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(=R nN<7 (BEFERZ) BHOREEREETA RS54 (BE) @
ER R UBEEREET A BT A 2 GE/NaRGE., Bt EalE, AEmE,
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2015; 373: 1627-39) 2015; 373: 1627-39)
) (&)
(K B&) (® )
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7k, MEMERES2H (6.7, RBK - BEE
OTH2H (5.7%) ., HEEE (¥F v« SU—E
BERES) 34 (B.6%). FFMRERESE 241 (5.7%).
RURIAMEEEREE 3 (8. 6%), BIBHEERESE 14

(2.9%) . BHmEEE (REEMEEERE) 14

(2. 9%) B TFinfusion reaction 2] (5.7%) 23
BHbhi, £, EEOKREEE (REHEKER
SEMREE, ZTHEE, HREES) . TEEEERESE,
1 BUBEIRIR., BER. EREFHEIE, MK - SEER,
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ERRBRRIIUETEROEESRS (BRBEEE
BEE2E) 280EHERY T,
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2015; 373: 123-35)
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2B, MEMMES 66 (4.6%) . KIBX - HE
DTH 11 F] (8.4%) . HREEE (¥FF « Sb—
JEMRBEE) 134 (9.9%) ., FFHEREIEE 4 (3.1%).
R IRBEREIEE 5 5] (3.8%) ., BHEEEE (RF
MR RS 446 (3.1%) . EEMHEIE1LH
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B, FEMEmESR B (4.6%), RIBR - EED
TR 1L (8. 4%), #HRREE (¥F - NL—iE
{REESE) 13 651 (9.9%) ., ATHRERES 34 1 (3. 1%).
R AR ARRE S5 ] (3. 8%) . BHEARREE (JRAM
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TR LI, £, EEORBRE (REHE
IRAEREE. STHALEE. BERHERSE) . TEEAMER
. BIEMEEREE, | BIFERA, R, Mk - 8
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FURIRERERIESE 10 41 (13.2%) . BISHRERES 14
(1.3%) . BHEESE (REEHEEBLRE) 44
(5.3%) R UFinfusion reaction 3#1 (3.9%) A%
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TRDOLNT, £, EEOHEBEE (HEE
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Qs EMAERER (CA209057 3E2) (N Engl J Med
2015; 373: 1627-39)
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)
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gL DRAERVARE .
B|E. BACR=R"A<T (BETE#HZ) &L
T, 16240 ng % 2 BREERCABERET 2, &
=L, BEAECRIT AWSREHEECESE.
BESHMIZ 12 VAMETET S,
BIGBRAERERRABICN LT Y AT
(BT LB T2EEE. B, RA
k=R =7 (BzFi#Ex) & LT, 1E80mg
Z 3ERMERT 4 ElRA@MiEET 5, £0%, =8
=7 (Biodi#z) LT, 1E240 mg? 2

=)

FEORE>

BE. BRARE=® <7 (@aFlaRz) &L
T, 1 [ 3megthe—E—% 2 BEMRTRBEEE
T 5,

AEY AwT (BEFHER) Loyt
B, BRACH=R V=T (BEFHEBRZ) L
T, 1 B +mgthe—{EE)—% 3 BEEMMET 4 BEHE
x5, FO®%, =R~ T (GEEFEBREZ)

& G TR RRE T 5, & LT, 1[E SwetheHE)—% 2 BHAMR TR
FET D,
2= (%) (BE0EM

BEERAEICET LY — R4 SIREHEERE 50 mg (—
ik A b7 (BETFHIER)) OFEXE
BHR, AERUVHE

EER IR ;. BRIV ARE e B R AR




BiERCAR : BE, BRACEAEY AT (&
FfE¥i %) & LC16I3 mg/kg (FFE) % 3
MR T 4 ELAESEET D, B, thokEEE
BRI AT IBEEE, =R~ (BEFHEHE
%) LERTRIL,

3=y

I N— Fie, BEMEAEAE CIESRE T HAaSELE T, BiEEAERE CITHEREE T MRRES
TR E—TznarHre (I-y) K&koT TEA v E—Txavire (IN-v) ITXoT
PD-L1 ORBHEPFE h, & L EEERICE PD-L1 ORASFE I, B8 L EFEERICE
i} 3 PD-L1 DI} L% OAFHR & OICED i} % PD-L1 OFIH & itE 0OAFHIM &L OMICIED
THEAREMR D D L DEE DB H D (Sci Transl Med TEREBMER H D L D EDLH D (Sci Transl Med
2012; 28: 127-37), 2012+28:127xa37),

42— | 3. BRERARHE 43— 3. BEFRALTE

BB AEORRRFICTHE 21T - X /2R R IRIGEIBR s M B A O AR M EIT 2

B ORI ERT, Te EREERRROREE T T, '

40— O FE MRS (CA200066 BUER) ¥ 4re—Y OHESE BB (CA209066 PAER) V

v-raf eV AREY 4 VABRBEFEDRTO
Bl (BATF. TBRAFI) V600 LR D IR\VMEFEE
RIGEOBIRYIBR TR EAR I/ IVEI X I EROE
EAMEAE (ECOG Performance Status 0 TR 1)
418 5] (AFIFE 210 4, DTIC &£ 208 #l) A IR,

| DTIC %M & LTAH 3 me/kg % 2 BREMR TR

FEHE L & OFMER VLM ERT Lz,
EEFMEB THH2AEFPR CLT, fosn (f

v-raf v U AREY 4 VABERETFESFER S
Bl (BLF. [BRAFI) V600 ZRD VLSRR
ISR ORISR AR 22 I/ IVEI S L B o EM:
EaESFE (ECOG Performance Status 0 KT 1)
418 ] (AFI#E 210 H, DTIC B 208 ) EXBRIT.
DTIC 2% & LCTAAI 3 me/keg & 2 BHEIBIR TR
TaRE L& 2 DFNERTEEMERFT L,
FEFEIER Th B AEHM (BLTF, os)) (F
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JuiE [9S%ERERXM]) BT R, FFIF
X NE*[NE~NE]% B .DTIC #C 10. 84[9. 33~12. 09]
B THY ., AEIX DTIC okt LS M E B R
ERZRLE (=R 0. 42 [99. TOMERE X -
0. 256~0. 73], p<0. 0001 [/B 5! log—rank ¥&7E], 2014
E6HUMBTF—FHy A7),

YL HEETREE (BLT. FER)

(K1 B

@UFESMBIAEERER (CA200037 RER) ?

AV AT (BEFHEBRL) CLTF, [A2Y
L)) XILBRAF AEH 2 T bERIEREE
T HIRIEUIBRT R A/ IVHI I3 B R OEMER

‘BIERZE (ECOG Performance Status 0 BTN 1) 405

Fl CRFIFE 272 B, {LZEFE DTIC XUTA RS
SFLENI Y EXEALOHR) FI1335) &
RBIT, (LEEEERRE UTAH 3 ng/kg % 2

BRI CEFERELE X2 0OFOHERUE2M
PR L, ZEFMIER THHEZHE (RECIST
HARTA v LIRICES EIic LB CRXY
1L PR) IZOWTHKIBEE SN HAD 120 6%
fEAT e & L PRSI 2T o e fE R, AH
BEC 31 7% (95%(EHEX : 23. 5~40. 8%, 2014 &

5~

SefE [95%EMXM]) 1%, AKIEEIXNE [NE~NE]
A, DTIC T 10.84 [9.33~12.09] A HTH Y,
AHFNE DTIC I LR SEMICHE R REREZRL
7o (ANY—FEE 0. 42 [990. TO%SHRXME : 0. 25~
0.73), p<0.0001 (/BRI log-rank #R7E]1)..

(1 m)

@UESMBIIFERER (CA209037 SRER) 2

A€V hwT (BEFABL) UT. 124
<7 1) XIXBRAF [AER &S bBRERZE T
DIRBRYIR AR A/ IVE X ERODEMRAE
fEMBH (ECOG Performance Status 0 JZTU* 1) 405
Bl (RAEIRE 272 f5l, {bEEE (DTIC XX A NVRT
SFL LT Y XAl OE) BI1334) &
HEIZ, LEREEZ AR E LCAA 3 mg/kg % 2
EEER CARESRE L Z0FIEVESE
e Lz, TEFMER ThAEHE (RECIST
HARGA L IRRIRE S PRHEEICL S CRX
I PR) AR5 XN RHID 120 BIAREAT
RHBER L, AFIFET 31 7% (95%EEXIE :
23.5~40.8%) Tholz, 128, BETICEPHROMH




CRE

SA10AF =%y bAT) Thot, 2B, F
BB ROBERBREL CWeholk, bH—
DOFEEFEE TH D 05 (FRfE [95¥EER
) 22T 182 A Xy b (FEL) iz TH
FIFRHT % 1T » TefE R, ARBIFET 15. 47 [12. 39~NE]
F B . {LEEERT 13.67 [11.50~NE] # A Th
b, AEHIEEREIC S LR A B RIEE
R ERMoTe (AP FEL 0,93 [95%EHEXEM -
0. 68~1. 261, p=0. 6299 [/BH] log-rank ¥ 7E], 2014

E1LA 12 BF—2% v b3,

CENE IR (0N0-4538-17 BRER)
{LEPERTEROBIGH R I/ IV XX
BROEMEAIERY (ECOG Performance Status
0 RN 30FEMRIC, AF LAY AwT %
A CUF, THRA+A ) A7) HE L,
EEFMEE Th HEE (RECIST A FF 1
1. TARIC -3 < P9 IEIZ X B CR XX PR) 14 33. 3%
(95%{EHAXE : 17.3~52.8%) Th-ol, 21,
FATIZERE L= FMENL 23. 8% Th -7z,
% A 1mg/kg (FHE) LAY A< 3me/ke
(&) #FHEIC 3 ERERT 4 ELRETHE
Licts, A% 3 mg/kg ((BHE) % 2 AFEFERE

EIEREL TR, b5 —2DOEEFME
B CHD 08 (FHRAE [95%FHEEM]) 12T 182
DA~ b (BT FITTHEETEIT > T2
2. ARIBE-15.47 [12.39~NE] & A. {LZEE
BT 13.67 [11.50~NE] ZATH V., FAHILE
PRI LR A R RERE TSR 2T
(~F— FEE 0. 93 [95%ERERKTE : 0. 68~1.26],
p=0. 6299 [/&3| log-rank #a7E1).

