier i3



[Ze 2]
OEMNE I bR (KEYNOTE-041 #X5%)

AEFGIL, 41/42 6] (97.6%) (23D b, BRI & ORRBEBENEE TE WA
FLIL, 34/42 1] (81.0%) IZFRWD HALTZ, FEBLED 5%LL EOREWERIZT FERDO LBY T
HoT,

£ IEBRD 5% EORIER (a2 H)

B (%)
socC -

PT 2 mg/kg Q3WHE

(MedDRA ver.18.0) 42631
4=Grades Grades 3 UL |

EIEH 34 (81.0) 8 (19.0)
P IR

FOR IR RE AR T 4 9.5) 0 (0.0)
H ks

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

(=Y 5 (11.9) 0 (0.0)
R R A

TARTEXUVERT I ) T AT =T —EHIN 3 (7.1) 0 (0.0)

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

& D FEE 6 (14.3) 0 (0.0)

BEIR B B % 6 (14.3) 0 (0.0)

A BE 3 (7.1) 0 (0.0)

. RVEMENREE 1B (24%) « KIGR - EEO THI2 6 (4.8%) . ITEEREFREE 3
B (7.1%) . FEAAHERERRD 2 51 (4.8%) . FUIRIREEREREE 6 1 (14.3%) . infusion reaction
161 (24%) ROSE SR 1F] (24%) TROOLN, o, MfEEE (F72 - A
U—IEEREE) | BREREE URAMEMEEERE) | BIREE. | SR, EEO
FRGIEE (BRRIERRIEGRRE, ZI0HLEE, BRIEIESE) | R, Mk - BRUT RIAIE
HEAG S JIE, IR - BERER K VDA RITFE O b o7,

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

HEFERIT. 2 mgkg Q3W B 172/178 1 (96.6%) . 10 mg/kg Q3W A¥ 178/179 1 (99.4%)
M OVICC BE 167/171 6 (97.7%) (2588 Bl 1RBRIE & ORRBEFRNGE CE R WA E
FHT, TN 121/178 B (68.0%) . 133/179 i (74.3%) K O% 138/171 #i] (80.7%)
IZERO BT, WTNDORETHRILED 5% EORWERIZ TR LB Tho Tz,



F DT NDORETHEILED 5% LORIEM (e £AEH)

SOC Bi%x (%)

PT 2 mg/kg Q3WAE 10 mg/kg Q3WHE ICCEE

(MedDRA ver.18.0) 17841 17941 171451
4=Grades Grades 324 L 4 Grades Grades 3L4 & 4 Grades Grades 324 F

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

2L 5 28 1 (0.6) 7 39 0 0.0) 35 (205 9 (5.3)

i BRI 0 00) 0 (0.0) 0 (00 0 (0.0) 14 (82 6 (3.5)

I HRER R E 1 0.6) 0 (0.0 1 0.6) 0 (0.0) 14 (82 6 (3.5)

i /IR 2 a1y o (0.0) 1 0.6) 1 (0.6) 16 (94 4 (2.3)
P IR

R B R T 9 G 0 (0.0) 13 (73 0 (0.0) 0 0.0 0 (0.0)
H ks

(E 5 28 0 (0.0) 9 (500 0 (0.0) 14 (82 0 (0.0

T 15 @84 0 (0.0) 19  (10.6) 2 (1.1) 14 (82 3 (1.8)

RITIN 8 45 0 (0.0) 16 (89 1 (0.6) 56 (327) 4 (2.3)

Mgk - 2 1y 1 (0.6) 10 (6) 1 0.6) 26 (152) 4 (2.3)

—f% - BEEEL L OB GEMORE

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

97 40 (225 2 (1.1) 52 (29.1) 1 (0.6) 62 (363) 8 4.7)

TEEN 6 B4 0 (0.0) 11 (1) 0 (0.0) 8 @.7) 1 (0.6)
R AT

W2 el % 0 0.0 0 (0.0 1 0.6) 0 (0.0) 13 (76) 5 (2.9)
B L OsegEE

RAKIRHE 8 45 0 (0.0) 17 (95 2 (1.1) 26 (152) 0 (0.0)
TS R d6 L O G kL e

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

5 PIR 9 G 2 (1.1) 7 39 0 (0.0) 10 (58 1 (0.6)
PR SR T

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

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

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

B2 L 9 G100 (0.0 9 5.0 0 (0.0) 2 12 o (0.0)

O FEE 37 (208) 0 0.0y 42 (235 0 (0.0) 6 35 0 (0.0)

2 21 (11.8) 0 (0.0) 18 (101) 0 (0.0) 8 @7n o (0.0)

