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RF M EOE R L DA T E 2016 (CERL 2846 A 2 HE@EIE) Ik
W EFMERSOMAOREIHEEZXL Z EREVIAENTZ L 2%
T CLEESR L A B L E R EF ISR T D o O ISR T A R
TFA LV EEKRTDHZEELELE,

S, =R~ T (B z) 8A (RE4 472 — R A ERE
20mg K ONE 100mg) RO AT o) X<7 (G z) fH (RGE4 -
XA ML— X ETEETE 20mg K OVE 100mg) (Z-DUNT . RNl I s I3
HRAMHEICK L CHEHTOBEOREFHZINGR L ~BIR4 0 LB KiEf#
HAHEET A RTA LT ELEDFELIZDOT, TOMHEHICY = - TIE,
RKHA RTA NAZHODNWTHEEIND KO EENOERMB L O ICx T
LM EBEWNLET,
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xEERHEET A FTA v
=hN~<7 (BaTi#x)
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1. IILBIC

RIS OF M  ZRMEOREROTZ DI, U SCEFICE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T BLE R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
ML 0o TR Y REMBLEE & S0 FARTT# 2016 Ak 28 426 A 2 A BFEERE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & &bl BIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eRo T, KAA RTA 2 TlE, BIFEREC 2L E TILHE BTV B EFIEFE -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ZR 2D/ b LR LT,

%G L I HEIEL A TV — R AR EHE 20 mg. A 7Y — R AR EHE 100 mg (— %4
=ARnN~7 GBIEH#Z))

KR ERDMEIRE  CIBRAREZRHELT - BRI DI/ INHI R e

WELRAMERONE « @E ., RAIIZ=RA L~ (BEFH#z) & LT, 1 [\ 3mgkg
(KHE) % 2 JEFFR CREFET 5,

B 3E IR 58 ¥ F  NEIRG TEEASHT




2. AFNORK. TERBF

7Y — R A ERE 20 mg/100 mg (—#k4 - =R~ T (Ela i), BLF R
A L0, 1, NS TERKSLE AL Ly 7 24 BT VAL s~ A Y —
A A7 AT (BMS) t1) 2BH% L7t bk PD-1 (Programmed cell death-1) (Z%f4 % & k
9G4 € ) 7 v —F VHURTH D,

PD-1 (%, 1&MEALL72 U o REk (T ML, B AL N F 2 7 0% 7 —T k) KOvVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUZHIEE 2 2
T IR T 2R AR TH D, PD-1IFHURIRRAIILIZIE BT 2 PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v i LT U v REROIEMAIREE %
BIZTFHRET L TW5d, PD-1 U 0 RIFHURE MBI B b O & 22 JEEHERRIZ T8 B
LTHY, EMERAMREEE) LU LB T D PD-LL DOIEBL LI DELF
HIM & OMICADOHBEBRN & 5 Z & HE I Tuws  (Cancer 2010; 116: 1757-66)
F 7o PR NE S CIXHRRE T AN EET DA v X —T =a > H >~ (IFN-y)
IZ& > T PD-L1 OFIANFHEE SN, BB L EEMAERIZI T 5 PD-L1 OFHL LI O
B E OMICEOMBEBERNH D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z 3R H S22 M, HURER M CD8 Bt T Hif
ORI EIE M 2 55 S 523, HLPD-LL Hifk TPD-1 & PD-L1 & DG & HET D &
Z OIS EIEENEIET D 2 EDNREN TS, HED Z LD PD-1/PD-1 U 7> R
U, 2N AFII S PUR R A 72 T IS D OB 2 [ D F O —D2 & LTEZ S
nTW5b,

ARFNL, SRR OFE R 6 PD-1 Offas K (PD-1 U 7 o RFEAREIR) IS/ A L.
PD-1 & PD-1 U W REDFREGEIMET S Z LICL Y DAHURR R T MlaoOEE
LR OD AR 3T 5 MRS TR A #3252 & CREM 2 PSS R 2 ~3 2
EMMHER STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B Ao & LT BRI A e L. A bk, Zat kOB R
iz,

ARANDVEFIRERAC IS < M O S RIS & B BHEM %238 5 b, TE I
EDAREMEDN & Do ARIOEGH RO GHITIT, BEHEOBIERZ H0IXATV, BE R
D BV AT, R U HEUTE U BEPH 2 ik & RBR & FE-O R Al & diE L Coll
BIZR BRI AT\, B OISR K 2 BRI R BEDN 2B, BIBRE R
U FI OB GO YR LE AT 5 LERD D,



3. ERPRRE
UIBRANHEZ2 AT - B OIE/INAEMRE O P B Rz R OSFER - ERCEE) OGRREZREAMN
24T o 1= BB RBR DR 2 =T,

(AzhE]
(R B B2RE)

OEWNE T HHRER (ONO-4538-05 #R)

77 FFRF e BT RERE 2 A 2 UIRARE R B B/ IV ST 3 O i 2 B
¥ (ECOG Performance Status 0 & T8 1) 35§ 2 %4212, AHI 3 mg/kg % 2 ¥ IS T
RIEFHE L7, RERHMEEE TH LR (RECIST A FT7A > L1 RICHES < ik
HIEIZ LD CR X PR) 13 25.7% (95%IEHHXIH] : 14.2~42.1%) Thot-, B, =+
ANCEEE L7 BEIX 9.0% Th - 7=,

Qs MARFER (CA209017 745k) (N Engl J Med 2015; 373: 123-35)

77 FFRF G UL RRIERE 2 A T 2 UIBRAEE R MBI/ IV XX R D i 2 bR
& (ECOG Performance Status 0 & ON1) 272 #i] (AFIEE 135 i, R & & /LEE 137
B) ZXRGUT, REX X'/ Z3IRE LTAHK 3 mgkg % 2 J# W R CRfE#EE L,
FHEEMEEE Th 5 AWM (Pl [95%F 8 XM 1) 1%, AFIEE T 9.23[7.33~13.27]
IH., FEZXEAHEET 6.01 [65.13~733] WATHL ., KANL NEF XK LK
SRS B RE 2 LTe (NP — R 0.59 [96.85%(E #E X[ : 0.43~0.81], p=0.0002

(=5 log-rank FE]1) .

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/EZ{L SN 7-4EM)

4



(FER ¥ B Rz )
OEMNEE THHFABR (ONO-4538-06 7X5R)
77 F R GO RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
JE B (ECOG Performance Status 0 &2 (V1) 76 6l %1512, AFKI 3 mglkg % 2 IR
TAEEE L, FEFHMBEE Th 528403 (RECIST A F7 A > L1 JRICES<
JHEIZ L D CR XX PR) 1% 19.7% (95%f{Z4HX M : 12.3~30.0%) ThH-o7-, 2B,
FAMNIRE LZBEIE 9.0% THh - 72,

O/ MAHRER (CA209057 #%) (N Engl J Med 2015; 373: 1627-39)

77 F R e GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
Je 85 (ECOG Performance Status 0 & TN 1) 582 5] (ARFIRE 292 #51, K& & & /L#E 290
B) ZHRGUZ, KX FBAZ3E LTAHK 3 mgkg % 2 38 MR C Al L,
FERHMEEE THh 2 AR (PO [95%EHEXM]) (X, AFIRET 12.19 [9.66~
14.98] H A, FEZXFE/LEET 9.36 [8.05~10.68] THTHY., KA FEZFE /L
(2% URSRHFEIC A B IR R 27~ LTz (O — R 0.73[95.92%(5 #8 X.fi : 0.59~0.89]
p=0.0015 [J&5! log-rank &),

Probability of Survival

0.1

0.0

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% Cl : 12.19 (9.66, 14.98)
~ % Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

OSo HEfRHT D Kaplan-Meier iz (E/EZA L S 7o H)



(BB 1EH)

PD-L1FE BLIR LRI O A 2hi: o V22 2k

WS AR RER (CA2090175785% K (NCA209057785R) (CHLAAN BNT-BED H b, il
BRI 3\ TPD-L1 A& 8 B U 7 FEBS MRS f5 60 2 514G (BLF TPD-LLFEHLER | &5 ,)
BT A EMBA S ON O REOT — XS X | PD-LIEILERN BRI
AT S T2 BIMER O Z B ORERIZUL T O L B0 Th o7,

ANMECEA L Tid, R B TIL, PD-LIORBRIC L O, NEZ IR L

LTK%’J%?“COS#@J‘%'@“E)@I’LMMM p) ﬁ_)j/l/f\_o
FERE B R Tl PD-LI RN 1% AR OHAIC R X v VR L IZIERBEOFE R T

bHol- (TH),

B, R ERE. R RS 12, PD-LIOFERIZ L 5T, KFloLert 7
77 ANVIERIETH ST,

10 1.0
09 09
08 0.8
— 07 — 07
3 2
2 06 2 06
w w
2 2
5 5
2% Sos
2 o
5 04 3 0.4
g s
g g3 %03
02 02
0.1 0.1
0.0
0o T T 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 0 3 6 9 12 15 18 21 24 27

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

Number of Subjects at Risk
Nivolumab 3 mgrkg

Nivolumab 3 mg/kg
108 82 70 60 a8 39 2 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) “ Nivolumab 3 ma/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)

= Docetaxel (events : 75/101). median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.90 (0.66, 1.24)

CA209057 FRBRD PD-L1 FEHRETD OS D HEMENT D Kaplan-Meier i
(7£1% : PD-L1<1%D BHFLEM, AKX : PD-L1=1%0 BHEHEM)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.59 (0.43, 0.82)



[Z4tE]
(R bR
OENE TSR (ONO-4538-0575%)
FEE 5% EORIER

Grade 4 Grade Grade 3-4 Grade 5
RIVEHTH A FEEL OB | B B | BB EBE
(MedDRA 12 k. % SOC-PT 4y3H) EH (%) K (%) FE (%)
ESEN 35 35 35

EEUN 24 (68.6) 2 ( 5.7) 0 (0.0)
MRBEOY SR fEE 2 ( 5.7)
=Yl 2 ( 5.7)
P IARE 4 (11.4)
B O S R AR % 2 (57
B I E 5 (14.3)
T 2 ( 5.7
D 3 ( 8.6)
— - R HEEBI OB G OREE 11 (31.4)
(esY 5 (14.3)
KAV 2 ( 5.7)
FEEN 5 (14.3)
FoIERIEE 2 ( 5.7)
I AECE 2 ( 57

AR AR AT 8 (22.9) 2 ( 57)
TANRGRUET I NT U AT 25— N 2 (57
M7V 7T R AR — N 2 ( 57)
VBRSO 3 ( 8.6) 2 ( 57

KRB L OSSR E 7 (20.0)
&7 V7 2 ME 2 ( 5.7
BAREGE 5 (14.3)
B RSB I KO A FR Rk 2 ( 5.7)
RAFiR 2 ( 5.7)
PR R IR 3 ( 86)
RIS =2 — 23— 2 (57
Mg 3R Es K ORI 5 (143)
i astiil 2 ( 57
R R KOV T AR kR 10 (28.6)
SRR R A 2 ( 5.7)
HLBE 2 ( 5.7)
3% 5 (14.3)
i NIRZ SN2 2 ( 5.7)

[Effi HHES SN EFES4 13, MedDRAver 17.13% AW TRtk 2 7=
Grade/ZCTCAE (Common Terminology Criteria for Adverse Events) v4 H AGEFRICOGhHRIZHE T 5,

7k, FEVEREER 2 #] (5.7%) . KRIBK - BEO TH 2 1 (5.7%) | #hfekEE (%
T v NU—IEERESE) 361 (8.6%) . ITHEREREEIX 261 (5.7%) . HRIRHEREREE 1T
3% (8.6%) . HIFEFERERRE 1 (2.9%) . BHEREREE (R TIEMERERS) 1214
(2.9%) K U infusion reaction 1% 2 ] (5.7%) T biviz, £7=, EEORERE (K&
JEAEIRARIE (R, IALEE, BUOREIES) . TERAMeERE . 1 RBERM,. Mk, BIE
ETRE, BN - BEIEAE. 5 & I IRER K VLR ITFEO v o7,



@i/ MARFER (CA209017305%) (N Engl J Med 2015; 373: 123-35)

RHEN 5%LL EOBIEM
Grade 4 Grade Grade 3-4 Grade 5
BITEHEE FEL B FEHL B FEEL EBLER
(MedDRA {2 X % SOC-PT 43%) S (%) H¥ (%) LS (%)
eSS 131 131 131
EXE 76 (58.0) 9 ( 6.9) 0 (0.0)
B I E 24 (18.3) 1 ( 0.8)
T 10 ( 7.6)
TN 12 ( 9.2
— R Y PR S L O G- AL IR R 41 (31.3) 1 ( 08)
1 J79E 13 ( 9.9
1 21 (16.0) 1 ( 0.8)
(% PSSO S e 18 (13.7) 1 ( 08)
BAIR 14 (10.7) 1 ( 0.8)
B R RI LU A F Rk 17 (13.0)
B 7 ( 53)
Effi HHE SN HEES4 1T, MedDRAver 17.13% AW TRt z 7=
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4IZH#EL %,

¥, [FEVEREE 6 5] (4.6%) . KEGK - HEO TH 1161 (8.4%) | #hfklESE (%
T v NU—EGRES) 13 61 (9.9%) | TEEREREEIE 4 1 (3.1%) | FUIRUEREREE
X561 (3.8%) . BHERERETE (RMERIEMERRSE) 1246 (3.1%) | FREMHEIIE 1
%1 (0.8%) . K Winfusion reaction (X 1 f4] (0.8%) T bz, F£io, HEED L&
FO(ERIEARAE GERE, ZIALBE, JERRIESE) | NEAHERETE, BB, 1
RUBEIRIG . WS, BMZE - BERAR . S E I BEREODLIHRITED Lo 7z,

(ER_ERH)
OENFE T 5 (ONO-4538-06715#)

L5060 EOEIEH

Grade 4= Grade Grade 3-4 Grade 5
BIEREH FE ORBE | EBL EBIE | BB ORHE
(MedDRA 12 & % SOC-PT %3¥) FH (%) FH¥ (%) FH¥ (%)
ESES 76 76 76
SR 64 (84.2) 16 (21.1) 0 (0.0)
P IR 9 (11.8)
R BB AR (X T AE 7 ( 92
H S 26 (34.2) 2 ( 2.6)
{550 5 ( 6.6)
T 4 ( 5.3)
LD 8 (105)
A% 4 (53
M - 4 (5.3
— iR - R PEES IO GBI OREE 29 (38.2) 1 ( 1.3)
I T7 9 (11.8) 1 ( 1.3)
(9 11 (14.5)
FEEN 11 (14.5)
VPN 18 (23.7) 3 ( 39
Vo SERE 6 (79 2 ( 2.6)
KRR ORREE 17 (22.4) 3 ( 39
KT R L 4 ( 5.3) 2 ( 2.6)
FARIBOR 11 (14.5) 1 ( 1.3)
PSR R E 10 (13.2) 1 ( 13
DN 4 ( 5.3) 1 ( 13)
W, R4S L O R 7 12 (15.8) 4 ( 5.3)



VT e FR 4 ( 53) 2 ( 26)

FEJE s KOV TR Rk 26 (34.2) 1 ( 13)
EOFEAE 6 (79 1 ( 13)
2 1 (14.5)
iR NRZ S IN A 4 ( 53)

B b SN A EEL4 1L, MedDRA ver 17.00% W TRtk 2 72.