®EANE L BFER (0N0-4538-17 BER)
{LZFFIERIBR ORIG BT a2 A/ IVAI X 1%
BROEMBEERE (ECOG Performance Status
0% 30HIERRIT, AEIEA VY AT %
B (BUF. THREl+4 ) A=) "HE L,
EEFMER Th HE=E (RECIST HA K74 >
1. LARIC -3 < FRIZEIT & 5 CR XL PR) 1133, 3%
(O5HEFEIXE : 17. 3~52.8%) Th-otz, 8.
BN E LZRE N 23. 8% T o 7e, '




TEBHEE L, StARSRICBWTE, &
FAEBEICHRE L, 4 Y hw T3 AR OE
E#TE 30 5N EORREERWTHRES
Bizs Lz

@M EIAERER (CA209067 BRER)
{LEBRIERIBE ORIBEIRA BRI H/ IVE D
EMa-EeEEAE (ECOG Performance Status 0 /%
1) 945 ) (BF+A U A< 7B 314 6, &
KIFE 316 4], A &Y A=7HE 3156 ERHIT,
AEY heT7H5ERFBE LTEE+HA Y A=
THRERUABREDEHER VR EBRETL
7o EEIEEHR THD 05 (FRME [95%EEX
f1]) OEKENRERIL, AE+A Y A<THT
NE [NE~NE] % H, ZFIBETNE [29. 08~NE]
B. AV A<THT19.98 [17.08~24.61] &
ATHY, FH+A LY AT RERVFFRES
A BV AT REICS UREENICERERER
FRLE (BEl+A Y AwTiE . NF— Rk
0.55 [OB%{E#HX R : 0.42~0.72], p<0.0001 [/&
B log-rank #R €], A&l 5 : ~F— Nk 0. 63[98%
{EFEX [ : 0. 48~0.81], p<0. 0001 [JEH log-rank
BE]. 20164E8A1BF—F by bE7),

6=

®ME/ HIFEREE (CA209067 FRER)
{LEFERIBE ORI TIRARE R E/ IVEI D F
M:RBEESZE (ECOG Performance Status 0 TN 1)
045 B (AFI+A U Aw7 % EE 314 H), AHIEE
316 5, A&V A=T7EE3ILH]) EXRIC, 41F
UL THREEZHBLE LTEE+4 Y AT
ERUVAFBREOFEIERVEZ2EERE L,
TEFMEERB CH B 0S (FR{E [95%ERXHE])
DEEIRITRE RIT A+ 4 Y A= 78T NENE
~NE] HA. AFIBETNE [NE~NE] B A, 1Y
A 7BET 10,98 [17.08~24.61] W ATHD,
AH+A VY AT RERVRERETAEY A
T TREICH LR ENICEEREREZRLL
(BHI+A LY bwT®E AP — KLk 0.55 [98%
SRR 1 0. 42~0. 721, p<0. 0001 [fBR! log-rank
WE], AFE A~ F—FH 0. 63 [98%EHEER :
0.48~0. 81]. p<0.0001 [/EHI log-rank BE]).




(H2 m

i, RIBEIRT A B R AEEE & M RIC
A+ A Y AT REZOWTRE LEENE
1 FHBAER (CA209004 ER) D=k — b 8iIZBIT3
ZoheE (modified WHO EHEIZE-S3< CR XX PR)
1, {LERIERIBEAA T 46. 4% (13/28 #l. 95%

(2 m)

7R BRI : 27.5~66. 1%) . {WFFIEEBERE T
38.5% (5/13 fil, OP%IEREDKH : 13.9~68.4%) T |
Hoi
7= _(PD-L1 REBERABIDOE MR e it) 14— | (BB :
(B%) PD-L1 ZE BRI DA itk o g2 2tk
: (%)
E 3 CA209067 3ER D PD-L1 FEERBRTD 0S D 4 CA209067 kD PD-L1 SEIRZRFTDH 0S D
Kaplan-Meier Hi#R Kaplan-Meier #if#Z '
8 ~R— DEELRENHERE (0N0-4538-21/CA209238 5% (Do)

5

ZEUIREONb/c #i/VEr OB BAERE
906 il (AARNBE 28 BlE-Ete, AFKIRE 453 i,
AV AeT (BETFHEBZ) BE4530) s
W, AV AT el e UTHS 3 me/ke % 2
EARERTAESEE L L XN EUESME
PiREt L, TEFMAER Ch D EERATERRN




(o [96%EMEXE]) O PEMTERIL, &

HIFETNE [NE~NE] A, AU AT TNE

[16.56~NE] #ATH Y, AHiZA Y h=TI
B LEHZNCHERIERS2 R L (NF— FEE
0.65 [97. 56%E#EIXRT : 0.51~0. 831, p<0. 0001

[/B5 log—rank #27E), 20174E6 A 12 AT —#
Ay bAT),

* + AJCC {American Joint Committee on Cancer)

RO EE (B 7R WS <,
(M4 M)
M4 EFRAEFHRO Kaplan-Meier phif

9 _—y

10 R—¥

[Z2t]

OERE D FERE (0N0-4538-02 FRER)

(%) ‘

(&1 W)

B, FEMER 1A (2.9%) . KBK - BE
OTFHF 1 F (2.9%) ., HREE 446 (11.4%) . FE
BEREE 5 B (14.3%) . HHkeEE 24 6.7%). B
RIRHEAEREEE 8 7] (22, 9%) . BIRFEEE 1 ] (2. 9%),
BEEOHEEE 1H (2.9%) RURE S ER1H

(2.9%) 2@WHBNIE, Fi, TEREHERE,

-infusion reaction, 1?&%‘%%\ fEde . BFEFHIE

JIEE. B - BEEESE, DR, R TR, B

6~—

7R—

8=

& 2h]
OEAF IFERER (ON0-4538-02 FER)

(B%)

(#FL M) |

s, MEEHRE L (2.9% ., KBX - BE
OTHILE (2.9%) . REE 4 4] (11.4%) . T
REMEE 5 6 (14.3%), BHEEE 26 (6.7%). F
RERREREEEEE 8 41 (22.9%), BIBREE 1 41 (2.9%) .
EEOREESE 1H (2.0%) RULEESER 1H
(2.9%) TEDHLNE, ., TEEBEREE,
infusion reaction, 1BUFEMRAE. KR, EEHE
FEE. B - BEREL. LR, Rk, FRE. R




11—y

FRRAARIE/ X A F — ROt fn MR 58
BORIIRRD bhviedo T, ARIERARBTRILIX.
YRFROMESRSR (BRREERFEEZET) %
BURHBERETT,

@EMNE TFERE (0N0-4538-08 BHER)
BEESIT 22/24 6 (91.7%) WZRDHHL, KK L
DOERERPBETERVEEESRITL 18/24 Fi
(75. 0%) 1ZFR® b, FEIMBHR %L DEIME
HIZTROEBY Thol,

(F2 )

2B, K%k - BEEOTH 245 (8.3%)., IFisE
EE1H (4.2%), TEHEHERES 16 429 &
U HRIBEEEEREZE 74 (29.2%) 2XBdbhiz, £
7o, BEEMER., HREE (¥F7 0 NL—E
FRRESE), BHEEE (RMTHEEERE), B
BEZE, infusion reaction, 1 BI¥ERF. EED
KEEE (REAAREREER, B, HOE
L), Bk, EEGENE. M - ik, &Y
SRR, LR, Bk, Fr, BOBUGRARE/ 2 4
3T — R UGt I/ MR SR BEIR I3 b
mpole, ABRMERRBERIL, SiRBROME
B ((RAREEEEZEST) 280EHERY

FRRAARIE/ X A T — R ORI/ IMRIR A58
BERIIRED bhiado e, ABHERASBERIIL.
UREROMEES (REREEEELZEL) &
BUOEMERETT, |

@ENE D+8345% (ONO-4538-08 RER)
FEFHIT 22/24 ) (91.T%) KBDBI, BBE
EORRBHEVEETERVEEERIT 18/24 4

(75.0%) ICEB® bil, IR SULL LOE|E
BARITRDEBY THote,

(&2 )

B, KBE - BEEOTH 2 4] (8.3%). Frise
s 14 (4.2%), TRABERE 16 (429 &
DR RS REEE 701 (20.2%) RO, F
7. FIEBEMRESR, HEEE (¥F70  NL—E
BEHE), BHBEEE RETHE%ERSE). Bl
B &=, infusion reaction. 1 BUERIK, EED
REEE (REAEREERE, S, BERAN
BE), Bk, BEGENE, MK - HEE, 52
DS, LERR. Bk, PR, BERUBRARE/ I 4
2RF— B ORI M/ MR R ERITER D b
RinoT, ARBIEMRBEIRIIL, YHFELOME
B8 (BEREERELZSD) 20EHERY




12 ~—

R,

O/ EMAERER (CA200066 3RExR)
(%)

(&3 M)

7236, AFIBT IV C R A 3 41 (1. 5%)
KIB# - EEOTHI6 4 (2.9%) ., HEEE (¥5
Vo NL—EEREE) 28 B (13.6%), FTHAEEE
7 (3.4%) . BHEEEE 44 (1.9%), TIEHK
BEREE 4 1 (1. 9%) . FRIREEEERESE 13 41 (6. 3%) .
infusion reaction 15 (7.3%). 1ZU¥ERNS 1 41

(0.5%), BEEOEEEEIHN (1.5%) RBEES
fEL 1L (0.5%) BFEHen, Fi, BIEESE,
fesgk, BEEMESE, Mok - M, OHE. H
%%, BF46, BRRRE/ S A/ F— R UMM
ISR AR BERR IR D B o T, REIEA
RIERTLE, YREHOMEES (BEREMHEE
BEED) FEUOENERETT,

@¥Es B IAERER (CA209037 3RER)
(B&)
(F4 M)
B, AFEIC BV CREMEMES 8 61 (3. 0%) .