BEIR IBIRE 5 5 (2.8) 1 (0.6) 10 (5.6 1 0.6) 0 0.0) 0 0.0

S M E B 10 (56) 0 (0.0) 9 (500 0 (0.0) 2 12 0 (0.0)

72%5.2 mg/kg Q3W BE 2 OV 10 mg/kg Q3W BEIZ BT, TV MM £ 161 (0.6%
KOV 4 ] (22%) . KK - HEO TH 161 (0.6%) L6 6] (3.4%) . fhfkfESE (¥
T Ve N L—IEEREE) 2 451 (1.1%) Je OF 0 i AFRERERRE T 13 51 (7.3%) X OY 15 1] (8.4%) |
ROPRREREE  (RANE EMER R 16 (0.6%) KOV 6 (0.6%) . FEAHEERE |
B (0.6%) KO3 6] (1.7%) . FRIEEREREE 14 61 (7.9%) & OV 15 5] (8.4%) . infusion
reaction 2 il (1.1%) KO3 6 (1.7%) . BHEEOLGHEE (BEMEIREGREEE. ZIBAL
BE, BRBIES) 161 (0.6%) KOV1H] (0.6%) . FESR 11 (0.6%) KO0 B, EHAER
HESIE 0 BN 1 ] (0.6%) . AMZE - B 0 BTN 1 Bl (0.6%) | IEONTSE D
RKOBIEO2H] (1.1%) TRO LI, £z, BIREE, 1 ABERRE, 52 - UHRE
PRE S VDA RITERD BV o T2,

)



@SB AEFRER (KEYNOTE-006 #5k)

HEFELRIT 10 mgkg Q3W #£264/277 1511 (95.3%) . 10 mg/kg Q2W #f 275/278 11 (98.9%)
SO IPLE 239/256 5] (93.4%) 1Z388 B L, 1RBEE & ORIRBEMRA G E TE WA ESE
BUE. FREN 202277 61 (72.9%) . 221/278 %Il (79.5%) K O 187/256 5] (73.0%) (2
BOBITZ, WTINORETHILEN 5% EORIERIZTRO LB THoTz,

£ OPROORETRBLEN 5% LORIWER (2N o G E )

SOC
PT

(MedDRA ver.18.0)

B (%)

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

4=Grades Grades 324 F “4Grades Grades3LL k- 4=Grades Grades 324 E

EIEH 202 (72.9) 28  (10.1) 221 (79.5) 37 (133) 187 (73.0) 51  (19.9)
P WAk
R R B RETTHERE 7 25 0 (0.0) 17 (61 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)
BIGEE
JiE 5 (1.8 0 00) 10 (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)
A PN Rz 11 4.0 0 00) 20 (72) 0 (0.0) 1 04 0 (0.0)
L 31 112 1 (04) 28 (101) 0 (00) 22 (86 1 0.4)
M - 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)
BRI KR AT
TARTGEURT I ) T AT 2T —BHIN 6 22 1 04 14 (500 0 (0.0 6 (23 2 (0.8)
R L O REE
RARR 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)
777 P JE 6 22 0 (0.0 19 (68 1 0.4) 5 2.0 1 0.4)
eI $ KO FHLRkREE
Z O 39 (141 0 00) 40 (144 0 0.0) 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 A} TV 10 mg/kg Q2W FEIZ U TEALZ AL, R M 2 4 41 (1.4%)
KON B (04%) . KBS « BEO FHI10 6] (3.6%) KON 13 i (4.7%) . FhRepEE
(F T2« NU—EEREE) 261 (0.7%) KO0 F1, FFHERERESE 14 61 (5.1%) K&UM23
B (8.3%) . BHEREREE (RMEMEMEEXE) 26 (0.7%) LK1 6] (04%) . T
REEREREE 161 (0.4%) KOV 161 (0.4%) . FUIRBEREFETE 28 #1 (10.1%) MK U*33 fi
(11.9%) . RIFEFEE 161 (0.4%) K261 (0.7%) . infusion reaction 7 ] (2.5%) &
O 561 (1.8%) 1 BURESRSP 16511 (0.4%) KONO B, EFED R MR (B R IRARE
B, ZIALBE, FERIEIESE) 0 IR OV 1 ] (0.4%) . BEHR 161 (0.4%) KO8 1 #1] (0.4%)
e - BERUTRRIE 1 61 (0.4%) MOV 0 B, Aegk - BlE%K 0 BT 1 61 (0.4%) |
CICSE IR 3B (1.1%) KOV 1 B (0.4%) TR BT, £7o. FEIEMREE M
WD RITED Lo,