Grade/ZCTCAE (Common Terminology Criteria for Adverse Events) v4 H ARFEFRICOGHRIZHET 5,
k. WEVENMREAR (5.3%) . KRGk - HEO THI5HE] (6.6%) . #itkEE (F7
L S L—SEGEREE) 100 (13.2%) | IFHSHEREE IS (6.6%) | FLRIRHEAERE 1L
1061 (13.2%) | RIEFEREREELG] (1.3%) | FHERERTE (R REMERRSE) 13461
(5.3%) M Uinfusion reaction(33( (3.9%) T b/, iz, BEDRJFIEE (K&
JERGIEIRAEMRRE . ZIALBE, JRRIESE) | TS . VRBEIRAN, Bk, BIE
FREETIIE, WAk - BlIRIE. 5 & D RR M ODHRITERD bR o Tz,

@St IARER  (CA209057 788R) (N Engl J Med 2015; 373: 1627-39)
FBLRD 5%LL_ EDRITER

Grade 4= Grade Grade 3-4 Grade 5
RIVEH A FBL OFBBIE | BB ORBBIE | BB RBBE
(MedDRA 2 J % SOC-PT 4y%) HE (%) FI (%) s (%)
KREH 287 287 287
B 199 (69.3) 30 (10.5) 0 (0.0)
Ao AR 24 ( 8.4)
FR RS AE (R 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 nt: 15 ( 52)
— - RHFEE IS I OG- ALK 90 (31.4) 4 ( 14
1 ) 5E 29 (10.1) 1 ( 03)
95 57 46 (16.0) 3 ( 1.0)
KRB L OSEEE 43 (15.0) 2 ( 0.7)
FARIBOR 30 (10.5)
R R d L OV B L PR 36 (12.5) 3 ( 1.0
RAHfR 16 ( 5.6)
KGRI O PRk E 60 (20.9) 3 ( 1.0
THFEIE 24 ( 8.4)
95 27 ( 9.4) 1 ( 03)

FERfi S Sh A HFS41E, MedDRAver 17.13% IV TRibgE x 7=,

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4lIZHEL %,
¥, FEMEMYEE 10 61 (3.5%) . K2k - HED TH 22 61 (7.7%) . #hespaE (
T2 NU—IEERESE) 26 6] (9.1%) | ATHEREMEE 1T 15 1 (5.2%) . FUIRIREERERE
(327 B (9.4%) | EHKEERET (RAEFEMEERE) 12761 (24%) | MMk - BBER
141 (0.3%) KU infusion reaction X 8 i (2.8%) TiRD LT, Fio, HEDKZEE
T (BEREIRARE R, ZICRLBE, BORIES) | NIRRT, RIEEREREE. 1
TUBEIRIE ., WER ., BIEMIEIE, 58 5K KOO RITRD v ho iz,

A



4. FEFRIZOUVWT
TR U CHERBERE (BFFHE) TN THnD T b, Yikiid 2]
IZETX DR THLIMNERD D, TDO LT, KF OGN EY) 72 B 2720 - F5E
L. AFlOFEEIZ X0 HEHEREWEAZRBBL LRSS T 5 Z E BB R0, LLFO
O~@DFT X TET M- THRIZBWTHEHT 2 XETH D,

D HEERIZDOWT

@1 FiEo (1) ~ B) OWTNNITEY T DX THDHIE,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HUIE )N AR B EE L R T, HUR DS AV2iRRRE e &) (R 28 42 10 H 1 HIRR -
427 Jiigk)

(2) HrEkgRERRE (CERR 28429 A 1 HBRS - 84 fiak

(3) FBENFRANF DT ET 203 U FBEERET (D5 AR HER EIRbT, 23 A2
W EPE, 3 AR EEHERE T e &)

(4) ARALFHIEEZHE L, %EE{K%%/EJH%lXi%EHK%f%&ﬂD 2 Dt % FE
AR DI 21T > T Dfiag (R 27 47 H 1 AR« 2538 fitiak

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁﬁm%m@ HILHEITAR D A T > T Hfiax (CERk 27 4 7
H 1 HEEA 1284 Jiti g%

®-2  fifieE DAL SRE K ORI E I FE S O XIS A-43 72 Fnidk & #EBR 2 R EAT (FRO
WFNZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREIH
TV Z &,

*

o [ERMEFFESE 2FEOMMINHE Z /& T L7212 12 S LU LD D3 AUTRIE D ERIRHE 217
STWBHZ L, 96, 2L Eid. DAL Z & LRSS FONHE 217
TpoTWAZ L,

o [EARFFEISE 2EDOHIINHE 2T LTI 4L LORRKRRZ AL TnD 2
o DB BELLRIE, JHRED DS A FMRRE A G TR AR S D BRIRDHE 21T - T
WnH Ik,

© BENOEEMEREBEDOEHIZONT

EH LG RE BT T 2 EE SR E S, BUEREN L OFRE D, A2 - L4
PESFEEEERY] fﬁ%‘é&@”gf?é&(}[:ﬁﬂi%% T DGR, AEERNRLE LG E OWEE
B FRELNIATON LK B> TN D 2 L,

10




@ BIHEA~ORRIZONT

®-1 Fas I B 5 EME

VL PERTZR 85 O BB 2 BIMER 28 F8 42 LT BRI, 24 eIl O T, HakhiiRe SU3
BRI T FH L RERICIE U CABEE B O CT 45 ORI A OB 2432
IR ORERD Y A ISR O, EHICHISATHER KR 23 > T D Z &,

@-2 EERNEEEICL 2AFEELRANHICHET 2 EH,

AR D 5 MR e ik L OB e 2 A T 2 IR IEFE D RER =41V v 7%
GOTEIROARA 7 J—=0 7 2TV EIRIE & FHE2 LA TE 5 F— L EFEH] H35E
ENTWDZ &, 2B, BIHAEHEIZOWT, DABRE EZOFRICHSIZEAmEShTn
HT k.

@-3 BIEHOBUTHRIRIZE L T

BITEH (RYEPEMR BN A, BEIEMEEAIE, (O, R, BHRUHRAE, KR,
HEDO TR, 1 RBERIA, FERRERRTE ., HURIREREREE . thitlad, BEE (Bre -
PRAME RVEME R R 2 &) | RIS, Mk, EEORFRE ., fIkieIErmE, infusion
reaction, e/ MRIAPESEBERS (ITP) M DSOS, IR et Db (L
GRS - IR - DEPEIAMGHESE) . MR M) (6 LT Y akta X B E R
BB DRV 2 A9 S R & dEHE U (BIEH ORZHr-OR S B L THRE M OSSR 25217
DILRMCH D Z L), EHITHEYRLEN TE SEHRE-TWD Z L,

XK

11



5. #EXRLRBHAE

[Z24E]
O TRICESETIIERFIIOWVWTUIAK OB ENED L ENTWD Z Enb, HE&21T
Dz &,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ HERTOFHMICIB W T TS Y T 2 BF I OW T, AFIOBRGITHESE S vz

D3, MOTEERIIL N 72 WIGAEIZIRY | HEICAKZEHT 5 2L 2BETE D,

o MEMMEEROAIXIIBEDH 5 BHE

o @R AR A C MV E R 2 58 D B K ONE B M 0 HC B it gk 2 R0 e e i 2%
HEDOMICRIEVEZALN B DD B

o HOREEROEOE XHEMERE L < IXERMEO B R R OBEERE D
boBE

«  ECOG Performance Status 3-4"*V o i

(F2htE]
O TFTROBEILZBOTAFOAIENBRES LTV D,
o TIFTRAEGTLFRIERE 2 AT SO RER TIB 1/ IV SUTEFE O R

- bR R E
o T FTRAE SOACTERERER 2 A 2 UIRAARER B 1/ IV SO I AR5 O I
bR

7235, RV bR CEGFRIEME 728 B OSUTALKRL A BHE T IR I3\ T,
JFHI & L CTEGFRT 1 % ¥ o % 7 — BILHEAIUIALK T 1 % 2 > F - — P HEAI D
IR A B IR,

@ TREICERE T 2 BA ST D AR OFR G K OISOV TR, AFIOAZPEN
LS TR LY, AAOELGHR LRG0,
o AEFRIERIGRO B,
o IRFRMBN LIRS,
o fhOFUEMEELA & OB,

) EcOG o Performance Status (PS)

Score EFH

0 | &<MEREETE 5, LR U R ARG KRR <ATX 5,

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

[EEN

BATARECH D OF ORI O Z 13T N CTREEEIMEEILITE 22, A0 50%LL EidXy FACil =9,

RONTZESOHDEY DZ L LTERY, BP0 50%LL L2y Rk i Zd,

AN

LB RV, BHOOHDEYD OZ L TERY, By RfFFTlmI4,
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@ MEZIETA F7 4~ (BARME TS (2380 CT, ECOG Performance Status 0~1
WD ¢ 75 BLL E, X% ECOG Performance Status 2 P o 35 Tk, 4 3 B
Fl (R4 X% OHAIRGERHERIN TR, 77 F T REIOMEAHESEE X
BN SN W —2ABn b5, 2056, 77 FFRAIORNERN < &b
55 3 AR A CORBIEZ AT 5 BREFICBO L, ARl LG22 BB T 5,

@ AANTESMBEMAFRERI IV T, RF LB R OFER - LB O WL OBF I
WTH R B L CEEMEARIES LTV D, 72720, JERFE BRI
BETIT. PD-LIFHRIZI 0 EMEDOMEm N R A Z LS RIE I N AREENED
NTWLZEnD, HRP LD BH BV TIPD-LIRBE LR Lz LT
FlOEG G OHW %325 Z ENEE L,
® PD-LIFEBIHENLI%AN Th D5 Z & D3l SN2 RF LR EHE TRV T,
JRAL, RE& XV EORRLSOFEMIESR O 52 EET 5, @@

® NATuY AT (BIETHIBZ) O /S=F B (B4  PD-LLIHC
22C3pharmDx 4 =] ) 12 & Y PD-LIKH R AR L= 36/ T o BE <
o T, AFOZWHE  (Hr7e4 : PD-L1IHC 28-8 pharmDx [ 4 1] ) 1T XL 5
A SRR AITIE, PLT OS2 B ICARK| O # L OB 2 et 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.jth0.2016.11.2228
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

(D gog2 U, OFEBHEIBSRO R 51250 T, R, MERGICHN TS L ofh, B LB 72
LEWERMORBOB TN H 5%, EFEY EAES L s dE GIESR) (2o0TZEDRY
TR,

13



6. WEELTHEETREEHE

O WASCEZFITIN 2, MERGEER DR 5 @RS 1T -5 & ARHF O Feit M O 1Efil
RO DI LB IMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFIRICAIMEL etz + o3 L, REZ5
ThoEEGET5HZ L,

R R IC BV TIE, PD-LL R B G il L2 B CARKI OB G- R &5 2 Hlr9- 5
T EDNEE LA, PD-LL BBLENHER TE RWIEA I, AFI O H O % i

@

®

il

ZHIWr L7z ETHREGTH 2L,

TEREWER DO~ R A MZoOWT

BEMIEEN D H5bND Z LN DDOT, KR OEEIZHT=->TIE, BEE
R (PRI IR, mgmik, FEENVE) ORERE K OO X #ifd O Ehe s, Blggx -+
ZATH 2 &, Fio, KBS U T CT, i~ —7 —S%0REZ FEiidT 5
Z e,

AFN OB HIZEE O infusion reaction (Zfi 2 CEARFIC 4725t inD T 5 Ut
& T > 72 LTt 2 2 &, £72. 2 [B1 H LA OARAI# 5-K¢ 12 infusion reaction
MWHHLNDZ EHdHDHDT, KA K ORANEGHETHIT A 2 A
CERET 5%, BEOWREBE+IBIET 5 2 &, 7235, infusion reaction &
FEHL L2 HA 12, 2 TOMEBER OER D ERICEE T 5 £ THRE 2 +0#l4
THZ L,

FORISRERE E N S S oD Z 038 5 DT, ARHFI O£ 5B dhRT K& O 53 [
HIXEBIRIC HR IR RE e A (TSH., 0l T3, 5 T4 HoWE) ZEhad 5
e,

AANOFHIZ L0 | WE ORISR T 5 &5 2 b D Ek % 2R EBCR R
DHOLONAZ EnbD, BENEOLNTHAITIE, BB LLEFERITS U
B FH ) 70 gtk & R BR A O R Al &oEE U CiE bl A s BRI 21T\ IBE O
FOGIZ £ 2 BWER DB 258121, AFIORIEST I, ORI RE A
WEVRIORGEEEBET L, 7B, BIBRERLVEOEGIZXREIE
M OUEDGTRD HAIVRNGAE T, BB BB RV LIS S il o0
HLEET D,

B A& T %, BOEM 5D ARGE L COLRIERANRET D 2 B8 HH720,
AHNOBGHETHIZHEWEH BB SICEET 5.