9 ~—

10 2=

ZR IS

_'®?ﬁ%%m*a%“:t§ﬁ (CA209066 XE2) ©

(B%)

(#3 )

R, AFEICBWCEREMEMER 3 4 (1. 5%) .
K%k - EEOTHI 66 (2.9%), HREE (¥5
Vo NU—AEERES) 28 B (13.6%), FTtERREE
760 (3.4%), BHSREMREE 44 (1.9%), TEEH
BEEE 4 F (1. 9%) . FIRIREAERRES 13 /5 (6. 3%).
infusion reaction 15 (7.3%). 1 ZUERHE 141
(0.5%), EEORBEEEZEIH (1.5%) AB’EES
B 151 (0.5%) TERD BN, T, BIFEE,
fEge. EIERREE. B - BEIEZ, LER. 8
%, FF. MENUGRRIE/ I &3 F— R U E M
ISR PESRBER (XER 8 bRy T, BEIVER
FIERTIT, YUBRBEROEEESR (BEHREER
BEED) 2EULEHERERT,

@gshEMAERE (CA200037 3A5k) ?
(B%)
(4 W)
PR AEIFICB W CRIE MRS 8 # (3. 0%) .




13 A2

140- 3

KiG% - EEOTHI 45 (L 5%)., ##RESE 33 4
(12.3%), FFi¢aEREsE 22 4] (8. 2%). BiEEEE
(RAEMEMEERSE) 56 (1.9%) . FRip#Ese

FEE 23 ] (8. 6%) ., BITREE 1 4 (0. 4%) . infusion

reaction 10 % (3. 7%) . EE @ S BIEE 1 (0. 4%) .

FeEg 26 (0.7%) BRUOSESERIF (1.1% 2

BOLN, £, TEARERES, | BERRA.

HEEMEE., MR - fRE, 0K, k. BT

%, BBESRARIE/ 2 A/ T — RO M M/ R B

PHERBORIIRD bz o7, REIERRIR

ik, YEFEROBEESR (RRREEEEZS

i) EEUEHEREFRT,

OERNEIERER (ON0-4538-17 RER)

BFEERITLE (100%) RH L, KFl & D
REBEBRPEETERWVWESTELR L L6 (100%)
R b, BEEN WL EOBERIITERD
EBYVTHoT,

(#5 W)

TRE. TRMEESE o H (30. 0%) . AFHREREE 14 41

(46. 7%) . FIRBRESEERESE 741 (23.3%), RIEM:
fER 3 (10.0%), K%k - BEEDOTH 3 F

(10.0%), EEOKLERES 3 4 (10.0%) . T=HE

11—

R« EEDOTHR 44 (1.5%), FFRES 33 4l
(12.3%), FPEEREREZE 22 4 (8.2%) ., BHEeEREE
(RAGHEMEBA%S) 56 (1.9%. FFRiRE

B 23 4 (8. 6%) . BIREES 1 4] (0. 4%) . infusion

reaction 101 (3. 7%) . EE DK EREE 151 (0. 4%) .

fEge 24 (0.7%) BROSESERIF (1.1%) <

Bobi, £z, TEEBEES, 1 BERA.

HEEMEE., MR - BEIRE, LER. B4R, IF

K. BRHEARIE/ I A F — R OGSt /MR IR

DIEEEEERITIRD e d o 7n, AEWEARBK

Rix, YEFEROEEES (BRAREERREZS

i) ZRDEHBRETRT,

®EME L EREE (0N0-4538-17 FER)
BEEERIZEH (100%) TRHLh, BBRELD
RRERRBTETELRVWEEER L2 (100%)
RO LT, FIRBR UL EOBRIERIZITED
LBV Thot,
(&5 B
RS, MRREE o ] (30.0%) . FFESREREE 14 4
(46. 7%) . FRIRHEREREE 7 #1 (23.3%), FEME
g 3 41 (10.0%) . KBk - EREOTH 3 4l
(10.0%) . EEOLBEREE 3H (10.0%) . T=HE




15 23

REEE26 (6.7%. SEDEL1H (3.3%),
A ERARE/ S A8F—2 /) (6. 7%) KRUFHIRM
BRERE 1 3.3% A@EDohi, £k, B
erEE, BIRHAEREE. 1 BUBERF. MR, BE
fRdEARE, AMZe - BEfEZ., infusionreaction, />
e, MR, S fE i/ MRS R UF 4
[FER bhviedho T, RRIERAZREIRIIL, Hi%
EROEEFS (BAREEREZED) 2380
HEERETT,

OWE/EMAEEER (CA209067 FER)

(B&)

(%6 )

2B, FE+FA L) A TEHIIBOTHREE
86 il (27.5%) . FTHERBFESE 102 7] (32.6%), 4R
JRESREREES 87 41 (27. 8%) . BHEREMEZEE 21 1 (6. T%) .
R MEAGEER 25 ] (8.0%) . KB#K - EEOTH
60 Bl (19.2%), EEORBEEE 2141 (6.7%. T
EAMEEEREE o7 ) (8. 6%). BISHEERREZE 14 4

(4. 5%) | JiE% 3 1 (1. 0%) | B 2% - BERE 2 2 151 (0. 6%) .
infusion reaction 13f (4.2%), S &I ER 3
& (1.0%), 525 36 (1.0%) . SESUAFRARIE/ S 4
23F—50 fil (16.0%) . AP 14 f5l (4.5%) RUF

12—

13

HERERE= 2 (6.7%) ., SE HEHK L4 (3.3%),
B RARIE/ 2 A3 —2 6 (6. 7%) R UMHIRIL
BERE1H 3.3%) =Rdohk, £, BH
REE, BIBMEES, 1 38ERE, FEx, EE

| IEAIE., N4 - BEREY¢. infusion reaction, 0>

fhde. Bt SRt/ MR A EIREER R T &
ERD bARM 0T, ABMERFEIRIIL, LK
EROBEFSR (BRAREERFZED) 280
BEHEREZTT,

®©uEsEIMFERER (CA209067 3ER)
9]
(&6 W)

BRI, KR+ A LY AT BBV THEES
86 5 (27.5%) . FFRElEs 1024 (32.6%). FUIR
BREEREREE 87 1 (27. 8%) . BHAERES 21 451 (6. T%) .
MR 26 51 (8. 0%) . KB - EE D TH
60 B (19.2%), BEOKEHEE 214 6.7, T
TAARERERSE 27 ] (8. 6%). BIEHSEEREE 14 4

(4. 5%) | B 370 (1. 0%) . X% - RERE L% 2 151 (0. 6%) |

infusion reaction 13 {8 (4.2%), SE SEL 3

Bl (1.0%). Mz 3@ (1.0%) . BRBARRARIE/ I A&

23F—50 45 (16.0%). FF4 14 B (4.5%) KR UFH




ARMm#2ZERAE 2 4] (0.6%) ABObLIE, £, 1
BUMERFS, EEAEIE. DR E Ui/
WBAERIORIERD b d o o, FEIEICE
WTHRRIEZE 66 1 (21, 1%) . AFHEEREREZE 24 41
(7.7%) . FORIRHEEEREE 47 1 (15. 0%) . BHEsE

fEE3F (L0%). MEEmEESH (16w, K

Bk« EEOCTHR 166 (5.1%) . BEEOREESE
8 (2.6%), FTEMAHEEZIH (1.0%) ., BIF
HERERESE 3 ) (1. 0%). F#E# 3 4 (1.0%). infusion
reaction 14 (4.5%), S & 3E% 26 (0.6%).
HRUERARIE/ X A F—28 B (8.9%). AT 24
(0.6%) RUFARMARZERRAE 1] (0.3%) 23389
b, i, 1 BERR. EEHENE. Bk -
BRESR. DR, HARUREEN/ PR MESR

| ERIEFED bR 0T, ARIWERAFERIIL,

LEEROBEESR (BRREERT2ET) 2
SREHBREZTT,
BRIGEI R e Bt B A JE F A & SR I A +
AV AT HELRN LIEENE I ERR
(CA209004 3RER) D=k — bk 8 Itk T, {KEHK
IEETEPRAEE 28 fi & (W EEILBETERAE 13 fl &
DET, BeiCHERZERIIED b Rh ok,

ARILARZERRAE 2 ] (0. 6%) R LR, Fi, 1
BIGERIA, BEESEAE, ORI
R VESRBER ISR bz o T, FHIBICE
WTRRREE 66 B (21. 1%) . FTHERERSE 24 45
(7.7%) . EURERMEREREE 47 B (15, 0%) . EEERE
BEE 3 A (1.0%) ., RIEMMESRSH (1.6%)., K
Mk EEOTHI 164 (5.1% . EEOEEESE
8 (2.6%). TEMSHLEEZ3IH (1.0%) . BIF
HEREREE 3 4 (1. 0%), FEZ 3 6 (1.0%). infusion
reaction 14 (4.5%) . S&SHER 2H] (0.6%).
FEA BT BRARE/ X A —28 ] (8.9%). HFZ 24
(0.6%) RUFHIRMAZZEREE 1 7] (0.3% <5
bhic, Eio, 1 BISERMK, BEGENE, Mk -
BERESe, OB, R R UM i/ MRS A R
BERISER D bl o, ARIVERARBIRGIL.
WHEROHERFSR (BEREEREZED) %
BUDEERERT, ‘

16 ~N—¥

OEERILFRE AR (ON0-4538-21/CA209238 B

(@2EN))

Lokt




17 _R—

B’

A EESIIRKIRE 438/452 1 (96.9%), A 7V
A= 7R 446/453 1] (98.5%) IR bh, iR
L DREBENBETE RWEERERIARE
385/452 {1l (85.2%), - E°U =7 434/453 {5

(95.8%) TR bz, WEN MO TRISENR
YL EDEMERIITRDO LB Chole,

(7 B

B, AFBICBW TR EMES 11 4

(2. 4%) . RIS AARSE/ T A2 3T —48 4 (10. 6%)
FPEEREREEE 40 1 (8. 8%). FUIRIRHSEEREES 91 4

(20.1%) . #hiRFEE 83 4 (18.4%) . BHREREES

Bl (1.3%) . BIREeeEE 6 7 (1, 3%) . TR
BefE= 8 45 (1. 8%) . infusion reactionll f (2. 4%) .