4. JERIZOWT
KBS & L THRERE (2FFHE) PNt oiTnd 2 b, Yikiih 2y
IZEMTE D CTHOIMLEND D, =D LT, RE OG0 72 BFH 2 2W - K€
L. AFIOEHIC X 0 BEZREWERZ 3B LIZBRICHIGT 2 2 E RN E e, LT
DO~@DT R TEMITHRICB W THERT I XETH D,

O {4 1ANE

O-1 Fio (1) ~ (5) VTIPS T HMEETHDH Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
HUIB S AR B EEBL R T, Hlss AU 7R &) (CERK 28 42 10 A 1 HIREAL
427 fiEF%)

@)%E%%ﬁﬁ(ﬁ&m&@ﬂlaﬁﬁ-mm%

(3) HARENTERENFDGE T D 03 VB ROEEERRT (D3 ARSI HER EIRPT, 03 A2
W IEBE, D3 AR EEHERE T e &)

(4) IRACFIIEE AT %L,%%m%%&m%1Xi%%m%$&m 2 Dt % L E
(AR DR 21T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) #ﬁriﬁéfﬁlﬂﬁﬁﬁm%mm HHMEIAR D M AT > TV D litiax Rk 27 4 7
A1 BEER ;1284 Jiigk

-2 MR ANEO L FHRIE K ORIERFEBURE Ot IS 400 70 5k & B8R 4 KO BE AT
(FRONWTINITEEY T DERM) 2, BEZEROARFICET 2 IREOEME L LT
FlE SN Tnb 2L,

*

o [ERFFEUSE 2 FEOPMIAHE AT LI2%IC 5 ELL L0 ATRIEDEERIHE %
[THoTWABZ L, 96, 2 FEL FiT, BDAEYEEAF L L-BIRIER S OHE
AT > TWA I L,

o [ERRFFITR 2 EOMHNME 24 T L7212 5 LA L oo B ENE G2 IR O i
KR AZA LT\ DH T &,

@ BENOEIESEHAE FE ORI DT

EE M ERE P E T 2 LA N EE S, BERAE O OFmE D, Aot - 242
P i%MM$@£@&UE%$:ﬂ#é%ﬁ%ﬁ«ﬁ%%%ﬁ%@bk%ﬁ@ﬁ%%
B, SEREONITONDIRHNE S TV D Z L,

10




@  RBIEHA~DOXRISIZONT

@-1 EIYEMIZEELRE OIS RHN B4 2 A

FIE MRS OEE R BIMEMAARA LB, 24 FFRZIRIAHI O T, Y%tk 3T
HHEERIER TN T, FHL L2 EIWERNCIS U T ABRE B O CT S5 O EIWEH OSN3
IRRRAEDORE R BRI D I, EHISH R ATRERIRHI 2 > T o Z &,

@-2 EFEMEEEICL D2 EEFLISICET 5 B4

DA 0 D MR e ik kL O e 2 A T 2 IRIRIEFEPEWERA =4V v 7%
GO TIROARA T J—=0 7 2TV EIRIE & 1FHEZ LA TE 5 F— LS D35
ENTWDZ &, B, BIHAHEIZOWT, BDABRE EZOFRICHSIZEmEShTn
HT k.

@-3 BIEHOZWr-CRHIGSIZEE LT

AUWER (FEMEMREEIINZ . RIBZ - BEO T, IS, BERES (RME
BB RE) | WowkEs (FEAEREREE ., RURIMEREREE . BIEMEREREE) | 1
BIBEIRI . 5 E D MRS, Wk - BRRCRIARIE , AR . BEFE O BOMRRTE (B R R RRIE fo
B, ZIPRLBE, B RJIES) | infusion reaction, AM#E - HREEZS, FSEMGMEAE, fiikkE

f

i
HF(FT 2 NUEBRREE) | DFHRE) LT, Makh e ST BRE R RS o B
PPtz A9 5 ERT & U (BITE OZBreHSIcBE L THRER U R 22T b 5 5%k
HcH o2 L) | EHIHEYRLEN TE DEHNE->TND Z &,
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5. BGxIBLbEHE
[ 224k

@

@

TRUCZE T DEBE IOV TIAFORENEER L SN TWD Z Lnb, 5217

F oA ARG
o ARHNDORSTI R UIBBUE DRBEERE D & 5 B
o T IR LT WA RREME D B B HRE

TRIERTOFHMIC BV T FRUCER S T 2 BFIZ OV T AAIOEEITHERE S ey

N, MOIREEGEIRIE AR WIGEICIRY | HEICAKIZHEHT 2 2L 2BETE 5,

o [HEMIMEROAEIUIBED S 2 BHE

o iR A CRIE R 258 0 5 B K ONH BN 0 Ji S B Ati g ¢ <0 f e 14 il £
ORI RIEMEEA LN A DD BHE

o BOREREDOEDE UTEMER R L SO B SR KB OBEERE D

» 5D EE
e ECOG Performance Status 3-4 ™V o B3

(fhtE]