1 RUBEPRI (BIE 1 BUBEIR G 2 & te) b Sbiv, BERFMEY 7 ¥ R—v &
ICEDZENRHLOT, Hig, B, EEEDIER OB EO I+
EETDHZ &, LRBERBN RN ICITEGEZRIE L, AR Y
RO 5EOMY LB ZITH Z &,

AHN ORI BN T, BEBED 9B, ZHLIKEIL. BEBMGD 1R
IE 3 ARG T 2 ICHMEDTI AT > TV 2 & A BEC AFIES I ER
BN BRI E TR OMEGREIT O Z &,
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(1 2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER O E

< REZXBARBR LD BE>
HEE R E G O b 5 B
BEYIEZ A DFL TV B BHE

WEE A URYYE Dbl 5 B

i SRR B BUE OREEIE D & 5 B3
I SUTIEYR LTV B TR O & 5 BB

< R FRAPEERS ERDEE>
BHEIE OB 5 BE

MR 2 ST IRRRMEIE D & 5 B3
JFFEE D & 5 B

BREED & 5 BE

HEO B 5 BE

IR 5 AIREME D & 2 FBHE

< KX FEBNALORERKRENEM>

B HEH

vavJiER T T T4 TF—

PO, PARA, ITFREREREE

APEB A

VBT 2, I HRAEE

DARA

FEFEME M N EEEDEBRE (DIC)

PfE 2R fL, B, R g . Rk

{ LR

ME IR A 8 E B R

SRS

B JEREIEAREWERE (Stevens - Johnson JEfEHEE) . HEEZR BEAEAE (Lyell SEMERE) . ZTEALEE
ODH AR =T BiKEE, I - IR

DFEZE, FRAR AR ZEARE

JEYLIE

PRIR AR VE o RE G 53 WEBRE (SIADH)
HEROWNREFEORMBER, MR, REARREE . MO &% O R HEEB D, Radiation
Recall #i5:
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RIS 2

EERHEET A RT A
=R~ T7 (GBinHH#Z)
(R4 : &7V —REEEHE 20 Mg, F 7Y —R EfF#E 100 mg)
~HEME AR~

YRk 2 9F 2 A
REFEE



SR

1. (FL®IT

2. KFNOKE, 1FHET

3. ERARRIHE

4, FERIZDOUWNT

5. XIS EIHBHE

6. HHICHEL CTHREET & FHIHA

P2
P3
P4
P10
P12
P13



1. IXT®IC

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
ML 0o TR Y REMBGEE & S0 FARTT# 2016 Ak 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
PR LBt % & D 2 L A AIRE 72— O B % jiii 7o R A R o
THZENEETHD,

LI oT, AHA RTA4 Tl BB ZNE TIT/ O TV S EZIHZN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
ERAR IR s . —MAERTE N B ARER IR NRHE & R OVARRAERE N B AR JER 22O
Db EAER LT,

KL R DEIES AT — R A 20 mg. 4 Y — AR A 100 mg (— %4
=R~ 7 (B E#z))

RELRDEIHR - IR TIBRARE 722 Bk R A E

HELRDMEROHE « <AbLFRIERIBREOMIRUIBR AR 72 B R aEEH 055 >
WE., RAZIE=Rr~7 (BEHEfz) & LT, 1 8 3mgkg
(1K) % 2 JAMHIHEIRE CREFET 2,
<ALFRIEBEIRE ORIGUIBR A RE R B R AR 056 >
WE, RAZIE=Rr~7 (BEHfz) & LT, 1 [ 3mgkg
(AHE) % 2 BRI SOE 1 E 2mg/kg ((KE) % 3 3 [ FE T
WEHET D,

s I 9E ¥ DB TS




2. AANDOFE., 1EREF
A7 — AR R EHE 20 mg XN 100 mg (— %4 - =R~ T (B R L) . BT,
[ARAKN)) X, DS TERASE A Ly 7 23 BT VAL -~ P —X R
7 A 7 (BMS) %) 23BH%& L7t bk PD-1 (Programmed cell death-1) (Z%f9% & R 1gG4
E/ 7 a—FNAHUERTH D,

PD-1 1%, &ML L7V > 8Bk (T HfE, BAHIL N F 2T 0% 7 —T Mild) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2 2
T IR T 2R AR TH D, PD-1 IFHURIRRAIILIZIEBLT % PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v LTV v SERoEMALIREE
BITHHET LT\, PD-1 U H» FIFHURRSMIaLIAMNZ b b Ok 2 22 RS RR 2 F8 5
LTHY, EMEREAELE )OI L EGHMEICI TS PD-L1 OFREBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE T4 (Cancer 2010; 116: 1757-66) ,
F 7 R R ANE RS TR TS EAET DA v X —T = B~ (IFN-y)
IZX > T PD-L1 OFENFHE SN, 58 L2 EMREICIS T D PD-LL OREL & itk D
M E OMICIEOHBEBEERH D Eo®ELH D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R H S 7208 M, HURERRA CD8 Bt T Hif
ORI EIE M A 55 S ¥ 523, HLPD-LL ik TPD-1 & PD-L1 & DG & HET D &
Z OIS EIEENEIET D 2 EDNRENTNWD, D Z LD PD-1/PD-1 U 72 R
BT S A AN FUR R A 72 T IS B OB 2 B 2 HF D —o L LTEZD
TV 5b,

AFNL, SRR OFE R 6 PD-1 O s Egk (PD-1 U # o REEAREIR) IZR5A L.
PD-1 &£ PD-1 U A REDEAZIET D Z EICL 0 BDAFURRR T Ml OENE
(LR OB AR %t T 2 MRS B TG A R 3~ 2 2 & TR 2Pt sh R &2~ 2
EMHER STV D,

ARAN DTS 35 < BIE DSIERUSIT X 2 BRSNS B & b, TS XTSI
L AN DD, AR OB PR OREHIIT, BEOBRETMITO, RENRE
W &IV BT, B3 L RIS U T SEFRRG A A & R AR O PR L s L i
ORI AT BEORIEUSIC &5 RIERAAS DN S BA I, BIBRERL
B LA O GO NE AT D LED B D,



3. ERPRARE
FRABYIBRANBE 7 B B4 Il D A GRIRF I R 21T » 72 72 B R Bk O g &2 7~ 17,

[ A7)
OEWNE T HHRER (ONO-4538-02 7#R)

F AN (LR, IDTIC)) 12 K DALERIERE 2 A9 2 IRIGUIBRA e 22 T/ TV 11 X
VRS OO M FL( i FR S (ECOG Performance Status 0} O8N 1) 35 4] % 82 (2 . A% 2 mglkg
7 3 TERIAIRE CRfsE L, TEFHMEEE Th 528%% (RECIST 1 R7 4 11
RRAZ IS < B LD CR XX PR) 13 22.9% (90%(E#EX ] : 13.4~36.2%) T&h
ST, 7ok, FRNCERE L-BEIX 125% Th - 72,

@EWNE DB (ONO-4538-08 #5R)

b2 FVERIG R ORI IR R AE 72 WA/ IVE )X s o Bk R aE R E (ECOG
Performance Status 0 X O* 1) 24 il & RF 12 A 3 mg/kg 7 2 J IR C A L 72,
EERHEEE T 55905 (RECIST FA KT A > L1 RICHES < PRHEICE S CR
XIE PR) 1% 29.2% (90%(EHEX ] : 16.7~45.9%) THh -7z, 728, FHANIHRE LM
1% 6.0%ThH o7,

OUEMEIFHABR (CA209066 #BR)

v-raf ~ U ZARED ¢V AR T EDSER S BL (BLF, [BRAF)) V600 25 D7
W IR VE AR TB IR O RIG UIBR AR RE 72 T/ IV SO 58 o e R AE R (ECOG
Performance Status 0 TN 1) 418 5l (AHI#E 210 {5, DTIC #f 208 f3) Zxf4iZ, DTIC
Z xR & U CARRKI 3 mg/kg % 2 [ FR T it Lz & & O E R OV M 2 fst
Uiz, FERHMEEE Th 2 2AFHM (i [95%EHE XM ]) 1%, AAIREX NE [NE
~NE] %7 H. DTIC # T 10.84 [9.33~12.09] 7 HTH YV, AAlL DTIC |2k} LA~
PICA BERIER 27 LTz (A — REE 0.42 [99.79%(5 #H X [H : 0.25~0.73], p<0.0001 [J=
A1l log-rank #R & J) .



—A— FHEIFF
D AR B

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

0OS @ Kaplan-Meier #hi##

@S IARZRBR  (CA209037 #BR) 2

AV A~T (BEEFHHZ) T BRAF [LEH % & b2 IERE & A 2 RIGHIRA
REZR L1/ IV ) ST P8 oo s B i R (ECOG Performance Status 0 }2 OY 1) 405 1] (R
FIRE 272 B, ALk (DTIC I H AR T T F o o7 U 25k OOFH) B 133
Bil) Zxtgc, fbFREE SR E U CAHI 3 mglkg % 2 MR CAlEE L= L&D
BRI R VL2 R Lo, REFHMIEE Ch 5 R%% (RECIST A4 K714 11
R FES < RIEIZ LD CR UL PR) 1d, AAFINDEE ST 1D 120 BN EAT
GUERT & S, ARAIEET 31.7% (95%(EHEIX[H] : 23.56~40.8%) Th o7, 7eds, FHAllc
FROBMMEITRE L T\ iehodtz, b9 — DO EEMBEE Th 5 24T MM (i
fifl [95%EHEIXH]) 1T\ T 182 DA X b (BELD) BT TR 217 - T2k 5.
AFIEEIL 15.47 [12.39~NE] 7 A, {bLFIRIERET 13.67 [11.50~NE] 7 HTH Y . KAl
I REIC R LRI B R IERE 2R S 7o T2 (N — R 0.93 [95%(EHE X
M : 0.68~1.26]. p=0.6299 [J&%I log-rank ¥ E])

[ 41]
OEMNE T HRER (ONO-4538-02 5:5k)
HEFELITEH] (100%) (2580 Hiv, A E OREBRNPEE TE WA EFEHGL 30/35
5] (85.7%) (Z38& LTz, FEEN 5% EORIERIZT TRO LBV THHo T2,



FHR) 5%LL EORIER

BB BIR ST Bk (%)
HAEE 35 43l
(MedDRA/J ver.16.0) 4 Grade Grade 3 UL |
AEIER 30 (85.7) 9 (25.7)
WU
FOR AR REAR T E 5 (14.3) 0
H I
T 4 (11.4) 1 (29
L 2 (5.7) 1 (2.9
EEE/S 2 (5.7) 0
—i% - REEEER X O SR OREE
57 5 (14.3) 0
[EsYRY 2 (5.7) 0
HEEN 3 (8.6) 0
RN R P
JiF 2 (5.7) 2 (5.7)
g R AR AT
ALT #570 4 (11.4) 1 (29)
AST #40 5 (14.3) 2 (5.7)
mh 77 3 R 2 (5.7) 0
1A CK H#4n 5 (14.3) 3 (8.6)
Mz V7 F =8 2 (5.7) 0
i =" K o BN 2 (5.7) 0
i LDH #4mn 5 (14.3) 1 (2.9
1 TSH i 3 (8.6) 0
A TSH #40 7 (20.0) 0
CRP H4/1 5 (14.3) 1 (29)
A ERBR AR EE N 4 (11.4) 0
v-GTP H#4/10 4 (11.4) 4 (11.4)
SRR R 2 (5.7) 0
~E S 1R 3 (8.6) 1 (29
U RERE R 5 (14.3) 1 (29
I TP ER K 2 (5.7) 1 (2.9
[FESipaEa 2 (5.7) 0
1/ N E 2 (5.7) 1 (29
AR i ER 2 (5.7) 1 (2.9
P i BR s 6 (17.1) 0
WERE T3 #40 2 (5.7) 0
W T3 P 8 (22.9) 0
WERE T4 i 6 (17.1) 0
WERE T4 #40 2 (5.7) 0
U U~ FRTF-EM 3 (8.6) 0
1A ALP 50 5 (14.3) 1 (29)
UHCR BRI R 3 (8.6) 0
R~ — A — 840 2 (5.7) 0
BN LSEYI | 2 (5.7) 0
Y—Tr I Z T T A N 4 (11.4) 0
1 CK 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
HEE 6 (17.1) 0
% O FEAE 11 (31.4) 0
WIB 2 (5.7) 0
R NTRZ N 2 (5.7) 0
HEIRE R g 2% 2 (5.7) 0
B 0 ) 4 (11.4) 0