KB - BEOTRI2LG] (4.6%) ., BEOKERE
=54 (11%) . 1 BRI 161 (0.2%), Rz 3
(0. TH) . 3 & 5 B 2 41 (0. 4%) . FF2s 3 51 (0. 7%)

BRHohic, £, BEMHEARE, LHR, 5
78, SRt /MRS EARBERN, A - BRRER,
BRI FEASTE R OB (KIEIB B SR IIER D bz
o iz, ARIEARBRRILITEHEROEEER (R
FERBEEREEzS0) ZFUEHHRETT,

18 N—

(Bl - BE])

([ - AE] OERBIM




AEOFEFEYEBETNZRALEY I 2
V—ra il b, AF3 mp/kg Xid 240 mg % 2
BB TR LR O miE PR SR
Shi-, FORE, A% 240 ng 25 LIEEDIRE
BRI AH 3 mg/ke 2RE LEBOBER L
BLTEEXTTLTFHINREZLOD, BEAR
HEBOWTHAAMSEBINL W2 B AR (10
mg/kg % 2 EREERCTHRE) CAEZ#E LR
ORBEELHELUTEELRT ETFRENE (F
), Mx T HWHOEEILBIT DT —FITHSE,
AF| 3 mg/kg X1F 240 mg % 2 AEMBTHES L
BOXRKDOERER L HFIEUIELMEL OFEL
BT ARBRISEF MRS, MBI
SWTREIMThhi-#EE, FSEORE - BED
AR ORI R ZR TRV L Tl
Shic, £, BHERERFIIRBITIAT—XIZ
HSx, A1 mg/ke Wit 80 mg LAY b=
3 mg/kg % 3 BHIBRTRE LBROARIDRE
Bl Zetl OBFEE BT ARBERGEFT AN
BWESh, YHEEL SO TRESIThEEE,
LR« AROM TR ARERZRER
WeEFRIEXhE, '

K8 FADEYBE T A—F




g_z Catndit Cavgdl-{ Cmu,ss Catn, ss Cavgzss
k- H B (ug/ol| (ueg/ol| (ug/ml| (ng/mb| (ug/ml| (ug/ol

) ) ) ) ) )N
bL.6 6.6 | 24.3 3 | 62.1 | 7.6
(35.2, | (10.7,] (17.1,| {75.0,| (27.1,| (42.1,
70.8) |24.5) |33.9) [ 171 107) 127)
\J 2.7 34.1 169 } B7.8 | 109
240 me Q2% _(51.1, Ll (25.1, | (102, | (41.5,| (62.1,
103) | 34.6) |[47.8) | 254) 158) 187)
10ze/k 191 61.3 | 90.8 398 217 278
—g—g—m {147, | (1.2, | (79.0,| (331, | (184, | {237,
= | 219y |79.2) | 114) | 532) | 313) | 386)

i (6%, 95%5) . Q2W ; 2 AR, Cu: 4
(3% 54 DR B E PIREE, Coinars s FIER G 14
HRAIBITABREMEREE, Cuwm: HERERE
14 A B COEHMBFPRE Cuny,s s EFIREEIC
BITAREMBETEAE, Ci.: ERRiBIzBiTs
[RMmIE PR, Cug.e : EREREBICIIT S EHIM
BERRE

o

3mg/kg
Q2w

19 ~—3

4, FERRIZOWT
BISRAELENEAERAE I FERTIHA
Wit ARLMHE LTERRERE (267%)
LN TWAZ b, URESEMICE
HTXOHBRCTHALENDH S, TOLT, EE
G U A7 EEEE (RMP) IESE ., AFDERML
R EREE A~ OB HEH S H D ERTH-o
T, AHOREEG2EBEEEZE - BEL. &

15—

4, FEERIZDWT

AWM & LTHEABRERE (&0FRE) »RE
BRTWAZ Edhb, YUBMRAELENICERTE
LR THHIUERS D, TO LT, FAORE
REGRBE RN - FEL, AFOREICLY
EEREWERAEZRHALLBIIAGT 3 2 BN E
Ric, UTOO~BDT~TEHHERICE
WTHERTBR&ETH D,




RO 5 L) ERREHERA 238 L BRiT s

T5ZEBBERED, UTOO~QDFTT%
7T HRICBWTHERT3RETH D,
21 R— (BRI B4 2 FTE] 17 =—3 (T Eéﬁ‘éﬁra‘]
O FEROBEFIZBWTAHEIOFMENREINT DA e UM SR D
W3, ’ i \_iob\'czzﬁﬂ@ﬁxﬁ I‘érbwén'cmz)
- ALERIERIBE R ORISR ORIGUIBRAEE 28, BMF BGETERZHFTLBREFITBNTI,
eI/ IV I ER OB BEaJERs BRAF BHEARIIC L BTEELEETH 2 &,
» SELBIERE O Mb/c #1/IVH ©2 oEEEE
JEAEIC BT A% mMBEE
728, BRAF BEFERZFTIBEITBWT,
BRAF [HEAC L 58K LEBRET B Z &,
(#2) ATCC (American Joint Committee on’
Cancer) FEEAZME (85 7AR) ok < ST4H
=) oy - 5
ER o AR DAT A AT S T3
RN A b lleak s A K s IR £ X% 1 T -
— PRI R
22—V | @QFF+A ) AT EREIILBERERBEOR | 18— | @FEI+A V) b T HEIT{LFRIERTGEOIB

BURRAREREBEEAERE PR L LiniEaE
MAEEER (CA209067 BRER) 2BV T, RBE Eh
TeA ) Ao 7REIZR UCTHESERBRIEENT

BT e B B AERE 2R & LB E
M4E3E: (CA209067 ER) ITHBWT, MR L &h
7oA Y A 7REIH LU THEDESRIEENT




WA, L, FEl+A Y AeTRE L ARE
MIRE & L U R R stc BT, PD-LL
BHRAFIZL DAY AT D LREDRNER
AEANPTRENIBENELNLTHS (Tp B
), ToOh, MIBYRAELEHEREREC
BT, BH ALY AT LOFRABRESOHE
T 2EA, PD-Ll BREBERHEERTHZ &N
2E LV, PD-L1 HEIRER UL ETHBD Z L 05
BENBE LBV T, RAL FAIERRE %
BT 5, 2ok, REDBRTEELZENEAIEES S5t
£ L UHEAE T AR5 (CA200004 3RER) O ok—b
8 IRV T ALFFIERIERAE LR EHIEERAE
E DB THEILA LY b7 R EOFIEICHRERZE
BRERH LI TVRRV,

x AF|OBWEE LT, K54 : PD-L1 THC 28-8

pharmDx [# =] PEBELTWD,

W3, =L, BRI+ A LY A THE L AAE
M E A T L e R R REHC BV T, PD-L1
EBBERRIZEID ALY A7 D LRESRESER
AERAP TR ENIBEENELNLTND (M4p S
FB)o FDT, LB EERIGRORIBTIRARER
BHEEAEREICBWNT, FElEAE) AT L
OB RRS ORI EEZHETT 5FE . PD-L1 S8R
RRERTHEHNEE LY, PD-L1 FBIRRHR 1%L
ETHBZ EPREREINEAFITBVTIE, JREAI
AFIEMLE 2 ELT 5,

24 ~—

ORIGYR T e E Y REEAEICERT I
. AFIOBEERRICEWT, REEBNL3L
ALAA, FREEix, #5556 1 E/IL6E
ML A MEDFMEEIToTWel L 283

z. ARIBRERIIEMRICHROMREITY Z &,
OFE£UBREOEMEAERE~ONEZMBEE
ELTERT ABICIEE, ARIDERKREERICE VT,

20—

OEFOBERRARICBVT, B5EEND 3 A
PIA. ENLAEE, ®5BEHE6 1 EHIT 6 EH
TERAEDEOFMET o TN L ESE,
AFBRETIIESMICHROBIBEITS Z &,




12 82 L i F St OFHE T TV Z L 2 5E
i, AAIRE P EMBICHREOBRBEITS 2 &,

2B, IFEEEEE LTHERTIHEICE,. &K
HoBEsHEiL 12 v AECETED L,

S DR HGE N 1 K5 4 L ORETEEF (S RRHER)

il A
B (TARERIERD) | BREN=Y (Fr{HBRERAIER)
2= HEERDAERUVHAR 2= XNZEE R DRERVHAR
BE. BACH=RV<T7 (BiFHEBEL) &L BE. RALR=AN<T (BEEBRZ) &L
T, 1[E240 mg % 2 BRFERTREFET 5, T, 1Bl 3-mgtks(E)—% 2 EHFR CRFHE
' D
3N—Y 2. AR IO, ERBF 3R—Y 2. AF|OREE, ERBAF

7V — R R 20 ng R UNEAREFEE 100
ng (—ik4 : =AN~<7 (BETFEBEL), BT,

TAAD X, MNFRRLERRNSHLEAZ L v 7
Atk BETVR M =AY —X 2747 (BMS)
) MBEAEL7-E k PD-1 (Programmed cell

death-1) 2335 I IgG4 &/ 7 o —F N4

ETh b,

(B&)
Fio, BHEEAERBRE CIIERRETHRIEL
TARAF—TznrHr< (IFN-y) i2dkoT

A7 PR AR 20 mg R TN 100 mg (—AR4 -
=Ahn~7 (BEHEBEZ), LI, TRE)) X,
NS TEGASHE AT V7 2 (BT
AR ewfF—X A7 A7 (BMS) #) 2 BE%
L7zt bk PD-1 (Programmed cell death-1) =3
75k M Ig64 ® /) 7 n—FAFETH B,

(%)

T, BEECEAE CITESBEE T MENEL
T3 E—=TxarHr<+ (IFN-y) i2koT




PD-L1 ORBFFE I, GEB LEEEKICE
i} % PD-L1 MBI L MEOEFHM & OMICED
HHEREENRH D L DHELH S (Sci Transl Med
2012; 28: 127-37),

PD-L1 ORBHFE X, &5 LI EEERICE
i} % PD-L1 DI LM% OEFHM & OMIZED
EEBRSRN H B L OWELH D (Sci Transl Med
2012+28:127¢a37),

(B%) (K&)
52— | _(PD-L1 BERIMBOEPER O etE) 62— | (BB
PD-L1 IR OFRER e
(#%) (H&)
(E #) (= ¥
ONO-4538-11/CA209141 3RER D PD-L1 FEIHREKA CD ONO-4538-11/CA209141 3B D PD-L1 FIRBR|TD
0S DHEMENHZ 2ET A —T v 7T — 2D 0S D% LE T+ 0 —T v 7F—FD
Kaplan—Meier g Kaplan—Meier ghifi
(£ : PD-L1Z 1%DBEERA. A : PD-L1<1% (K : PD-L1= 1% BEE LM, £X : PD-L1<1%
OBHEES) O BEER)
6 ~R— [Z2E] 5= [Zaik]

5] A [F) 45 T AR 25 (ONO-4538-11/CA200141 R ER)
(B%)
#F1 FHBERER 5%})}:@@”’;5)% (fériﬁapﬁﬁ
GiEM)
(& BE)
Zrks, MEIEMEMESR T H (3.0%) . HEEUHRIARE

[2Z8F—5 F] (2.1%) . FFHERERES 5 1 (2. 1%) .