@

{LFEFRIEE D 72 W BFE S O FFRIERE O & 5 BB IR W TARRIOHIEN R S h

Tb\éo

728, BRAF B FARZAT HBEEITBWTIL, BRAF HEAIC L A21EE L EE

T5Z L,

TRUICEZ Y T D AAN OG- K O FIEIZ DWW T, RAIOFEIER LS TS

59, AR GRIG L 725720,
o iR HIENLITRIE,
o fhOPUEMEREES & OOF,

D ECOG @ Performance Status (PS)

Score

P—
EFR

0

< MR LEBTE 5, BT E F U HEAESHIRZR <ATA2 2,

1

PRRNCE LUVEBNIHIR S 225, BATATRE T, BAESEEE > TOMEKEITIT O LN TE 5,
Bl DGR, EEEE

BATARETH S OF DEIY O Z 2 13T X THEEEAMEEILITE 2\, HF D 50%LL i3~ R4t

2 | @,
3 RBoNTZESOHEOEY OZ L LHTERY, BFRO 0% EE Xy R+ TiEZd,
4 ELENT RV, HHOOHEOEY DZ 213 TERY, BRIy REF Tl 4,
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6. BHICEEL CHHETREHHE

O IRASCEFITINZ, BEERGEES D IRAET 2 BRSO & ARHF O FeME K OV E 4
RO 7= DI B w2 B L Co bR« 2 L,

IRIEBRAAIC N D | BB LT OFRICA MR Otz -+ L, RE %5
ThoEETHZ L,

FREWEH O~ R T AL MZDWNT

@

®

WEMEMREN D 5o b Z N D DT, RKFOFGIZH = - Tid, WIHIE
W CEGAv, PEVLIREE, Wnkas) Offess M Ot X fii s O Eha s, Blggs +
FIATH Z &, Fiz. BEIS U THE CT, i~ —0 —%FOMA % Fhd
HZ ok,

infusion reaction 23&% H 115 Z & 3% 5, infusion reaction 23a & HALTZIHE T
(X, EYRALE AT O &b, ERAEIET S E TREOREE 0B
THZ L,

FORBSRERE N S Do D Z L0 d D DT, AAIDFe 5Btk M OB 530
HIXEMIRO I R IR RERR A (TSH. R T3, W5RE T4 FOWE) 2 Ehid 5
ek,

FHSRERSE N b Db D Z &3 5 DT, ARAIO#5-BItART & O 5-3/ Hi
EHIRNHTRERER A (AST. ALT. y-GTP, Al-P, B U L E L ZEDOHIE) % Ll
THZ L,

SE IR (MERKEOILEBRRAEX 2 ET) FOEERIREEN S bbb
ZEWHHOT, EMNCIROBRFEOFELHERT 52 &, £72. IROEFEN
RO ONTHEITIEL, BWONICEFEEEZZ2T 5L BEFELRET L2 &,
AR OEHIZ XY | WEORPE ISR T 5 £ 3B 2 5Dk~ 7B E
NHLOLNDZERBHD, BENRDLNTHAICIE, BELEZFRIIE U
BEFR A 22 05k & RR R & RR O R AT & s U Cl bl 2 BRI W 2 17V SR ok
BOGIZ £ 2 BWER D3 B 2358121, ARIOWRESTH I, ORI RE A
WEVHIOBRGEEZZBETHZ L, B, BIRRERVE L OEEIZLYREIE
R OYEERFRD B WIGEIZIL, B BB AR VE LSO gz fill o8 0
HERET DL,

BG4 T, BEM 5D ARE L COLRIERANRET D 2R H 5720,
AR OBEHETHRIZBRWEMORBBUCH2ITHEET D 2 &,

1 BUEEPR I (BIE 1 BUBEIR I 2 & de) b b, BERWMES T v R—v &
ICEDZENRHLOT, Hig, B, EEEDIER OB EO EAIZ+
SEETDHZ L, | BRSNS EDN - GAIITEEEPIEL, AR Ul
HOBREEDFEE R UEZITH Z &,

AR ORI T, &GBE2D 3 » HUA, £ lIgIE, 5GP 1
R 6 WM Z & ATHEIIMEDRHG 21T > TW2 Z &L 2 2B, ARG I EHH
(R OMERZAT D 2 &
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