7k, MVEPERRE 1 6] (2.9%) . KK - EEO TH 1 6] (2.9%) . MikFEE 4
Bl (11.4%) . NTBERERETE 5 61 (14.3%) . BEHEREFETE 2451 (5.7%) . FUIRIHEREREE 8
Bl (22.9%) . FIEFEE 1B (29%) . EEORERE 14H] (2.9%) KOS E SR 1
il (2.9%) TRRDH LT, £7-. FEMHEEERE, infusion reaction, 1 BUBEIRIFE, P,
BIEFFEETJRE, M2k - AR, (O R. MR, TR, RO AR ARAE M OV M i/ s
D HEERBEIR ITRE D BV o Tz,

@EWNE DB (ONO-4538-08 #R)
BEFEGIL 22124 B (91.7%) ISR B, IRRE L ORRBAFRDGE TERWEESF
503 18/24 1] (75.0%) (2788 BTz, FHLED 5%LL EORWERIL TRD LB ThH-
776

FEH N 5% _EOREIVER

ZRERIR % (%)

FEARGE 24 {31

(MedDRA/J ver.18.0) 4 Grade Grade 3 LAk
EIEH 18 (75.0) 2 (8.3)
W IE

FRIR RS REIR T 6 (25.0) 0
Bl

SN 2 (8.3) 0
—i% - BEEER X OGN OREE

P 4 (16.7) 0
Fife PR A AT

IR E R 2 (8.3) 0
e L OsesEE

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

HE e P 2 (8.3) 0
F R ¥ O PR RkREE

HEE 5 (20.8) 0

% 9 FEIE 5 (20.8) 0

iR IR IN &2 2 (8.3 0

ek, KGR - EEO TH 2 ] (8.3%) . IFEERERESE 1 61 (4.2%) . T EAHERER

F 1G] (4.2%) K OERIERERE 7 1 (29.2%) T Lz, £7=, BIEMERIEE,

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

infusion reaction, 1 BUBEIR, HFEO GRS (BFEREIRE R, AL, FRE
EE) | MER, EIEMEGE, K - BRI, SEOBER, Lk, Mk, TR, B
A R Mo QMR P if NSO PSR BEIR 1338 D BV Do 7,

@SN FE AR (CA209066 ABR) v

B EREGITAIERE 192/206 ] (93.2%) . DTIC £ 194/205 5] (94.6%) (2388 HiL, BB
K& DORPPIRNEE TE WA EFFRITASIER 153/206 4 (74.3%) . DTIC #f 155/205
il (75.6%) 2D BT, WTNOFETRIEDN 5% EORIERIZTTRO LB
Thol,



WINDORETHREES 5%, EOEIER
Bk (%)

#HBIRR R DTIC It
=h.
g(ﬁ/lgggDRAlJ ver.17.0) 206 71 205 1
4= Grade Grade 3 UL E 4= Grade Grade 3 UL E

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

I BRI E 0 0 23 (11.2) 9 (4.4)

1/ NI 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 - 13 (6.3) 1 (05 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

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

RAEiR 12 (5.8) 0 3 (15) 0
PR R R

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

HLBE 13 (6.3) 0 4 (2.0) 0

SRR SOG 3 (15) 0 11 (5.4) 0

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

% 31 (15.0) 1 (05 6 (2.9 0

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

728, ARFIFEZIR O CRVEMMZEE 36 (1.5%) . KIGHK - EEO T 6 6 (2.9%) |
PRRIRESE (7 - N U—EEEESE) 28 5] (13.6%) . IHFHEREREE 7 61 (3.4%) . BHEk
REFETE 4 B (1.9%) . TEMHEREREDE 4 61 (1.9%) . FRIRHERERE 13 #1 (6.3%) .
infusion reaction 15 1 (7.3%) . 1 BUBEIRS % 1 61 (0.5%) . FEEEORZEREE 3 41 (1.5%)
FOSE IR LH (05%) TRD LN, £7o. BIBEE, BE, BEMEE. K
% - MR, DR, Mok, IT2E. REBUT RlARIE K& OV i ISR PR SR BER 138
Lo T,

@S E AR (CA209037 #ABR) 2
A EFGIIARIERE 265/268 4] (98.9%) . (L7 HIERE 98/102 5] (96.1%) (2§89 Hiv, if
BRIk & ORRBIR NG E T X RWE EFRIIAIEEE 199/268 B (74.3%) . (LEHIERE
85/102 il (83.3%) (ZFBH LTz, WTNNDORETHREFEN 5% EORIERIZ FRD
RV ThoT,

WA DR THEBIR A 5% EORITER

B3k (%)
ekt peT R T
e 7t
%ﬁggDRN‘] ver.17.1) 268 71 102 51
o 4 Grade Grade 3 VI - 4 Grade Grade 3 P4 I

A EI1EH 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
Mg LV R REE

2 f 18 (6.7) 3 (1D 24 (23.5) 5 (4.9

8



Bi%x (%)

B 1 SN
Rt T (LR

(MedDRA/J ver.17.1) 268 1 102 71

4= Grade Grade 3 UL 1 4= Grade Grade 3 UL |k

F 1 BR s JiE 1 (0.4) 0 8 (7.8) 2 (2.0)

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

1/ NI E 1 (0.4) 1 (0.4) 12 (11.8) 6 (5.9)
o3 IAEE S

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

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

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

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

g - 12 (4.5) 1 (0.4) 21 (20.6) 3 (2.9)
—f - 2HEER L OGN OREE

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

9% 57 82 (30.6) 3 (1.1) 41 (40.2) 4 (3.9
BE, hER X OWLEA OHE

EAZEE D BOG 4 (15) 1 (0.4) 9 (8.8) 0
R

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

AST #4/0 15 (5.6) 2 (0.7) 2 (2.0) 0

B ERER L 0 0 7 (6.9 3 (2.9)

/N 1 (0.4) 0 8 (7.8) 3 (2.9

[ I ER % s o 3 (1) 0 8 (7.8) 2 (2.0)
Rt L OsesEEE

BAEGE 18 (6.7) 0 17 (16.7) 0
% R K OE A Mk =

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

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

K= 2 — 8T — 1 (0.4) 0 10 (9.8) 1 (1.0)

PEIR 3 (1) 0 10 (9.8) 0
e ae, MERE & OWthRkEE

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

JBi B E 2 (0.7) 0 28 (27.5) 0

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

W5 34 (12.7) 1 (04) 5 (4.9) 0

SR INTR 2SI & 16 (6.0) 0 2 (2.0) 0

=M A BE 24 (9.0) 0 0 0

7 ARFIBEZ RO CRIE MM R 8 1] (3.0%) . KAFZ - EED TH# 4 6 (1.5%) |
PR 33 1 (12.3%) . JFEERERESE 22 5] (8.2%) . FXMEARERETE (JRMIE FVEIER &
45) 5451 (1.9%) . FLARARFERERR 2 23 3 (8.6%) . RIIEMfEEE 1 41 (0.4%) . infusion reaction
10 ] (3.7%) . EEOEEREE 1461 (04%) . FER 26 (0.7%) KOS E I % 3 4]

(11%) TRO LT, F£lo, TEEHEREREE, 1 BBERE, EEHEE, MK - §b
B, DR, Whge. IS, BRBURRRARAE M OVGa e M i/ NS D PSR BESR 1338 & D7z
MnoT-,

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066 #tf5#)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 Xf&x)



4. HERRIZDOWT

AR & U TEAAMGERA (BORA) 2o D 2D, Ykl d 2wy
IZFEMTE DIER THLUNERSH D, TD BT, REIOFG DY) 722 BE % BW - F5E
L. AR OFREIZ L) EERBIWEN 2B LIZBRICGT 2 2 & BAREERTZD . L0
O~@DFT R T AT HERICB W THEAT & TH D,

O MEFRITHOWVT

D1 T (1) ~ B) OVWTINIEYT IR THD Z &,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HE 23 A RS FEEE ML SRRE . HUBS AU HRIRBE 7R &) (R 28 4F 10 A 1 HFEA
427 ftig%)

(2) FrEkkrembe (AR 28 49 A 1 HEFS : 84 Jiigk)

() AEIFAFENFEET 203 BT (23 AR EWPL, 03 A2
W19, 23 ARSI EEHEE R 72 &)

(4) SRACFEIEE A RRE L, 57*5'%“3%7%%/273[17% 1 XA AL FHEING 2 Otk FEvE
(AR DI 21T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) #E&Hiﬁﬁé@ﬁﬁﬁbuﬁm@ IR D M AT > T Dtk PRk 27 45 7
H 1 HEEA 1284 Jiti g%

O-2 EMEROREOLSRRE & ORINE JEBURF OIS 55 72 Jnik & Bk A Rf D EE Al
(FROWTINITIEE T DER) 23, GEZEBMOAFICET LIBROBMEE L LT

BESNTNDZ &,

*

o [EREFFEUSE 2FOWMIHE 2 & T L7222 5L EO D ATEE D IERHE 217
STWHIZ L, 96, 24D BT, PDAEYRRER £ L& LZBKRESSFONHE 217
o TWBHZ L,

o [EEMGFFEUEL 2 4FOMMIMHME 2/ T L7=8R1Z S4ELL D B2 S MRS 28 O G R
RERAEHELTWDH I L&,

@ BEANDERFREEDEHIZONT

RIS I A B ET D RMEE N E S b, SRS S OffF iRm0 At - wa
PESFEHE 2R TH$§@F&@&UEEﬂij€ AT D IE MR, AEFRNBE LG EOWEHE
B, FENESLPIATON D EHINE - T D Z L,

>H

10




@ EWEADIRIZ2WT

®-1 BIVERRBE O AE I B3 5 B

VR M R D BB 7R BIVE R 3 3842 LB, 24 BERIZZIRIAHI O T, Makhisk S5
BHEERE BT, B L2 RIWWERNICIS U TR B O CT 28 O BIVEF O 8RN 288
IRRAOFER Y B I S, B HICKHG ATREA R H 3 > T\ D Z &y

@-2 BEENEFEHIC L 2AFBRNNICET2EH

AR 2 MR R L OB a2 AT 5 EREFEDNEIERE=2 1) v /%
BOTCERDAY V—=0 T HATWEIRIE L EM A IHA TE 5 F — A BRI 5 i
INTNWDZ L, ks, BEMEFIZOWT, DABRE EZOFEBRICHSIZEm ST
5Tk,

@-3 BHER DZBr X IRIZE LT

BIVEA (FEMERREBCIN X, BEAEMEEGE, Ok, iR, BEUHRAE. K%K,
HEOTH, 1RBERW ., ITHREM S FURI RIS MR iE . BEE (Bra -
JRAVEFVEMER R 25T, BB RS, Mk, BEEOREES, FlkifeZERE, infusion
reaction, S ME ML/ MR PESEBER (ITP) , & DS i, MR W, Ol
CLEARED « BRIK - DEVERISMGHESS) . IS 1Sk U<, Yakhnak XUk
ERFE B OB A A3 5 ER & EEE U (RIEH OZEox N ICB L THRE R OSSR %
ZTONHEMEICHDHZ L), EHHICHEERAEN TE HEGHRESTND Z &,

a6
=~
=

it

11



5. BeGMHR LD BE

[Z4xtt]

O TRICHEYT 5 BECOVTHAROEEIERE ShTVWS L b, #5517

F oA ARG
o REIDFITTR ULIEBUE OBEERED & 5 B

@ BRATOFHIIZ BT RRICEE Y T 2 BE IOV TE KA O GIHERE S e

N, HOTEFGEIIE DN R NGEICIRY | EHEICKRZENT 22 2BETE D,

o MEMMZEEOAIUIEDH 5 BH

o TR AR A CRRVE S 2 58 6D B B K ONE BN 0 T i T i 2 <0 J Y il 2%
EORIZRIEMEZEAL N A BN D BE

o HOMEEBOEDE UTEBMERF L <IXHRMEO B el EOBEREO
oD HBE

»  ECOG Performance Status 3-4 " o 3

(F5h1E]

@O ALFIRIEED IV EE R OMEFFRIERE D & 5 B (B W TARR DA ZIER RS

TW5,
2B, BRAFEG AR 2T 5 BEICB W TIL, BRAFHLERIC L H1EE S ZET
AL,

FRLIZRZ Y T 2 BB TR D AR OG- J O ITHEIZ OV TE AN DAL
WL SN TELT ., AFIDOERGHIR LB,

o IRFRMBN LIRS,

o fhOHUEMEELA & OB,

ECOG @ Performance Status (PS)

Score EFR

0 AR IEBTE 5, BFaiE R C R EAEENHIRRITZD,

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

9 HWATRRETHAOEDEIY O Z LT T X THBELEEZIZTE 2, HH D 50%LL EiF~Ny R T
BT,

3 BoNFESOHDEY DL LT, AHO50%LL EE~y Rk il Zd,

4 | <IN RV, BODOHDOEIY D LFa TERY, BRICy FRFTE I3,

12




6. EIEL THEITREHEH

O WACEFIIN ., REREER B TRAET D GRS 1T D & AH O Frie M ONiE 1EA#
O DIZ LB R ERE +IZBE L ThBEERT 52 &,

@ 1REBRLAIZIENI D BE UL OFIEICHINER OfERMEZ ot L, [E x4
ThobETLHZ &,

@ ERBEHO~RT AL MZDONT

WEMEMIREN D 5o b Z e NH D DT, KFOFGIZH = - Tid, BFIE
M (PRI R, nmk, FEENVE) DORERR K O X #lirds O F i, Blgtx 1+
AT 2k, Fio, BEIRUTHES CT, MiF~— —%Diia £ 2
ek,