FR R BB AR 17 171 (7. 2%) (AR EEEE 7 451 (3. 0%) .

| Pt (7] 4 T AR 28R (ONO-4538-11/CA209141 FAER)
(k%)
# REARBSULEDOEER (REMHETRR
£H)

(& BB

¥, FIEMERRS 7 (3. 0%) . BEEUHRIARIE
561 (2.1%) . FFEsEREE S (2. 1% . FIRERHE
BEREE 1741 (7.2%) . RMEE 74 (3.0%) ., B




BHEEEE 16 (0.40). BIBES 14 (0.4%).

THRAEHERE 2 F (0.8%) ., #IRLIEERE 15
(0. 4%) A UF infusion reaction 3 ] (1.3%) A%
b, ¥, BEMNEDE, LR, B,
KIBK - EEOTHL, 1 BUBERRB., RE%L/NMR
WAMESETERE., FF2c. BNk - BEEK. EEOKE
EE, SEIBEARVCEEDHEEEIIRDLR
mhrot, ZBERARIRTIIYEESOREE
& REREEREZET) »ETEIHERER
.

HEEEE 1 6 (0.4%). BIBES 14 (0.4%). T=®
RpEsEREE 2 41 (0.8%), FARMmAEZERSE 145

(0. 4%)~—infusion reaction3 #] (1.3%) TR
b, Fio, BEEMSENE, LHE. Fk. K
BB - EEEDTH,. | BUFERRFG ., Fofse itk /MR
DPRIETER. PR, B - SRR, BEEOKEE
B, BEOBEARCEECREHEEIIRD bhiz

| o i,

S

(B - AE]

AFOBERAEYBEEAVEFALEY I
L—{aiac kb, FF 3mg/kg (FE) X 240
mg % 2 ARER TERE LizBEoARS O fiE iR E
BRIt ENT, TORR, AH 240 ng B E L

BORERL, £F| 3 mg/kg 2FE LI BEORTE
BB L THREZITETHSh DD, B
FABECSVTEEESERIN TV DA -
AR (10 me/kg & 2 HREIFEETHRE) THFZ &

5 LURBROBRERE L L TEELZTRT & THS
hic (TR, MAT, BEOEBILBITET—F

ICESE, AKI mg/kg (KE) X3 240 mg % 2
HFRECHRE L-EBOAKOBRER L X

([F# - AE] OEBEM)




HEEE L OEELRHNT SRERICE T NVAH

EZIh, BHUBEEIIOWTHREBTbh R,

LREORYE - BEOH THMRUREMITHARE.

RERRRVETRESNE,
K2 FHOEYERE T A —F

me lendl{ Cugdltﬁ me,ss Cmin, 5s Cavg 55
ik HE (e/ml| (pg/nl| (pg/nl| (ug/ml| (pa/ml|_(ug/ml
) ) )R ) ) )

5.6 | 16 24.3 | 113 | 62.1 | 7.6

SmQZ/‘;( {35.2,| (10.7,] (17.1, (EO, (27.1,] (42.1,
_ 70.8) j24.5

) 133.9) | 17D 107) 127)
72.7 | 23.5 | 34.1 159 | 87.8 109

240mg Q2W (51.1, | {15.2,| (25.1,| (102, | (41.5,| (2.1,
103) | 34.68) |47.8) | 254) 158) 187)
181 8 90.8 | 398 217 278

wgz;" (a7, | L2, | (79.0,] (331, | (s, | (237,
= 219) | 79.2) | 1i4) 532) 313) 386)

H g (5%A8, 95%40) . Q2W : 2 ERARINE. Cuy: 7
Ei% 5% OEBMERRE, Ciu: HEERE% 14
A BRI ARIEMEFRE, Cuus: AEIESE
14 AEFETOEHMBAEE, Cus: EmIREEIC
BT BEENETRE., Cu.: EHREBIZEITS
BARMIE BB, Cug o M IREBIZIS 1T B R 1M

BRE

g R—

OREERIC DV T
@-1 FRE® (1) ~ (6) OWTHMTEETD
R ThB L,

TR—P

DHEERIZDWT
@O-1 Fio (1) ~ 6) DWW TFNNTEYTS
EETHDHI L,




(1) BAFZBRENIBET DA BREEL SR
B (HREFRS A S EGEEIL SR, Hums
ABFEEEIL R, HURAS AR &)
(EEL304E 4 H 1 ABRA @ 437 HisR)

@) frEembe (PR 2946 3 1 REER @ 85 fE
®)

QY EMERFRMENIEET 5 B ABFOERART (2
ASHCEREIEEREE. 5 A RE T IR,
B A REHEEREE R )

(D) A et BFERPREBE L, SARbERENE 1
RITASRALFEHIEE 2 O EIEIIR D
HZETo TSR (R 2847 A 1 BRR:

(1) BEFSBARESTRET 2 2 A B REEIL R

M%(ﬁﬁﬁﬁﬁb SPOEHE L AR, Hias

PROESULSERE, MRS A RERBERER E)
(%52 284E 10 A 1 ARES ; 427 HE5R)

(2) B TEMREIRPR (%‘Zﬁz 28429-H 1 AREE : 840l
%)

(3) FIERF EAENEET 3 B ABEEERE (4
NEFEEIRERR. PADREER R,
BABREBHEERR 2 L)

() AR EFIEELREBE L., SR LERENE 1
XIS b SFRIEINE 2 OEREEICGR D E
HE2IT> TWAHER (R 274ETH T ERFA:

2540 HEFR) 2538 F%)
(6) B EERL S EEME OB ELEIRD (6) B IEER A EEME O EHEITERS
BHZIT>TWAhER (FER28FET7 A 1 AR BHET>TWAHRER (CER27ETH 1 B
A0 1290 hEsk B 1284 HEER
10 _— (B2l BEd 2 FE] 92— (A4 2 FE]
' (@ &) @ B
@TRICEY T I BEICHNT I ERE DR SR UE OTRICEYTIBHEIIHT I3FFORERVE

AR OWTR, FEOAZMEFEL SN TS
59, FRIOREMZRLERLR,

T FTEA RS CEREIC L SIEEED 2
VB '

BFEZDWTIE, BRI OFPERELINTE
53, ARIOBREIRE 2B,

o T FT AR ST L ERIEIC LA IREED R
WEBE—




- W RN FRE
- L OTUBMREEA L AL TRE SN BE

QA AIIEBELRIFMAERERICBWT, 248
WWBWTHBEICH LTHEERSRIEEN TS
A, PD-L1 BEBIZX VY A/ECHEMBRRDZZ
EWRBENDERIBLNTNDZ LD,
PD-L1 B3R FERR LT L TAR OB 5T EDH]
WrEd B2 EREE LV, PD-L1 BIRFEH 1%RTH
THDHZ PR INEBREICBOTH, AAEL
AOEFEBIRE L ERT 5, :

k AFIOTLWEKE LT, kRS54 : PD-L1 THC 28-8

pharmDx [F o) REBIhTWA,

- Wi BRI
» M O FEEAT & O —

@AFFNIEELFRFIARRICIWT, 244£H
IRV TRHRBRCR L TEIESRIEE N TV S
23, PD-L1 BESRIZL YV A¥EOBFERPERS Z
ERTRBINABRB/ELN TR Z Ed b,
PD-L1 BB LR L1z L TAR O S RIZOH
Wra 452 EBLEE LV, PD-L1 HEEHN 1%RE
ThBZEPERENT-BECBNTE., AHILL
S OIERGRIRE L ZE BT 5,

B OREEREENA FF7 A o OYGETERT FIEEER)

il 3]
FYA—T (F#ERIEED) YD (BRI RRERHIER)
2= HEERLAEBERUHE 2= HHEERDABERVHAE

B, RARE=BL<7 (BEFBHKRZ) &L
T, 1[E 240 mg % 2 WG CRBERET 5,

{LEEFEERIBFE O BIREI R BE i3 it o0 B 4
BB LA Y AT (BEFHRBL) L6

HT 2868, 8%, AR L<T (EE

BE. BARIR=FA <7 BFE#HzL) L L
T, 16 3metke (EEY % 2 FERRIE CaiisE
T B,




AR L) &L, 1240 mg % 3 BERERT4
ELEHRET DR, F0O%, —Fr~v7 (BETFHE
¥ex) LT, 10240 mg % 2 ABRENRECAHESE

a0 B

2R—Y | _(BE) | (BEDEM)
R BRI B B — A SRR 50 ng (—
e A ) hes (EETEHEX)) ORI
HE, AEROEE
EE AR : ARTAUIIAREE X IR e DB A
o
BHERVRE : —#~7 GRETEHRZ) &0
BERICINT, B, RAIEA B AT (&
BFEME) L UTIE ] ng/ke (AF) % 338
B RHEC 4 [ AU #HET 5, _
3R—y | 2. AEIOKE. (ERBF 3= |2, AAIOKM, (ERRE

A7 —R EE R 20 ng RUELETEEE 100
mg (—f4 : =Ar<7 (BEFEHEZ). 2T,

[AF) X, NEERTERRNSHEE AFL Ly 7
At TV A M =LY —X A7 AT (BUS)
) 2BE3 L7k b PD-1 (Programmed cell
death-1) Zxf+ 3 FEIIg64 =/ 7 B —F ViR
&Thd,

(&)

A7V AR 20 ng2100 mg (—iR4 :
=R RIEFHABEZ)., LLT TREH 2»is)
b, NEFESTERASH LA Ly 7 X3 (B
TYARNV =S¥ —X AV AT (BMS) #) 28
BEZE L7~t F PD-1 (Programmed cell death-1)
WA e Y Ig64 £/ 7 u—F VB TH B,

(%) :

e, BUERAREE CIIEREE T MafEE




Fo, BUMRAESRE CILEMRHE T MRSEE

| FB3fvF2—TznrHr< (IFN-vy) ITLkoaT

PD-L1 MEBELBEBEIN, B LEESMEEICE
I+ 2 PD-L1 OFHE & TR OAEFIHM & ORMIZIED
FREEERADHDLOBELH D (Sci Transl Med

THRAvE—T =< (IFN-y) ZXoT
PD-L1 OFRBEAFHE I, BB U EEERICS
iT% PD-L1 D3I L Mg O LFHME & OMIZIED
THREEMRB H B L DHELH S (Sci Transl Med
2012+28:127%a37)

2012; 28: 127-37), (i)
(n%)
43— (EHhE] 4= [(FahE]
OERHLFZEMAERER (ON0-4538-03/CA209025 52, B R Rk L o [ B SE R 2 AR BRER

5)

mMEFHEREEREFTINESRERR (7%
VFoT, RA=F=T, VI T =T RSR=
TE) 2ED{CEERERESE T AEITHXIIER
PO AR EHIREAE 821 ) (BAABRSE
63 Fl&EEte, AAIEE 410 ], =< U AREf 411
) xR, =~o ) ARERBEE LTHA 3
mg/kg % 2 BERRETABFELE L E0FME
EUZeHEzRet L, ZEFMMERE Thira4t
FHIR_(BLF, fos)) (drdefi [O5%{EERXMD) 13X,
AHKIFE T 25.00 [21. 75~NE*] A, =X U LA
BT 19.55 [17.64~23.06] W A TH O, AFix=
R U AR K LEFENCEEREEEZ R LR
(/~F— R 0. 73[98. 52%{S#EE R : 0. 57~0. 93],

(ONO-4538-03/CA209025 BREx) :
mEFEMERREZE T 20UBEEER (7%
VFoT RAnFoT VT 72T, SN
TE) 2ET{LERERR AT SETHEXITER
MO AR MG AE 821 #l (AXRABRE
63 Fl&5de, ABIHE 410 fil, =<V HAREE 411
Bl) BRI, =) AREHREE LTHEA 3
mg/kg % 2 BREBRETERRELE L Z0FDE
BRUE2EEHRE L, TEFMMHEHE ThHhoa4E
AR (P o [95%E R K1) 13, AHIH#E T 25. 00
[21.75~NE*] # R, =_uv Y HAREET 19.55
[17.64~23.06] # A THY, AFZ=~a U A,
AlTxt LS EMICEBERERERLE (NF—
FEL 0.73 [98.52%5#§ X : 0.57~0.93].




p=0. 0018 [JBHI log-rank ¥R ], 2015 4 6 B 18
BRF—& Ay hA7),

(2 B&)
Ed1 0SS @ HEEESTRED Kaplan-Meier BI#R

p=0. 0018 [/B%I log-rank €],

(= )
0S O F R AEFIFD Kaplan-Meier B

Ele. BANESEE 63 Bl (AFRE 37 Fl, =

5e— £, BAEAMSER 63 5 (FFFE 37 H, = | 52—
N Y bARE 26 B1) O 0S (ol [95%EFRKH]) Ao Y AARE 26 ) OLAEFHE (hE [95%
1. AKIBEC 27,37 [23.62~NE] # A, =~} EHEER]) & AHIBET 27.37 [23.62~NE] &
LAFECNE [NE~NE] A Thole (APF—Fi H, == AZXBEETNE [NE~NE] H A Tho
1. 50 [95%EHXH : 0. 49~4.54]), 7o (o~F— R 1. 50 [95%E#H X A : 0. 49~4. 54]),
" HEEREE_(BLT, [FR) % HEERTE

(= &) (X &) ,

B2 BARAZLHIZBITS 0S5 OFEEFED BAAERIICBIT S 05 @ H MR O
Kaplan—Meier Bh#R Kaplan-Meier fhifg

6 r— @EEIEFEF MRS (ON0-4538-16/CA209214 34 (@D3Emm)

BR)
(LR ERIGE OMITHETEREO M
B iR E 1,006 Bl (BARAABE 1206125

T, ALV A=T BEFHEBE) 6FH (LT,

(ABH ALY AT )) “FEB0H], RA=F=7
Bf 546 ) ZRBIC, RA=F=TEBE LTK
B+A ) AT DEPHRVOREEFRTL
o, EEFEMIEE T3H 5 International




Metastatic RCC Database Consortium {ZA T,

[IMDC)) U R 4338"* ¢ Intermediate K& TF Poor
YA DBE (FEI+A Y b<7HE 425 Fl, R
=F =78 422 fl) (238135 0S (hRfE [95%(F
XM iF, AR+ LY A< 7EFTNE [28.16
~NE] #H, A=F=T7F T 25,95 [22. 08B~NE]
HBETHD, KR A Y AT IR =F =T
B LB ENCEEREES R L (HNTF—
R 0. 63 [99. 8%{EFERCR] : 0. 44~0. 89], p<0. 0001

[B3I log-rank #E], 2017 4EB AT BF—F A
» bAT)

*1 ; AR I X4 B &SRO IREREI 21
BE, EEL. UTOBRSRRYESEREES
Dy
e RAl iR BB IR LT 1 EE O
B iR aiBh s (o2 L, & PN RHETE
EF (AT, [VEGF)) X3 VEGF ZRE#AT
By & LA 2 bR <] ASHETT 4. Hy-OffTal
R tE %ML OB G55 6 W ALLE

REBIIERLESE
*2: AF| 3mg/kg ((FE) LAY A+T7 I mglke
(EE) #FEBIC 3 AT 4 BLEFRE
L7k, AKI3 mg/kg ((KE) % 2 AR




7 R—

CREFE L, fFAREGECBWTIE, &
& BANHEE L, £ U b= T EARE 0%
E&LTHE 30 Ul EOBREBWTRS S
BlsE L7z
*¥3: LTFODO~®DOWTIIZ HEZEY LV igEs
{Z1d Favorable Y 27 . 1 XX 2TEH 27
TEEIZIL Intermediate VA7, 3 THBLL
L2 TIEEITiI Poor U R Y &N,
OB HEE LR I T ARROEE
ABUTITE T 1 FRE, @Karnofsky —#IR
BE B0%ETE. @~F 1 B AENEREE TR
Fi, OWMEBOIAT T HED 10 mg/dl
B, ®f/NMEEBEREE FREEZ 5,
(1 #&)

B13 0S @ EAEHTRFD Kaplan-Meier Hi4R

FEAT ISR : Intermediate B TF Poor Y R B

#H

B . B EKE £ R F I H K R
(ONO-4538-16/CA209214 8AB&R) 1B\ T, IMDC U
A J 534875 Favorable U R 7 @ BE I FEF{MIE
B OMATRER & shvizhof, HUFHAERICHE




HAN BT Favorable URAZ ODBREDT —FIT

EOX, WMEAMNTHEFTZToLBER, AR+ AE

YA BB L CA=F = B CRFRER
BELNLTVWS (TH),
@ ) |
K4 0S OFFEFESTE O Kaplan-Meier HifR
fEAT B2 : Favorable Y A 7 &

8-

9 t—

[Z24E]
OEpEFEEMERER (ON0-4538-03/CA209025 3%
B)
HEFRIIAKIEE 397/406 B (97.8%), =Xu ]
2 ARE 386/307 # (97.2%) WERM B, BB L
ORREEREETERVAEERIIARIR
319/406 5] (78.6%). T~ Y A AEE 349/397 4
(87.9%) IZFR®H BTz, W TFNIOFETHRERR
YA EDOBMHERIZI TRO LB THote,

£1 VTSR TRIEN 5L EOBIER
(= W)

¥, RIEMMESR 196 (4.7%)., K 14E
(0. 2%) . FRBUHRAARIE/ S A~ F—56 7 (13.8%),
KGR - EEOTH 10 4] (2.5%), 1 BLFERRE 1
B (0.2%) . FFHEEEREE L 46 1 (11.3%). AF# 1

6<—3

7Ry

(2]
B A ek L L [F R A S AR BER
(ONO-4538-03/CA209025 EXER)
B EESIIAIER 397/406 ] (97.8%)., <<zl
L ARE 386/307 5] (97.2%) IZRRH bh, TRERE L
OERERBTETE RV EERIIAZR
319/406 5] (78.6%). =Sz U A AHE 349/397 5
(87.9%) IZRRD bz, WD DEETHRERER
SRLAEDBIMERIITROLBY Thoi,

W OB TRILRS 55 LORIEA
(& B8

7235, RIVEMERRES 196 (4. 7%). K 145
(0. 2%) . IEECASRAARAE 56 B (13.8%). KB4 -
EEOTHR 10 4 (2.5%) ., 1 BRI 1 61 (0. 2%) .
FFHsReEE Y 46 ) (11.3%) . BFZe 140 (0. 2%).




Bl (0.2%) ., FUIRBREERERETE 34 41 (8. 4%) . PR
%= 65 il (13.5%). BHEEEE (RMETMEMETR
%) 2841 (6.9%) . BIBMEREE 641 (1.5%).

infusion reaction 21 il (5.2%). BHEOREME
Eam (L0%). TEREMEES 24 (0.5% . B
%16 (0.2%) EROSESEE1HE (0.2%) 258

Bbhie, £, EEFGENE, LHRE, REHE

/MR HESREER . 2S-SR R ORI Mg
SRR bR o T, ABWERRIRITE
UBESOMEES ERREEREYST) ¥
SRR T,

FRARBERERESE 34 ] (8. 4%) . #HRIESE 55 {4
(13.5%), BHEEEE (RMEEEMEBRE) 28
Bl (6.9%), BIEHEEEREE 61 (1.5%). infusion
reaction 21 # (5.2%). EEDKEEEE 44|
(1.0%) ., TERHEEEE 24 (0.5%) . R 14
(0.2%) BRUREHER1F (0.2%) TRDLHN
Teo Fio, BEMBEE. OBHR. SEHEDL/MR
WAEREER, Mg - BEREAR K UNFEAR fie ZEHRE
RO Lo,

9R—y

QOEREIFEEMIE3E (ON0-4538-16/CA209214 3%
L)

HEEZRIIAE+ ALY b= T 544/547 i

(99.5%) . A=F =75 532/535 il (99. 4%) 158
Dbh, BREEOREBESTETERVWESE
HRITAK A Y A< 7B 509/547 5 (93. 1%) .
A=F =78 521/535 fFl (97.4%) [TBWOH LI,
W DEETRERN UL EOBERIZTTRD

B Thol,

#2 WINIPOBTHEBRRY ShLLEDOEIEHR
(& 1)

(@&




0 ~_—

BB, BE+A U A TEICBWT, HRE

E 136 F (24.9%) . IFigscrEE o8 f (17.9%), F
RIBEEEEREE 147 5] (26, 9%) . EHSEERETE 46 4

(8. 4%) . FAEEM:AEER 3561 (6.4%) . K% - &
EOTH 36 #l (6.6%) ., EEFEOKFEEE 20 §
(3.7%) . FEiEEREREZE 24 ] (4. 4%) . BIEHEeE
B 32 i (5.9%) . 1 BUEEFRYE 5 A (0. 9%), JER

741 (1.3%) ., BEAEGEIAE 1H (0.2%) . A6 - £8
B¢ 2 ) (0. 4%) . infusion reaction 22 1 (4. 0%) .