AFKN OB EIZEE D infusion reaction |24 2 TEARICHextisD T % Ut
i aAT -7 L CTRRMRT 5 2 & £72.2 B B LA O AHA# 5-RF 12 infusion reaction
NHHLDLILDZ EbdHDDT, REGHROARRBGKTHIT AL A
CERET 5%, BEOWREBE+2ICBIET 5 2 &, 7235, infusion reaction &
FEHL L2 HA 12, 2 TOMEE R OER D 5ERICEIE T 5 £ THRE 2 +0#l4
THZ L,

ORI RERE E N & Do D Z L 3% 2 DT, ARAID B 5-BAk T & O 53R
HIE IR BRI pEsE R A (TSH. J0#fE T3, EHE T4 SO lE) 2FEd 5
ek,

AR OFHIZ XY | BE ORISR T 5 L& 2 S DIk~ I B e
NHLDLNDZENDHD, BENIRBDLNTHAITIE, B LZFRIIS U
BLFR ) 72 N5k & 1R 5R & RO R Al & s U C bl 22 R W 2 1TV SRR Ok
BOGIZ X2 BEWER R B DN 258121, AFIOWRIE ST I, K OFEIE RE A
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREGIZLYETE
R OYGEERFRD IR WIGEITIL, B BB AR VE - LUSN O sz filF o8 0
bLEET DL,

B A& T, BOEM 5D ARE L COLRIERANRET D ZERH 5720,
AR OBEHETHRIZBRWEHORBBUCH2ITHEET D 2 &,

1RUBEPRI (BE 1 BUBEIRIG 2 & te) b Hbiv, BERFES 7 ¥ R—v &
CEDZLBHHOT, N, Hol, MM ORER O FEEC M E O _EF-(Z 1
EET D&, LABEREN DN SGEICTEEERIEL, AR ) #l
RO 5FDOWE2LEZ1TH Z L,

@ AFIOEFKRRBRICIBNT, KRG D 3 » AUAN, TNLIET, &E5RGBNG 1
FERNT 6 W Z & ITARMEDRE 21T > TV Z & 25 E 2, ARG I E I
(R OMERZAT D 2 &

13



B 3

XEFERHEETA FT A
NhT7u ) X<T (BiEFHEEEZ)
(e = %4 | Jv— 5 S 20 mg, %4 b L— 3 SHHE 100 mg)
~ 7Nl e 3 ~

SERR 2 942 A
BAFBE



ER/N

1. ZL®Iic P2
2. AANIOFHH. 1EHEF P3
3. ERIRRGE P4
4. FFRIZHOWT P9
5. BHxtG L e b P11
6. WEHIZEL THETRXHIH P13



1. IZC®IT

BRI DA « LEVEDTHER DT OIZIE, BT SCEFICEE S W LB 226 23K
bNd, SHIZ, IMFEORFEINROMEAN LV | FURERES 72 & OFF R 728 BLE
FREH D AGR SN D P T, b DER 2 BIC LR EE TR 5 2 L AR
PR & 72> TR Y (R M BOEE & SO FART7# 2016 (15K 28 42 6 H 2 H BRI E)
IZBEWTH, FHEELEOEHORE(EHELXD Z L L Tnd,

BRI ER L, B E R BT 0 7 7 A VSBR[ LB B TR
RLZENDD, ZOID, AR O ZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERKMOBE LB ZT L ZENHFSNLBE T LTHEMNT S & L b, BE
ADFEE LTRSS & D 2 L AR 72— D S 2 i 7 SRR RE T
THLILENEETH D,

LIeRo T KTA RTA4 T, BIFEEEPC N E TR LTV D EFEZ -
FHAR) RHICEED & | LUT OB H b O il 2268 ] 2 HEE 3~ S 8L b B AR B B %
RO EHEHE T,

B RKUA BT A %, MSIATEGE NS R AR ST . A ISFEME AN B A
BRI S . —RAEMTEN AARRRRNAHE =, FREFEERITREIE N A AHiiE 72 KO
—RAEMEN AR g2 OO b LR LT,

RS L IR DRI - A N —F EEERHE 20 Mg, A R L— X S ERE 100mg (—
Wt s NaTvn ) X~7 (GBI Z))

RRERDMEIHE © PD-LL Bt O UIBRARREZ AT - T3 DI/ Nl i

MBEERHEROHE @« @, AL, a7y nrl X~v7 (Blaf#iz) LT 1
[5] 200mg % 3 38 [l 1A C 30 43 R T TR EET 5,

B3 I 5¢ ¥ & . MSD BRRASHE




2. AANOKK, 1ERBERF

XA MV —F mERFE 20 mg V100 mg (—fi%44 : AT v U XA~v T (GEE R
Z). AR [RAl &vv9,) 1E. PD-1 (programmed cell death-1) &ZD VU > K TH
% PD-L1 )y O'PD-L2 & Dft A ZEHEREST S8 MEIgG4E / 7 v —F VHUETH 5.

PD-1 #R & 1 T AR 00 BE AR > & 2RI 2 72 D203 AUHBIR 23 FI FH 3 2 =5 72 0002 il £
AA »F T, PD-1 1%, BRI W CEMER T MildoMiamicgE L, 3%
P i % B o AR LB TR R 7o S0 E S il 95, 970 B, PD-1 XU H o REfh
ATHZ LK VHURZRIRCE D v 7P vsEZ AT 228K THh D, PD-LL
DIEFEHMKIC I T D RBUT DTN TH L0, < ON A TIZ T HIfLOE & 2z 5
I ERBENCRBLL TWD, BAMIIICET D PD-L1 OFEFIIL, BHIIE, W,
A . SREE . FE/ NI TE 72 & D& Ze WA TTFRARKF-TH YD | ARWALFER
& OB HRE STV D,

BED D DEFIRI) T & PD-L1 FBLOFHEAMED & (PD-1 & PD-L1 OfRE ILAEL; D
SRR B W CEHEEREE 2D Z EAVRBRINTEY | iR BN AIRROE & L
TSN TV 5,

AANE, PD-1 & PD-L1 X UNPD-L2 Olj U > ROFERELEST S Z Llck v, 5
W N B T o S R A =M T U BRI b S8 U s 2 fE M b4
52 L THMERENR AR D,

ARHNOVEFIREIFIC IS < BIEOSIERISIC & 5 BIERSN B b bh., B IS
EH AN D D, AAORGPROLGHIIT, BEOBRETHITO, RN
D BTG AITIE, BB L2 HGUTIE U B 2 ik & B8R & FF oAl & L Col
GBI A AT, BEOGRIESURIC X B BIEMAEDN D WAL, BRI
AN DR E ORI AT O WERD B,



3. BRI
PD-L1 B D YIFRARBE 72 ST « B3 O FE/ NIRRT O GBI I 25 21T - 72 T 722 R
B E T,

[H2hE]
OEBILFEFH IR (KEYNOTE-024 #5R)
{LEHRIERE D 72 EGFR &1 A Batt | ALK @A B v ) O PD-L1 Btk (PD-L1
Z IR U BN S 5 2E1E (LR [TPS) L9 ,) =50%) DU RRE/ 1T -
FE O IE/ Nt s (305 I, HAN 40 Bl &2 &Te) Zxf8ic, AFI 200 mg 3 i [
kR G- OFNER VLMD, 77 FFRH % 5 O ER ks (LUF 1soc) &
WO ,) XL L TRET ST, 7ol BEEHE CHRABMEITRFRO b IGEIT, 7R
BT T 2 /R TER D3GR B IR W DR IVICEE L T % B Tk, RIEILLE O g
A T BHEIT RO DI D FTARBI O G- 5 2 L BAEE L S, EEFH
T H I3 A (LU TPFS) &9 ) | RIREHIEE B X247k (LR TS|
LN, &I, KANTT T F AR A STk RiE L iR LT, PFS, KTYOS (H
AT 2 A BIIER LT,

* ool R UK e U CRIEIRFE AR ST D PD-LL IHC 22C3 pharmDx [ 4 =2 W T

HEshiz,

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 B IZ L B PFSOD BT D Kaplan-Meier g (PD-L1EME (=50%) D BEEMR)

-1



100 ‘:\x\\q

90
80 | =~
707 ey
— ia |
2 60 - ey,
HE' 50 e
o
H 40
30 |
20 | —— #E0omg Quw
10 7 ISFFRAESCILPRE
0 3 6 9 12 15 18 21
at risk# EHEHA]
FHI200mg Q3W 154 136 121 82 39 11 2 0
JSFFEARZSUIEEEE 151 123 106 64 34 7 1 0

OS® H MfEHTRED Kaplan-Meier i#R (PD-L1EM: (=50%) DBEHFLEM)

OQE B[R 1 /MAERER (KEYNOTE-010 #5%)
75 FF UK B G FIRIERE T 2 AT 5 PD-L1 B (TPS=1%) Z D UIRARE A2 AT -
PO IR/ fiE B3 (1,033 61, HARAN 9L Fl&Ede) Zxt5Ic, &Kl 2 mglkg 3 ¥
IR 5- ) OF 10 mo/kg 3 M RIFE MR G- OB ME R V2D R & Ky
(LLF TDOC) &vv9H,) ZxfE LT Ehiz, b, BN CTREETNER
ST ET, BT 2 R TIEIR DS F8 O B IR W EORRRIICZE LTV D BE TIL,
W B]LLRE O B FEAN CHREEET RO b b £ TAA OB Gkt Z Al L vz, B%
FFAHTE H 1% OS KON PFS & &F1, AAL DOC &z LT, OS Z A EICHER Lz,
*1: EGFR B x4 B X% ALK @G BIE TBIEDBE CIL, 77 F 7 A2 ST b HRIEIC L D
RN % . ZHFh EGFR MLEEM XiE ALK BLEVEM 2 A 2 HrErE EEAc & % iG55
AT D BENEHAN DN,
*2 : PD-L1 IHC 22C3 pharmDx % =] OFEfEFx v M & AW TRE S 7z,



100 e

——— 3% 2mg/kg QIW

90
80 #F#10mg/kg Q3W
70 — FeFFtl
£ 60
E 50 1
40 ) i INlI'|"II LIl L) R N
30 1
20 - il
10 1
0 5 10 15 20 25
at riski# HFRMR]
FH 2mg/kg Q3W 344 259 115 49 12 0
FA10mg/kg Q3W 346 255 124 56 6 0
FeEIFEI 343 212 79 33 1 0

OS DEMFENTRFD Kaplan-Meier BifR (PD-L1 BBt (Z1%) DBEELEH)

[Zz21E]
DE B (7] 26 AR 35k (KEYNOTE-024 75#%)
HEFLRIIAKIRE 148/154 ] (96.1%) KT SOC #f 145/150 i (96.7%) (258 B,
IRERHE & OREBRNGE CERWVAFERIL, £Eh 113/154 i (73.4%) K
135/150 B (90.0%) Z#8 L=, WTFNMNORETRELEN 5% EORITERIZ TERD
LBV ThoT,

VWD ORE TRERD 5% EORIVER (REMMEITXIRE)

soc B (%)

PT AFHE socC #f

(MedDRA ver.19.0) 15443 15043
4 Grade Grade 324 E 4 Grade Grade 3L E

ERIEM 113 (73.4) 41 (26.6) 135 (90.0) 80 (53.3)
MR LY o REE

i 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)

M /NI iE 0 0 17 (11.3) 8 (5.3)
o Wb

AR B RE TR E 11 (7.1) 0 0 0

FRR A RB AR T i 12 (7.8) 0 1 0.7) 0
B e

(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)

A% 4 (2.6) 0 18 (12.0) 2 (1.3)



- 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) 43 (28.7) 5 (3.3)
(N 1 (0.6) 0 9 (6.0) 0

FEER 16 (10.4) 0 8 (5.3) 0
BRI A

TI=rT 2k 10 (6.5) 0 7 4.7) 0
FUAT 2 T—F

#m

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

I/ NTURT 2

Z —B

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

i ks 0 0 20 (13.3) 6 (4.0)
i/ NS 0 0 18 (12.0) 9 (6.0)
I 1 BR AR 1 (0.6) 0 16 (10.7) 3 (2.0)
Rt L OGS

BHHR 14 9.1) 0 39 (26.0) 4 .7
[ SN} 1 (0.6) 0 9 (6.0) 0

JiE
(iR TSNS T ik

B EiivR 13 (8.4) 0 4 2.7 0
PR R PR

S 1 (0.6) 0 15 (10.0) 0
K= =2 —nm 3 2 (1.3) 0 9 (6.0) 1 0.7
9’—»__
FEOR 2R, MR K OVthmRs s

fitiigs% 8 (5.2) 4 (2.6) 1 0.7) 1 0.7)
BeJg $s KOV TRk S

Jit EAE 0 0 12 (8.0) 0

B I iz s 8 (5.2) 0 1 0.7 0

Z D FEIE 12 (7.8) 0 3 (2.0) 0

5 11 (7.1) 1 (0.6) 3 (2.0) 0

7ek. ARFIEECRIEMEMEEIT 9 B (5.8%) . KIGZK - HEO FFIL 8 B (5.2%) .
MREREE (7 v« NU—IEERESE) X261 (1.3%) | JIFBEREREE X 22 fi (14.3%) .
PR IR RE IR 1 21 1 (13.6%) . T EEIAHEREFEEIL 141 (0.6%) . 1 AUBEIRIEIL 1 41
(0.6%) . BHEREREE (R MEMERERE) (X146 (0.6%) . BERIZ1H] (0.6%) .
2% « RERUTRERSE X 1 5] (0.6%) MUY infusion reaction 1% 5 il (3.2%) TR HiLiz,
T, BEORERE (REMHRIREMREEE, WA, HRXMES) | BIEHEREE
HIEA I IE, MK - BEEK, 589 R ML OLHRITBO otz

OQEFEL[FZ /MAERER (KEYNOTE-010 #XiR)

HEESIT 2 mglkg Q3W # 331/339 f51] (97.6%) . 10 mg/kg Q3W #¥ 330/343 4] (96.2%)
S O DOC #f 297/309 il (96.1%) (258D HAL, 1RBRIE & DRREARN G E TERWAFE
FRIL, TNTFh 215/339 i (63.4%) . 226/343 fil (65.9%) M TN 251/309 i (81.2%)
IR BTz, WT IO RETIELZERD 5%l EORIWERIZTED LB TH o7,



WA DEE TREED 5% EOBWEMR (Z2MMiTeREM)

soc BilE (%)
PT 2 mg/kg Q3W # 10 mg/kg Q3W #¥ DOC #%
(MedDRA ver.18.0) 3394 34343 30943
4 Grade Grade3LlE 4 Grade Grade3LlE 4 Grade Grade 3Ll E
2RIEA 215 (63.4) 43 (12.7) 226 (65.9) 55 (16.0) 251 (81.2) 109 (35.3)
Mgk KONV v RbEE
E=gi 10 (29 3 (09 14 (41) 1 (03) 40 (129 5 (16)
B FR BRI 1 (0.3) 0 1 (0.3) 0 44 (14.2) 38 (12.3)
R A
RS RE AR T E 25 (7.4) 0 23 (6.7) 0 1 (03) 0
B
T 24 (711) 2 (0.6) 22 (6.4) 0 56 (18.1) 7 (2.3)
D 37 (109) 1 (03) 31 (9.0) 2 (06) 45 (146) 1 (0.3)
A% 13 (3.8) 0 7 (20) 1 (03) 43 (139 3 (10
Mg - 12 (3.5) 0 13 (38 1 (03) 24 (78 2 (0.6)
—f% - B EFER L OB G OREE
e 3 20 (59) 1 (03) 19 (55 2 (06) 35 (11.3) 6 (L9
9 57 46 (136) 4 (1.2) 49 (143) 6 (L7) 76 (246) 11 (3.6)
AR PET 5 (15) 0 4 (12 0 21 (6.8) 0
FEER 10 (29 1 (03) 14 (41) 0 17 (55 1 (0.3)
AR AR AT
A ER B 0 0 2 (0.6) 0 24 (78) 19 (6.1)
1 BRI 0 0 3 (0.9 0 16 (52) 10 (3.2)
R L OveakhEE
AR 46 (136) 3 (09) 33 (96) 1 (0.3) 49 (159 3 (L0)
B R B L UGB Rk
B EiivR 13 (3.8) 0 19 (55 2 (06) 18 (5.8) 0
5 P 9 (27 0 10 (2.9 0 29  (9.4) 0
PR E
SN 4 (12 0 7 (20 0 16 (5.2 0
KM= 22— 8 F— 2 (0.6) 0 3 (0.9 0 28 (91) 1 (0.3
BERECTE 3 (0.9 0 3 (0.9) 0 17 (5.5) 0
&R KOV T AR &
=B 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 (0.3)
5 29 (86) 1 (0.3) 44 (128) 1 (0.3) 14 (45) 0

72385, 2 mg/lkg Q3W #E K Y 10 mg/kg Q3W BE T2 4L, BRI BIX 15 1] (4.4%)
ROV 14 5] (4.1%) . KM% « EED TR S F (1.5%) K2 6] (0.6%) . FEEDH
JEREE (FREREIEARAE ERE . ZTEALBE, JEREIESE) 13 1451 (0.3%) KU1 (0.3%) .
MR E (X7 « NU—JEBEREE) 13 2 ] (0.6%) &3 fl (0.9%) . AFHEREREE
13 23 f51] (6.8%) K Tr 22 4] (6.4%) . HR i RE R 13 32 151 (9.4%) K& T 35 #i] (10.2%) .
THEEAHEREREEIZ 16 (0.3%) MOV1A1 (0.3%) . BIEHEREREEIZ 261 (0.6%) MOM1
B (0.3%) . 17UBEIREIE 141 (0.3%) K24 (0.6%) . BHHEREREE (JRANE MEME
RS 13 46 (1.2%) KON0 B, ST 161 (0.3%) KON 0 il gk - RERUT bR
JEIL 1] (0.3%) K ON0 ., infusion reaction (% 2 5] (0.6%) &ON6 1 (1.7%) TR
bz, Filo, BEIEMEAE, MK - BEIEK, 5E 5 EREOOLHRITRD Hivero
776



4. FEFRIZDOWT

HGRGIEE UCTHEAGERE (BFFRE) Nt o Tns Z b, YikiE zEy)
ICEfETE DM THOIMNEND D, TDO LT, RANOE G372 BE 2 ZWr - F5E
L, AFOEEIZ L0 EEZLRRBIEAZ BB LIRSS T 5 2 EB0ER7zoH, IO
DO~@DFT_XTE M- THERICBWTHEHT 2 XETH 5,

O mEFITHOWVT

D1 Fito (1) ~ (B5) OWVWTNNTENT I THDZ L,

(1) BAEFBRENEET 20 V2 EEHEN SRS E R AR SR P
S AR IREEEBL SR e . RS A SIRIRRE 7 &) Pk 28 45 10 H 1 HIRA -
427 fia%)

(2) HpEHERERBE Rk 28 4E 9 H 1 B « 84 fitink)

(3) FREIF IR ENIEET D03 AT (2N AREEER BT, 03 A
W19, 23 ARSI EEHEE R 2 &)

(4) ARACFRIEEZHE L, S REFREME 1 USSR 2L 2 Ol s 5L 1E
IR D B 1T > TV D iR (Im27$7ﬂ1¢w#5.2&8m

(5) PUEMEMER AL B EINE O s EEIAR DR A 1T > T\ D ltiax CERk 27 4 7
H 1 RS 1284 fifi g%

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

*

o [ERNEFFEISH 2 FEOWIIINHE 28 T L7 S HLLE DD ATRIE D BEIRNHE 217
STWAHZ L, 96, 2L BT, DAL L LIRS FOWHE 217
TpoTWAZ L,

o [ERIGFFIUEE 2FOWINHE 2 T L2 RIZ4FELL EDORKRREBREZH L TW\WDH
Lo 9B, 3AELL R, il 0N A SRR Z & T MR s S O R IRHE 217 > T
WAz L,

Q@ PBENOEEBBEREEDOMEHNICOWT

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




@ EBHWERA~DOXIRIZOWT

@-1 fEsk Iz BE 4 5 B

IV MERR B D B E AR RITEA R A L-BRIC, 24 BRRIZZIRIEHIO T, i 3
HHEESi BT, FEH LZRITERNICIS U CABREEL Y CT 20 BIVEFA OB 23
IR DOFER Y B HICHE S, BB ATRE AR R 23 > T b 2 by

Q-2 EERFEF L 2AFBLAMNICET 2 EM:

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

@-3 BIER DOZMTCRISITE LT

BIVER (RVEMERRBCIN X, KIBZK - EEO T/, ITFHERERE ., Bk ® (RNE
FIEPERER%) . WOWEES (TEREKEERS ., FUIRIREREREE, BIBMgERES) ., 174
FERIG . 58 DM, fhdk - BESUREIE , EJe . B D RS IR (R R Rb AR i |
ZICRLBE, FARMEIESE) . infusion reaction, X7% - BEMEZc, FIEM MEIE, MhfkbEE (%
T N U—EBERES) | DR 16 LT, YikEak LT BRI R O P P A
BT HEM L L (RBIEROZR oI L THRE R OB 422 1 b b 5&EC b
HZE) . BEHICHEERAENR TE DEENESTND Z &,

10



5. BEXRLRDHABE

[Zcpt]

O TRICHEET 2EE IOV TEIAROREPERE SN THDL 2 &b, BE 21T

DNz &,
o AKHNDOESTIT K LIRHUE DO RBEERE D & 5 B
o IR NITE L CTWARREMED & 5 BE

@ BFERTOFHHIZEB W T RIS Y T 5 BE IOV TE, AR O GIIHELE I L0

D, ADOIRFIBIIE D R WIGEIZIRY | HEICAFZMHEHT 2L 2BETE D,

o [MWEMEMEROEHUIIEEDOH D BE

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

o HORBEHEROEOE, XUHIEMERE L < IFXFERMEO B O i EOREERE D
b o HEE

»  ECOG Performance Status 3-4 ™o

(F5h1E]

D FROBREICBN AR O IMENBEE STV D,

o ALFRERE OV EGFR Ein A RN, ALK @& 8 st &L O PD-L1
ot (TPS=50%) DYIFRAEEZRMETT « FFFE DI/ INHERE i Fe s

o TITFFHRHFEEGLATRIEREZ AT 5 PD-LL Bt (TPS=Z1%) OUIRA e
LT - FROIE/NIRMEERE (2. EGFR s A BB IE ALK @a
B FEMEDOEBE TIL, FHFHN EGFR F1 30—V EARI XL ALK F
0y X —BEAIOERREE AT 5 EE)

2B, TPSIZRAT7 0 X~7 (Bl Hfz) Oar =4 2R (IKGE4

PD-L1 IHC 22C3 pharmDx % =] ) Z#HWTHIET 5 Z &,

@ FERICHNT 5 BFIRT 2 AH OB 5RO IEIC SV T, AR OF RIS

LS TE LT, AAORGXZR LB,
o iR AIENLITRIE,
o fhoHUEMEIELA L OO,

D ECOG o Performance Status (PS)

Score TR
0 | &<MERIFETE 5, Bl A U HEEEIHIR/E ITZ 5.
1 ARBIZEL LV NEENIHIR S B 23, BTARE T, BIEEME > TOIEEIIITH Z &M TX 5,
B BOEE, FHBIEE
2 HBTRRETH D OHOEID O Z LI X TRREZEAMEEIZTE 2V, HH O 50%LL Hig~y FATIRI T,
3 [RONTZESOHDEY O L LTERN, HHOB0%LL EE Xy K7 Ccild =4,
4 | BTV, BOOHFOREY D LT TERY, BRIy R - TEI4,

11




@ MiEs2EIA N7 4> (HARME S 1238\ T, ECOG Performance Status 0~1
D =75 5% LI E. % ECOG Performance Status 2 "V o T, & 3 i Hirm
Al (FEZFELVE) OBRFRENHREINTEY, 77 F T WF 0L HHESEEX
BV EN W —2A03H 5, (WHRERE T 5BEIERT 256, 7
7 FFRFNOFHEHREA 72 < & b 3 HAPUEAI A CORREL 6T 5 BE I
T, AFOREEZEBETE S,

12



6. BMEICEL THEETREFE

O IRASCEFITINZ, BEIREES D IRAET 2 ERFE T D & ARHF O FeE K& OV Eff
DT OIZ B HE T L TS5 2 &,

@ JRRBALAICIENL D B ULE OFIEICH MR a2 Hoait L, [E 215
ThoETHZ L,

@ FERBMEHO~xT AL MZONT

MEMEREER S 5D Z ENH LD T, KRN EGIZHT- > TiL, WIHHE
K (BGIFL, PERREE, BEWkE) OfERR & OMaE X Sl o FEhiss, #las +
FATH 2k, Flo, RIS U TRES CT, My~ — I —%F DA% Fh 3
HZ &,

infusion reaction 23% H 0I5 Z & 3% %, infusion reaction 23588 H VT2 HA
(%, WOREZIT D & &I, FERAEE T 5 F TREOREBL +0108i1%
T5HZ L,

FORBEREREE 2N o H oD Z &3 H 5 DT, AFI O 5B baRT R O 511
HIXEMIRIC FR IR RE R A (TSH. R T3, W5RE T4 FoWE) 2 Ehid 5
e,

JFREREREE DN S H b Z &N b 5 DT, AF| OB 5B bAwT M O 58k Hix
EHICATRERER A (AST, ALT. y-GTP, AI-P, B U VEVEDORIE) % FEhi
T5HI L,

SEIEE (AR M EBHREARZET) FOERERIREENH Hbid
ZENHLDOT, EMIICIROREDOFELHET D2 &, £2, ROEFEN
RO BT IGEITIT, HONCEREEZZZ2 T2 L) BELIEET HZ &,
AHNOBEGIZ LV | BEORE ISR T 5 &35 2 B Dk~ 7R B E
DHOLOLNDZ ERDHDH, BENBDOLNTZLEITIE, BEL-ELIL U
BEFRA 72 ik & B8 BR 2 e o R AD & U CE bl e BRI 2 1TV I o
FOSZ & 2 BWER BN 25561213 RFIORFESI IR, ORI EE A
WEVRIOBRGELZEZRTDHZ L, B, MIBRERVEORGIZEYEIE
HOYGENFRD B2 WA IZIE, B EE A /VE LSO il oE
LEETDH L,

BeHHET %, BRI S8 AR U T LEWERANEET L ZERH D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 RUBEPR I (BIE 1 BUBEIR I 2 Sde) b Hbtv, MERFEES 87 v F—v &
IZELHZERHLHOT, Ag, Bl RMHFEOER OB MAEED FF-I2+
DR T D&, LAEREN OIS E TG E2FIEL, 4R U
OO R LEZ1TH 2 &,

@ AHOFRABIZINT, &GS 9 A, THLRET, BE5G G 1 4H
(T 3 BIRGHT Z L ITHMEDRHE 21T > TV Z & 22T, ARG HITE

L

B TR OMWEREITH Z L,

13



RIS 4

xEFERHEET A FF A4
NRATEY ReT (RAETHBL)
(R4 : ¥4 MVv—F SiE#E 20 mg, A Mv—& % 100 mg)
~ B B~

T2 92 A
RAEFEE



ER/N

1. ZL®ic P2
2. AANIOFHH. 1EHEF P3
3. ERIKAE P4
4. MFRIZHOWT P10
5. BHxtG L e b P12
6. WHIZEL THETRXHIH P13



1. IXT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
ML 0o TR Y REMBGEE & S0 FAR T #2016 Ak 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVE R ESR L, KEERASCL ST 2 7 7 A VISBEE DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

LTeRoT, KAA RTA 2Tl BIFREMC I E TIZE LN TV D EFIEFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
ERAR IR s . —MAERTE N B ARER IR NRHE & R OVARRAEE N B R JER 22O
Db EAER LT,

RSl 7 HEIRN - ¥ A M —F SEHE 20mg. A b —Z S EHTE 100mg (—
W4 a7 vl X~ (iR L))

KR ERDMEIRE - ARG OIRA B 72 BN R A E

REERDMEROHE @, AR, a7 n ) X~7 GliaF#z) LT, 1
[6] 2mg/kg (AREE) % 3 MR T 30 /02T CTRillfsiEd %,

®3E IR 58 ¥ F : MSD Bt




2. AFNORK. TERBF

XA ML —F mERFE 20 mg V100 mg (—i%4s : AT v U X7 (BRI
Z). LR [RAl &vv9,) 1E. PD-1 (programmed cell death-1) & %D VU > K TH
% PD-L1 )y O'PD-L2 & Oft A ZEHERET 5.8 MEIgG4E / 7 v —F LHUERTH 5.