SEHER 2 F (0.4%) . DEFLE 1 (0.2%), F5

% 2 ] (0.4%) . SRIAFEAEE/ I A 3F—102 i

(18.6%) . AT 741 (1.3%) R UEIRMARIEIRE 2

il (0.4%) PRD LN, T, KEHEM/EE

SRR R OCEMEEER IR O 2o
e, AEWERFEFRRIILBEROHESES (R
EREERFE2ED) 2ELEHERETY,

11 A=

(R - B&E]
AFIOBEMARPEREFNEMBLIEY S 2
L—Yaidc k¥, &% 3 mg/kg XIF 240 mg % 2

HEERE TS L-BoARR o Mg R E SRS
Ent, FORER, A 240mg 25 LE-BORE
BRI, A 3 ng/ke BHRELFBEOREERE X

BLTEEZRT L TRENEZL DD, AKRAS
FILBWTEEE RIS TWA Ak BE (10
mg/kg & 2 AR TR E) THAAZRE LR

([ - BE] DEEBEM)




DIRERE LB L EREBEEZRT PRI (F
R M T . EHOBBICIBITAT—FiItESX,

K0 3 mg/kg Xk 240 mg % 2 BB CRE L
BEOFRFDORER & HMEIIESME L OFEE
BT BBERISTT NVPEBE XN, YEEEI
SWTREBRIThh R, FEORE - ARO
B CESMHEUVESEICARERZRIIRWV E TR
ahic, ¥, BEBGERAFRIIBITAT—FIC
HOX, KA1 mg/kg XiZ 80 mg kA Y b=
3 mg/ke % 3 WHIHRBTHEE Lt BOAF DIRE

B L Zett b OEZ R 2RBERGET AN
HEih, YUEEEIZOWTREN T EE.
LEEORE - FEORI CEEMICHMERZER TR
WE PR E T,

#3 FHOEGEEBNAT A —&

k- A& (ug/ol| (peg/mL| (pg/mL| (ug/mbL| (pg/mb.| (ug/mlL
) ) ) ) )
Ine/k 51.6 | 16.6 | 24.3 113 62.1 | 77.8
_g_g_sz (35.2, (10.7,] (17.1,| {75.0,| (27.1,| (42.1,
= 170.8) |24.5) {339 | 17D 107) 127}
2.7 3.5 | 341 1a9 87.8 109
240 mg Q2W_(51.1, | (15.2,| (25.1, | (108, | (41.5,| (62.1,
103) | 24.6) |47.8) 1 254) 158) 187)
_LE_QZW (147, | (51.2,| (79.0,| (331, | (184, i (237,
=== 219) |79.2) | 114) | 532) | 313 386)




Rl (5%, 95%A) . Q2W : 2 ERIRIRR, Cu.: 4
Bl 514 OB EMIETEE. Cypay: HIERSH 14
B BB RIRMBDEE, Copy - DERE
14 H HE COFEHMIBERIRE Cu o E M IRERIC
B ABEMEPEE, Cu. EEREIZRBITS
BrE M P Cope EERIRIBIZEIT B WM
ic et 93

12— 4. HEFRIZDWT 8R—¥ 4. REFRIT2WT
(LA BREBRIA MR ORI R T HE S LR D 5 ABGME L UTHERRBNE (2FRE) HRE
AR B IC AT S e lcid, ARBRML LT I ohTnAZ Lanh, YBAE S EICEHMTE
ERRRAZ (SARE) FRELILCTNDIL BHRCHILEND S, TOLT, FADRS
M. MHHE LK TE SR Th B i, " .
EiH5, £0LT, ERA X2 EHSE (RIP) PR SBELDN  REL, FFAOCRETICLY
CHSE | KA OERSESEERED~0 ) ERCRIER 2RI LERICHIET S 2 & LR
BEIN b AR Tho T, AFORESENET LR Rl UTFOO~QDT T il THkick
ELDW - BEL, FAIOREICE Y BEREIE | WCEAT 5 ETH S,
AR LRSS 5 & & SUFERh,
TOO~@D T~ T &M HERICI VW THEAT
BRETHD,

12— | ORERIZ2WT 10~—¥ | QERICONT

@O-1 TRED (1) ~ (6 OWTFNNITEETSD

BRTHDZ &,

(D EAZBREIIBET DB ABREHIRT
B (BEMNIRDABREELAAR, g

D-1 TD (1) ~ (5) DWTHNIZKH TS

MR THDBZ &,

(1) EAEFBRENIBET 2B ADEEBINAR
Bl (EERFIRDASEGESEIL RN, Hillss




A PR SRR, HUSAS A BRRIERR T &)
(ERL 30424 A 1 B#EA ¢ 437 HiZR)

(m%mﬁﬁrh($ﬁm&mﬂlﬁﬁﬁ 85 jfi
%)

() EREFFRABEPBIEE T 5 B ABFEEREE (2

ASBREBIRTEREE, S AR SRR,
DA EEHEERE e &)

(DAL FRIEREREB L., SR EEEME 1
RIZA SR b SFRENE 2 OREHSILERDE
HET>TWAHEE (ER284E 7 A 1 HREA:
2540 fER%

(5) LEMAEFEAIL S EEMBE DR LYEIZRD
Em%ﬁofwéﬁ&($&%&ﬂﬂlaﬁ
A 1290 H#EER)

A S ROBES LR, HUIRS AR &)
(FERY 28-4F 10-H 1 HEFA : 427-5E8%)

(2) B ERSRERRIE (ERR 284 0 1| A : 840
) '

) EEFRMENIEET 55 A DR (28
ARBFEETRERE., B ASEEET IR,
R ABFEEHEERER L)

DA R{EFREEEZRE L, S CEREMNA 1

i RAL RN 2 ORERITIRD B
HEAT> TV B (PR 24E T A 1 BRER
253815 3%)

GY FIEMEER T ERINE O A IR S
BHEIT>TWAIER (FR27E7A 1 AR
J 1284 fnER

15 ~—>

[ B 5 5 E]
OTFROBE BN THAOESERRIES LT
W5,

. EEEREA AT SRR
(THvFad, A=F=, Y57 ==
7T, RS R=TE) AU EREEE
¥ 5 1R IE G R TR X VL EE T e 00 B S L
B (SRS

10 ~—

[BaEIC B 5]
OTFRDOEEI kwrﬁﬂmﬁ@ﬁmﬁﬁénr
AV
o MEHAEMEERZR T 5RBHEEEA
(THIF=F, A=F=T, VI 722
T, XY R=TE) RETMLERIEREE
f%ﬁiﬂ%? B 2 ERR M oD B A A

o {LEEERIBEHED IMDC U R 7 SN




Intermediate i Poor ¥ 22 &2 piRs
PBRTFREXITEBHOBHEEASE ([
U Aw 7 oORRE)

Q@ TRICH Y+ 5 BE IR T AEFNOHR S K OME

RFREDOWTHE, AROFEHEFEIL SN TE |

59, BROBRERR L RO,

. M%ﬁﬁkmﬁﬁﬁﬁwﬁ4bﬁ4y%ﬂ®
HOIEBLE T HEE T A AF B
5

o MR

tE ) OB OEREE M OME R B
(ONO-4538-16/CA209214 BRER) kW T, B
FTOO~BRWNTHIZHEZEY LARWVWESITE
Favorable VA Z . 1 XIZ 2TBEZ#WMETHEE
21X Intermediate YV A%, 3 BBLL L&l
TSI Poor YARAZ &N, (6 R—VH

R

O BEBELZEHINTHLARBOEE
BT E T 1 FREG

@ _Karnofsky —iRIRER 80%ANE

® ~EFn L ERAEEETRAR .

@ BEROHIAL Y SEN 10 mg/dl B

QOTFRICEUTIAF T 2B 0RE K UME
BAFEZS2WTHE., FROFHMESEILEINTE
b9, ARIDBEERR LB LR,
s (EFRERBEOCBEROYA bbHA v
RRNDOHDOIRREELHT 5 BE,
o IFFREBhETRTE,




33
® SFHERESEEE FREBE2 D
® /MRS EBERREEX D

F 7R SR 20 ng B OUE AREERE 100
mg (—fi%4% : =R/ <7 GBEFEMHER). DT,
MARAEID 1%, MFEETERXSHL AT VY Y
At BETIVARA I X=X RT7 AT (BMS)

16 —¥ | QFFKOBERBRICEWT, {LEREREREE |11 2—Y | OFAFOBEERBIZBNT, REBBMS 14/
BT ERIRSES CiiREmEH 5 1 EHL 8B X8R & CEMEOFEMEZITo VWl b B
HZ &, (WEEERBERZIIBITIAALY A= BENC, FABREDIIEHOREBRETHRD
JHARS TIERERE»D 1 BT BRI L FEREITO 2 &,
(FE 12 BREE) CHDEOFRZ T > T
ZEEEE, AERESTIIEHOICEGRET
MBROERBEITO> L,
WHARIF Y CREORBERKEYT 4 FF 4 o OWRFTEFT GFExREE)
#r 2]
YN (FHRRERIBED) B R— (B YR ERHEI %)
2= MHRERALRAERVRE 2= WNREMBDBERVHE
BE., BARE=RAL<7 (BEFEHBRZ) 2L BE. BACR=RALYT (BETFHEEEZ) &L
T, 1E 240 mg % 2 B MERE CRAMERET D, T, 1B 3metke ()% 2 BRI CARBEE
T B,
IN—T 2. KEIDORK, 1TERMF 3