PD-1 FRB& I T Al G0 B S 2> B 8 2 72 D12 28 AVHIIE 23 R 3 2 =5 20 e e 1l
AA w F T, PD-1iF, EFERREBICI WD TEER T MiluoMin L mic BBl L, B o%
PSS % B AT TR R 72 g SR & Hli 35, §7eboBH, PD-1 XU v KLk
AT HZ LKV PURZERICL D v 7T IVRZEEAICHIET 22 /K TH 5, PD-LL
DEFMHEMICIB T H2RBUTDLT N THLIN L ONAMBTIE T OB E 28z 5
IECBENCHBLL T D, BAMBRICEIT D PD-L1 OFEEIL, BilerE. P,
BRI, ORBLE . FE/ NI S Ok 2 RN A TTHRARK T TH Y | RWAEFR L
OHEBEMENRE I TWD,

D A DEFIRE 1% & PD-L1 FEEBLOFHBAM:A & PD-1 & PD-L1 DR IXEEE D
T BRI BV CHEERHAE 2 Z EAURBINTEY i BNAIRREOEN L L
THIFfF STV 5,

AHNE, PD-1 & PD-L1 X OXPD-L2 OV T ROFEAZET L Z Lick v, EE
W NBREE T O S A S SV T U o SER A TE M L & & HUE S )% & FHEME L
52 & THIERG R 2T D,

AN (TR 165 < B S I 1 BT 5 B o, TS SUSBEL I
5 AN B, RO G RO SIS, BB OB T, RENR
i & TN FEL L T G U BPIAA AE  HER 245 [T & S L Tl
BI85 B2 24T\ IR EE DR RS K D BITER DN b 2 56121, BIRRE RV
L HIOR BEORG AL & 1T 5 LB B,



3. BRI
IRV UIBRNBE 7 B Bl D K GRIRF SR &2 1T - 72 E 72 BRI O piiE 2 7~ 1,

[ 2hE]
OEMNE 1 b fHER (KEYNOTE-041 #5k)
{EEREE D72 NI A B Y A~T (B ) T 48V A7) Lvno,)
EEERN 2 LY A ETORTFRIERE 2 AT HRIGUIRAGE 7o ik A fE B 42 4]
(A ZWPERRNT RIS 37 1) 21T, A 2 molkg 3 @RI (LLT TQ3wW) Lw9H,)
B G- OB NE R VLR S 17z, 78, BGEEE TR EETARS D= HEIZ,
PRBHETT 2 R JIERD3FR8 B IR WE DEFIRIIC R E L T 5 A T, IR [BI LR O E
GRHE CRABEITARD DN D £ TAAIO B G 2k 25 2 LN ATRE & &z, HERT
fiE H Td 2 EERIRECIST HA RT7 A > L1RUICHES < | Eic X 5 584:78%) (CR)
TR (PR)T 1E. 24% (95%(EHEXM : 12~41) Th -7z,

@Esh TARFRER (KEYNOTE-002 #45%)

AV AT K DIREEL AT D2RIGUIR A RE 22 B BAME B 2t 21z, AH 2
mg/kg Q3W % 5-} OY 10 mg/kg Q3W 5D A 3tk Je V2, AbRiE (X "y
V. TEYOUI R, INVKRTTFU RXTVEXRVIINR T TF o+ 7 ) 2%
T, LUF TICC B LW 9H,) X E L CTHRETENZ, 7ok, WiEEHn TR AEET
DR LT AIC, TRBHETT 2 /R TIER SR BN R W ED R EE L TV 5 A
HCIE RIEILAE O EHGEHE THREEITFED 5D £ TAKDER G 2fkid 5 Z &2
AIRE & Siv7o, EEFHIE BIX AN (0S) K OMESEA M (PFS) & 4,
AFNILFHE L LT, PFS 2 A HICERE LT,

100
90 ] — & 2mg/kg QAW
80 ——— #10mg/kg QIW
70 i =2 -
& 60
50 ]
# 40 7
30 ]
20 g
10
G PRULLLLLULL LU LR UL LULULELEL LU (LU LULLELLLY EURLLEL LY LR UL Rl
0O 3 6 9 12 15 18 21 24 27 30 33 36
at risk# M [R]
##& 2mg/kg QBW 180 131 95 70 61 11 0
.1 | I]mgf‘kg Q3w 181 138 99 79 67 12 0
(beses 179 115 80 60 48 9 0

OS @ Kaplan-Meier gif
4



RREETEM A

at risk#

F& 2mg/kg Q3W 180 153 74 53 26 9 4 2
FE10mg/kg Q3W 181 158 82 55 39 15 5 1
{ESEseE 179 128 43 22 15 4 2 1

PFS ® Kaplan-Meier ghi##

@UEsFE RS (KEYNOTE-006 #45%)

AV LTI DEBEROLNIA Y AT E2EERN 1 LI A F TOF
PRI 2 A9 DRI UIBRASRE 70 B A Il R & 5 5212 ANA 10 mg/kg Q3W & 5- K& Y
10 mg/kg 2 MM (LAF TQ2wW] L\ 5 ,) EHGOEIMELNLZEMER, 41 B A~
ThRARE LT STz, Ak, BHEEHM CTHRBETT NGO TSI, BREELT
ZRTIERDFRD DR WEOBRIICLE LTV 5 B T, REILARE o Bi{g 34 ¢
PRIBETT RO BV D £ TARAOIR G Ak T 5 2 L AAATRE & S, FEFHGE H X
AT (LLF 10S) W) ,) KOEHEAGHIFE (BLTF TPFS) &\ H,) &St
AFNIA Y AT LHEZ LT, OS KL ONPFS #H EICHER L7z



B 50

30 ] ——— awomg/kg Q2w
20 ##10mg/kg QIW
10 1 —— qrunzs

at risk#q M A]

FHI10mg/kg Q2W 279 266 248 233 219 212 177 67 19 O
FE0mg/kg Q3W 277 266 251 238 215 202 158 71 18 O
AEVULRT 278 242 212 188 169 157 117 51 17 O

OS ? Kaplan-Meier i

100 -"T
| T e e A 10mg g QT

80 - 3 1mg /g Q3W

{)-""""'I"'"""I""""'I'""""I"'"""I""""'IIIIIIIIII
0 2 - 6 8 10 12 14

at risk® FREREFNM A

##10mg/kg Q2W 279 231 147 98 49 7 2 0
##10mg/kg Q3W 277 235 133 95 53 7 1 1
1EULTT 278 186 88 42 18 2 0 0

PFS @ Kaplan-Meier Higg



[Z241]
OEWNE 1 b fHRABR (KEYNOTE-041 #5%)

HERLIL, 41/42 1 (97, 6%) IZRRD BV, IRBRIE L ORBEBEBEN G E TE R WAE
FRIX, 34/42 ] (81.0%) (ZFBH BTz, FEBLHEN 5%LL EORIERIZT TRO LBV T
HoT,

& FEERY S EORIER (REMEMITNREMH)

% (%)
SO%T 2 mg/kg Q3WHE
(MedDRA ver.18.0) 4215
“2Grades Grades 3 VL I

RIEM 34 (81.0) 8 (19.0)
P AR

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

T 3 (7.2) 0 (0.0)
—i% - RHEEER X OG- OREE

BBk 5 (11.9) 0 (0.0)
it R A A

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

LFREERHRE 3 (7.1) 0 (0.0)
i BRI O AN ik

= 5 FEAE 6 (14.3) 0 (0.0)

BER B IR BB 6 (14.3) 0 (0.0

M 3 (7.1) 0 (0.0)

k. MEMENEE LB (2.4%) . KB4k - Ef@?ﬁzm (4.8%) . JIFH&nREREE 3
Bl (7.1%) . FEAMABERERE 2 41 (4.8%) . HUIRIMEREREE 6 #1 (14.3%) . infusion reaction
161 (2.4%) KOS E DS L (2.4%) TH ab%amto Fo, MREE (F7 -1
L—IEBERES) | BREREREE URAAETREMERRE) | BIEREE, 1 AERN, BEEO
el (RERPRIEARAE BERE, ZIRALEE, BOREIESE) | K. iR - BRI REARIE
FIERG MR, A - B S OVl R 138 %Wm)oto

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

AHEFLIE. 2 mg/kg Q3W B 172/178 11 (96.6%) . 10 mg/kg Q3W & 178/179 151 (99.4%)
J OV ICC B 167/171 ] (97.7%) 258D HAL, 1RBASE & ORBEEARN G E TE W aE
%2% . TR 121/178 %1 (68.0%) . 133/179 fi] (74.3%) M O* 138/171 #5] (80.7%)

IZRRD BTz, WTNAORETRIRN 5% EORITERIZT FTROLBY THo7-,



K WTNDORETRIARD 5%LL LORIER (REMEMAT X SEH)

Bi%x (%)

socC i i i
PT 2 mg/kg Q3WHEE 10 mg/kg Q3WHE ICCEE
(MedDRA ver.18.0) 1784 17941 17141
4 Grades Grades 34 E 4 Grades Grades 32 F 4Grades Grades 3V
RREIEH 121 (68.0) 20 (11.2) 133 (743) 25 (140) 138 (80.7) 45 (26.3)
MEFR LY v RfEE
Z L 5 (28 1 (0.6) 7 (39 0 (0.0) 35 (205 9 (5.3)
i BRI 0 00 o0 (0.0) 0 00) o0 (0.0) 14 (82 6 (3.5)
1T AR ER TR i 1 (06 0 (0.0) 1 (06) 0 (0.0) 14 (82 6 (3.5)
i /IR 2 Ly o (0.0) 1 (0.6) 1 (0.6) 16 (94) 4 (2.3)
P IR
R B R T 9 1) o0 (0.0) 13 (73) O (0.0) 0 00 0 (0.0)
H ks
f5%w 5 28 o0 (0.0) 9 (5.0 0 (0.0) 14 (82 0 (0.0)
T 15 (84) 0 (0.0) 19 (106) 2 (1.2) 14 (82 3 (1.8)
D 8 45 0 (0.0) 16 (89 1 (0.6) 56 (32.7) 4 (2.3)
Mgt 2 @y 1 (0.6) 0 (6 1 (06) 26 (152) 4 (2.3)
—f% - EHEER L OB G-I OKRE
S 9E 6 B4 1 (0.6) 8 (4.5) 1 (0.6) 10 (58 1 (0.6)
97 40 (225) 2 (1.2) 52 (291) 1 (0.6) 62 (363) 8 4.7
FE 6 34 0 (0.0 11 (1) 0 (0.0) 8 @47 1 (0.6)
g R A A
iR 0 (00 0 (0.0) 1 (06 0 (0.0) 13 (76) 5 (2.9)
R L Ok fEE
FARIBOE 8 45 o0 (0.0 17 (95 2 (1.1) 26 (152) O (0.0)
B #E R FS & OV ALk
B 13 (73) 1 (0.6) 12 (6.7) 1 (0.6) 9 53 1 (0.6)
5 PR 9 6.1 2 (1.1) 7 39 ©O (0.0) 10 (8 1 (0.6)
PR SR I T
R = 2 — 1 RF— 2 @@y o (0.0) 0 (0 o0 (0.0) 14 (82 2 1.2)
BT 1 (06 0 (0.0 2 @y o (0.0) 11 (64 0 (0.0)
FEIEH L OV ALk =
it A 5 28 0 (0.0) 1 (06 0 (000 35 (205 1 (0.6)
B FE Rz 9 1) o0 (0.0) 9 (0) 0 (0.0) 2 (12 o (0.0)
% 9 FERE 37 (208) O (00) 42 (235 0 (0.0) 6 (35 0 (0.0)
2 21 (118) 0 (0.0) 18 (101) © (0.0) 8 @47 o0 (0.0)
R INITR 2N & 5 28 1 (0.6) 10 (56 1 (0.6) 0 (o0 o0 (0.0)
5 1 B 10 (56) 0 (0.0) 9 (0) 0 (0.0) 2 (12 0 (0.0)

7235.2 mg/kg Q3W HE & 110 mg/kg Q3W REIZ 35\ N T E AL 4y, [l E ME At & 1451 (0.6%
OV A B (2.2%) . RIBK - EEO THILH] (0.6%) KTN6 6 (3.4%) . FhgkEd (%
T e N L—IEERESE) 2 451 (1.1%) J O 0 i) AFRERE R 13 151 (7.3%) S T* 15 141 (8.4%) |
RXPERERESE (RANETVEMER %) 161 (0.6%) KON1H] (0.6%) . FIEEERERE 1
B (0.6%) KO3 (1.7%) . RRIERERE 14 61 (7.9%) }& O 15 5] (8.4%) . infusion
reaction 2 5l (1.1%) KO3l (1.7%) . EEOEREE (REMBEIREER, 2L
BE, HERMIES) 161 (0.6%) MOV (0.6%) . SR 161 (0.6%) KON0 I, BEIER
HEJJIE 0 Bl J TN 1 3] (0.6%) . MMk - Bl O BT 1 65 (0.6%) . WENTSE D
ROBILO2H] (1L1%) TROOLNTZ, Fio, BIBREE, 1 BBERFE, 2k - B0 mH
FIRIE K OV R IEFR 8 B LR o 72,

)



OSBRSS (KEYNOTE-006 #5k)

HEFERIT, 10 mg/kg Q3W #¥: 264/277 1511 (95.3%) . 10 mg/kg Q2W #f 275/278 141 (98.9%)
SO IPLAE 239/256 5] (93.4%) (1Z388 B L, VRS & ORIRBERNA G E TE WA EHESE
BE. FHEH 202277 B (72.9%) . 221/278 il (79.5%) K OF 187/256 5] (73.0%) (2
RO BT, WTINORETHILEN 5%, EORIERIZTRO LB THoTz,

£ DTN OEETRILED 5% EORIVER (REMEENT X REM)

B (%)

SOC

pT 10 mg/kg Q3WHE 10 mg/kg Q2WHE IPIFE
(MedDRA ver.18.0) 2777 2780 256151
4=Grades Grades 32 |k 4Grades Grades3LA k= 4=Grades Grades 324 E
2REIEH 202 (729) 28 (10.1) 221 (795) 37 (133) 187 (73.0) 51  (19.9)
P Wk
IR R B RETTHERE 7 25 0 00y 17 (1) 0 (0.0 6 (23 1 (0.4)
R BB R T iE 21 (76) O 00 25 (90) 1  (0.4) 2 (08 0 (0.0
H Wb
JiE % 5 18 0 00 10 (36 0 (00 15 (59 0 (0.0)
K% 8 29 5 (1.8) 4 (14 4 14 19 (74 16 (6.3)
T 40 (144) 3 (11 47 (169 7 (25 58 (227) 8 (3.1)
AP Rz 11 40 0 (0.0) 20 (72 0 (0.0) 1 04 0 (0.0)
CEA 31 (112) 1 (0.4) 28 (101) 0 (0O 22 (86) 1 (0.4)
Mgk 5 (18 0 00 10 (36 1 (04 14 (55 0 (0.0)
— % - EHEER L OB G-I OKRE
) E 31 (112) o (0.0) 32 (115 1 (04 16 (63) 2 (0.8)
W7 53 (191 1 (04) 58 (209 0 (00 39 (152 3 1.2
RO P

TANRGXUBT I ) RTLUAT=T—PHIM 6 (22) 1 (04 14 (50) 0 (00 6 (23 2  (0.8)
R L Ok REE

BRRHOR 18 (65 0 (00 17 (1) 0 (00 20 (78 O (0.0)
S R L O kL b

RAfR 32 (116 1 (0.4) 26 (94) 0 (00 13 (51) 2 (0.8)

EE 6 22 0 (0.0 19 (68 1 (0.4) 5 20 1 (0.4)
eI $ KO FHRkREE

< D FENE 39 (141 0 (00) 40 (144 0 (00) 65 (254 1 (04

537 37 (134 o© 00) 41 @47 0 (0.0) 37 (@145 2 (0.8)

I FIEE 31 (112) o (0.0) 25 (900 0 (0.0) 4 16 0 (0.0)

72%5.10 mg/kg Q3W #£ K TN 10 mg/kg Q2W HEIZ 35\ T Z V2 du, RV i £8 4 451 (1.4%)
KON B (0.4%) . KBS « EHEO T 10 5] (3.6%) KON 13 il (4.7%) . FhRkpEE
(X7 v« NU—JEGERS) 26 (0.7%) KO0 6, IFHAREREE 14 5] (5.1%) & U*23
B (8.3%) . EHEREREE (RMEMEMEEXE) 246 (0.7%) RXO14] (04%) . FE#
AEgREREE 161 (0.4%) KON 141 (0.4%) . FUIRIREREFETE 28 f1 (10.1%) MK U* 33 fi
(11.9%) . EIFEFEE 161 (0.4%) K&OV2 6] (0.7%) . infusion reaction 7 5l (2.5%) K&
OV5 i (1.8%) . 1 AUHESRY 1451 (0.4%) K ONO B, EFED R RS (BRI ARE
B, ZTUALEE, BRHIESE) 0 I KON 1 45 (0.4%) . BEZ 141 (0.4%) KO 1451 (0.4%) .
A - BB RLARIE 1 6] (0.4%) KON 0 B, Mzt - BEREES O (il J Y 1 651 (0.4%) |
IZHE IR 3 6 (1.1%) KON 1 6 (0.4%) T#RH SN, £, BEIEMGEE K
WD RITED bivienoT,



4. FRERIZOUVT
KRR E U CHERBERE (2FFHE) e Tnbd 2 enb, Yikiilh 2 Ey)
IZETX DR THLIMNERD D, TD LT, KR ORG ) EY) 72 B3 2 2W - FrE
L. AFIOFEEIZ XL 0 HEHEREWEAZRBBL LRSS T 5 Z E BB R0, LLFO
O~@DFT X TET M- THRIZBWTHEHT 2 XETH D,

O MEFRITHOWVT

@1 TR 1) ~ B) OWVWThNCELTHMxTHD Z &,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
M 23 A RSB SRS, HUER S A RS IERlE e &) (CFRk 28 4F 10 A 1 H FREA -
427 Jiigk)

Q)%E%%%ﬁ($%%&mﬂlaﬁﬁ-mm%

(3) FBENFRANF DT ET 203 U FEEEFRET (25 AR BT, 23 U2
w719, 23 ARSI EEHEE R 72 &)

(4) SRIbF LR A %L,%%m%%&m%1Xi%$m%$&m 2 Dk HE
(AR DI 2T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁﬁm%m@ HILHEITAR D A T > T Hfiax (CERk 27 4 7
H 1 HEEA 1284 Jiti g%

O-2  HEMER AR FHRE K ORIVERFEBURE Ot IS 457 70 ik & B8R & RO R AT
(FROWTINITEEY T DIERM) 2, B2 EROARFNICET A2 IREOEME L LT
FlE SN TnbZ L,

*

o [EEMRFFEUSZ 2 FOMMNHE 2/ T L72&I1C 5 FELL L O ) ATRRE DERIRIHE %
IToTWBHZ L, 95, 2 FLEIZ, BDAEMEEY L LR ESES:OHE
AT o TWBH T &,

o [ERRFFIFR 2 EOMHNHME 24 T L721&IZ 5 A LA L oo B EANE G2 IR O il
KR AZA LT\ DH T &,

@ BENOEZRBFEREHOEHNIZOVNT

3R G A BT T 2 B ML S, RGN D OFRE D, Aotk - 24
P T R ) TFJ%E(@HE'E%&U\[:E@%? X A IEWmIE AL, AEFELEDBAE LGS OWMEHE
B, ERHECOITON A IRENE ST D Z &,
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@ BHERA~DOFIRITONT

@-1 BIYERFERR QX ISR B4 5 2

FIE MRS FE O EE R BIERARA LB, 24 BFRIHRIAHI O T, Y%tk 3T
EEERIRB I T, BB LI ENENIZIG CCTABE B OF CT & O @IEH O #4022
IRRRAEDORERD Y AP DIV, EHIH IS ATRERIRHI 2 > T o Z &,

@-2 EEREREZ L 2AEFSIICET2EH

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

®-3 BHER OZBrLxHNIZE LT

BIVER (RVEMERREBITIZ . KB - EEO TR, IFHRERE, BigiEmE (RME
UM R4) |« Nl (T ERAHRERETE, FUIRIRMSRER S, BIEHRERE) | 1
RIBEGRI . 5 E D MRS, Wk - BRRCRIARIE ., AR, BEFE O ROMRRTE (B R R ARIE fp
RE. ZIALEE, BERIEIESE) | infusion reaction, M4 « BlIRJS. FIEMSEESGE, FRELHE

i

i
H(FT 2 NUEBRREE) | DFHRE) LT, ek e ST BRE R RS o B
PPtz A9 5 RN & L (BRI OZBrCSICBE L THRER O R 22T b 55K
Hch o2 L) | EHICHEYRLENTE DEHNE->TND Z &,
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5. BEXRLRDHABE
[Ze 4]

@

@

TRUCZE T BB IOV TIAFORENEER L SN TS Z b, 5217

Dz &,
o ARHNDORSTI R UIBBUE DRBEERE D & 5 B
o TR L CWA RREMED B B R

BRI O IZ 3T FREICRE S T 2 BF T OV TR, A OFGIFHERE S e

D, ADOIEFIBIIE DN R WIGEITIRY | HEICAFZEHN T2 2BETE D,

o [WEMEMEROGIIIBEDO S 5 BHE

o R AR A CRHVE S 258 60 D B K ONE B 0D 5 it i 2 <0 S e 14 it £
LD RIEMEA LRI B D B

o HOMEREOAD, UM L IXHRMED B O R B OB EE D
oXaYisecy

»  ECOG Performance Status 3-4 "2V m 4

(F5h1E]

@

{BEFIRIERE D 72 B J O SFIRIEIE O & 5 BEIZB WV TAFI DA RN R E

—/Cl/\éo

728, BRAF Bin FARZAT HBEEITBWTIL, BRAF HEAIC L H21HE L EE

T5HZ L,

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

59, ARBNOEGRG L 725720,
o iR AIENLERIE,
o fhOPUEMEREER & 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,
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6. WEIELTHEETREEH

O WASCEZFITIN 2, MERGEER DR 5 @RS 1T -5 & ARHF O Feit M O 1Efil
RO DI HLEIMERE T3 ICEMR L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z OFEIETH MR a2 453 L. & 4215
ThoEEGET5HZ L,

@ FEREWEHDO~RT AL MZONT

BRI RN S b5 Z ENH DD T, KEOEEIZH - > TiE, WIHE
W CEBIAL, PRRIRIEE, MREE) O & OMES X #iie AL o =%, #Bleia 1
SITATH 2 &, Fo, REIDS U T CT, MiF~— I —FORA % FEhid
HZ ok,

infusion reaction 23% H 0I5 Z & 3%H %, infusion reaction 23588 H VT2 HA I
(X, GEYRALE AT O & &b, IERAEIET S E TREOREE 0B
THZ L,

FORBHSRERE N S Do D Z E 03 H D DT, AAID 5Btk M OB 530
HTE IR R IR AR A (TSH., EHE T3, WERE T4 HS0WE) 2 FEMT 2
&,

FFREREREE N B B d Z LR D DT, AFIOFHBIART K O 51 1%
EHICATRERER A (AST, ALT. y-GTP, AI-P, B U VEVEDORIE) % FEhi
T5HZ L,

SE IR (MERKEOILEBRAEX ZET) FOEERIRFEEN S bbb
ZEWHDHOT, EMNCIROBRFEOFELHERT 52 &, £72. IROEFEN
RO ONTHEITIEL, BWONICEREEEZZ2T 5L BEFELRET L2 &,
AENOFHIZ L0 | BEORESUSITHERT 5 &5 2 DD Ek* R ECR R
DHOLONAZ EnbD, BENEOLNTHAITIE, BB LLEFERITS U
B PR 70 gtk & 6B A O R Al &oEE U Cl gl A s BRI AT\ IBE O
BOGIZ £ 2 BWER DB 2358121, AR ORI I, ORI RE R
NEVHRIOERGEREBETSHZ L, 2B, BIBRKERVEYORLIZLYEIE
M OUEDGRD HAIVRNGAE T, BB BB RV LSO S il oo 0
LEET D L,

B A& T, BOEM 5D ARGE L COLRIERANRET D 2R3 HH720,
AHNOB G THIZHEWEH OB 2ICEET 52 L,

1RO PRI  (BIE 1 BRI 2 &5 Te) bbb, BRFE7 7Y F—v &
ICEDZENRHLOT, Hig, B, EEEDIER OB EO I+
DEETDHZ &, LRBERBN RN ICITEGEZRIE L, AR 8
RO 5EOMY LB ZITH Z &,

@ AHOERARRIZI N T, G5B 3 7 HUWN, ZHLIEIL, &55E1D 1
RN 6 WM Z & ATHEIMEDRHTI 21T > TW2 Z &L 2 2B, AFIE G-I EHH
(R OMERZAT D Z &
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