2. FRIORE. EREF '
A7 — N B EEE 20 me£100 mg (—fi¥4
=R (BEFHEBEZ), BT T4H) 8v3s)
W, MEFELTERASMHE AT Vv 7 A5 (B
FYRI =L ¥ —Z A2 AT (BMS) 1) A%




) M L7t bk PD-1 (Programmed cell
death-1) 293t I 164 £/ 7 n—F IV
wCths,
(H%)

T, EMEBEAERSE CIERRE T MiaNEL
THA v E =Tz~ (IN-y) IK&oT
PD-L1 ORHEPFE I, BB L EERRICE
iT 3 PD-L1 DI & W OAEFHE & ORICIED
TREERER R B D E DEE L H D (Sci Transl Med

BAZE L7t b+ PD-1 (Programmed cell death-1)
X3k M Ig64 B ) u—FRETH B,
(%)

i, EMEARBE CIERENE T HASEE
TEREAE—TzarHe (IFN-y) k2T
PD-L1 DEBENFE I, IEH L EEERICE
i7 5 PD-L1 OZFH & ifE OEFHM & OMIZED
FHEEREES H B . DHE DL H B (Sci Transl Med
2012+28:127¢a37),

2012; 28: 127-37), (%)
(&)
4Ry [Z&tt] 4R—Y [Z2t]
OEMNE IERE (0NO-4538-15 3R5%) OEANFE AR (0NO-4538-15 #EH)
AEEZHILHACRD B, ARF & OEEBFR BEEERIILHACRED bR, KELOREBEER
NEETERVWEEERL2FICHD LI, 3 REETERVWEEER LR bhE,
HER YL LOBIERIZTROLBY Thote, HEN I EDOBERAIXTROEBY Thot,
F1  RERNULALEDORIER (MRS FESRN YL EORIER (R R SER)
£H)
5 (3% - B8) 5ri— (& B

ks, FIEMERS LF (5. 9%) . BBURIARE
[2ANF—2 fi] (11.8%). KIGHK - EEOTH 1
Bl (5.9%) ., FFigaerEs 1 5l (5.9%), FIRARiEEE
BEE 3 (17.6%) ., #EEEE 3 6 (17.6%) RO

k. FEMERERE 15 (5.9%) . B mARE
26 (11.8%), KB - EEOTH L] (5.9%).
JFEEEEREE 1 4 (5.9%), FURIRBEEERERE 3 M

(17.6%), #REE 3 # (17.6%) KU infusion




62—

infusionreaction 1 ffl (5.9%) @D LNz, =
7o, EEGFEARE., LK. R, 1 ERRB, &
B MR EREER, PR, BESEREE, 8
BEE, MME - Rk, EEOKEES, BikD
MERE., TEMEEEE, MARUE L S RE
RO Lol AEHEARTRIIIEEE
FOBEES FRRREERELET) 2E04E
BiERETT,

@S E MAEER (CA209205 3ER)

BEERIL 238/243 ] (97.9%) K@D B, &K
HEoRREERREETERVEEERRIT
185/243 51 (76. 1%) I“EBR® b, ZELERD 5%LL
LORMERITTROLEBY Thoir,
F2 FHHBH UL EORIVEA (ALl Treated
Subjects)

(& B) '

ok, MIEMEMER 16 41 (6.2%) . HEHRAAE
fE/ 2 A/NF—19 6 (7.8%), K% - EEOTH
6 {5l (2.5%). AFHEEEREE 22 7 (9.1%). AF# 5 i

(2.1%) . FORIRHEREMEE 28 7] (11.5%). #RRMHE

B 404 (16.5%) . EHSaEmEE 4 1 (1. 6%) . FMZE -
BEREZe 11 (0.4%), BEDRERE 3 (1.2%).,
HARMAEFEARAE 1 4 0. 4%) | infusion reaction 38

62—

reaction 1 (6.9%) ERbNhi, Fh, BE
BN, LR, Bk, | BHERIA, it
MR TESEBEIR . TR, BEHEES. BIBESE.
e - BalEse, EEDOREEE. HiRDRERE,
TEERERE, BRRUSESEREIRD LN
Bhol,

@SS D FERER (CA209205 FRER)

BEESIT 238/243 ] (97.9%) DL, &K
HLrORRBARPBTETCERVWEEERIT
185/243 5 (76, 1%) WRbHbhic, RERN 5%
UEDOBIERIITROLEBY CThott.

TRIR]A 5ULL L DRIVEA (ALl Treated Subjects)

(& &)

iR, MIEMEAER 16 7 (6.2%) . BEBUGHRLR
iE 19 4 (7.8%), RIB%K - EEOTH 6 (2.5%) .
FrefeBEE 2241 (0. 1%) ., AF& 54 (2.1% . R
AR BEIESS 28 41 (11. 5%) . #AREEE 40 41 (16. 5%) |
REHERRRESE 4 1 (1. 6%). %S - BERESS 1 41 (0. 4%) .
EEORMEE3F (1.2%). SFRMQERE 14

(0. 4%) . infusion reaction 38 ] (15.6%). R




il (15.6%) . FEZ 2 5] (0.8%) ROEEHEL 2
B (0.8%) FBW BN, Fio. EEMEHE,
DE%. Bre. 1 EUERR . ShEeit /MR M2
R, BIBEERVTRARERSIED bR
hotn, AEVEARTRNITILSESOMEEES

(BREREEREZED) 28HEHEREL T,

2 (0.8%) RUSESEHL2H (0.8%) €L
Nic, £ic, BEEFEE, LHR. Hx, 1B
PRIA, SeEtEm MR RS, BIEEERT
THREBEESIIRD b7,

TR=Y

[BE: - HE] ,
FEOBEFARpEREETAVERALEY S 2
L—3g Al b, KE|3me/ke (RE) ik 240

mg % 2 AEERTRE L /2 BROARE O M i{F T E

PIRE S iz, TOBR, AH| 240 mg ZHE5 L7

BROBRERIE., A& 3 mg/kg #E LU ROERE
BB LTEEETTETRIESh YOO, H
AANBECBWTABTEPER SN TS AL -
AE (10 mg/ke # 2 AERRTHRE) THEEZ&

HELEBOBRER LW L CTEEEZRT L TR
iz (FR), Mz T, BEORBICBITT—#

ICESX, K3 mg/ke (KE) it 240 mg % 2
HEERTERE LEEOARIOBEE L FHMXY
HEeM & OREL T ABRERSETNHE
FLEAN. UBEBHEIE YW THRMAIThAEER.
LERORE - FEOH THEMER T EEIC A
REBRRRVWETH SN,

(R - HE] OHEEEM




K3_FHOEYHERNSNT X —F

_(ﬁ Coindts Cavgdld Cmax,ss Cein,ss Cavg 88
Pk AR (pg/ml| (pg/wl| (pg/wl| (pe/ml| (pe/ml| {ue/ml
) ) ) ) ) )

3me/k 51.6 | 16.6 | 24.3 | 113 | 62.1 | 77.6
~—5-5-Q2W (35.2, | €10.7,| (17.1,| (75.0,| (27.1, | (42.1,
== [70.8) |24.5) |33.9) | 1701 107) 127)

72.7 | 23.5 | 34.1 [ 158 | 87.8 | 108
240mg Q2 _(51.1, | €15.2, | (25.1, | (102, | (41.5, | (62.1,
103) |34.6) |47.8) | 254) 158) 187)
—E—g-ozw (147, | (51.2,| (79.0,| (331, | (184, | (237,
=== 219) [79.2) | 114) 532) 313) 386)

LB (B%AT, 95%.5) . Q2W : 2 ERIRIFE. Cux: £
[E#% 5% OB EMIE FBEE, Cuus: AEREE 14
HEIBITARBEMBEFERE, Cow: HEREGE

14 B B ETOFEHMIBFEREREE Coay, . : EHFIRFEIC
B AEEMFEPEE, Cun.: EEREIZBTS

BIEMERRE, Cup.: EERIBCIT 2 FH M

BRRE
8 ~R— DHEFR IOV T 7 R ORIz 2V T

@-1 FE® (1) ~ (6) OWTFhTEY TS
MR THDZ &,
(1) A BREMNIBET 25 A BFEEEI R
Be% (HREATIRMABEEEI R, Hiks
A FOEEEIL AR, HURAS AR &)
(AR 304 4 A 1 RRRA : 437 3%

@-1 TFRo (1) ~ (6) OVTHNCHEYLTS

Mt ThdZ &,

(1) BEEFBRENBET D BABFEELSR
B (FREFFESADFOEEIL R, HugHs
ARSI, MRS A SRR &)

(SERk 2842 10-8 1 BEF/A @ 427-H85%)




(2} et (AL 2046 B 1 BRS/A @ 85 i
)

RVEERBRAEREBET 2B ADFEEREE (4

ARFOEBSTEERBE, DA RET IR,
AR HEER R &)

(4 S R ERREE R FREBE L. SR CERENE 1
A FALFERIENE 2 OREEICRDE
HET>TWAHHER (ER 2847 H 1 AR
2540 Figk

(5) FIEBMEE R AL S F AR O LIRS
JRHZIT>TWaiEER (FR285 7T A 1 B
A0 1290 Hagk

(2) ¥ ERERERBT (R 284 9-B 1 HEEK : 840
E29),

() EENF RAEDIEE T D B A FELE R (43

A RCEHIRERNE. BAD TR IR,
DA REFEEREE R L)

(D RALEFEERRE L. ASRLEREME 1
SOTASEIFEFENE 2 O EEICR LA
HET>TWAMER (ER2FET A 1 HREA:
2538 A%

(6) UM RER A EHRINE MR ERECR S
BHZET->TWDHER (FR274ET7TA 1 B
B 1284 FaRR

10—

[BhiEIC B3 % HIE]

(ON:"Y
@ TFRICH YT 2 BEFICHT 5 AH O 5 R UYE
BEEBT 2T, REOFZMERTELIN T
BHT, AEloBEME LR LR,

o {LERIERIBEOBE

. M@#ﬁﬁ@%ﬁ&ﬁmbfﬁ%éné

BE
(%)

[om—v

[BEshEic i3 2 E1E]

(@ )
OTRICEUM T 2BE AT IEAF OB ERUME
AFECONTHE, KEIOFDERHEILENT
Bb3., AAlOTESHBELRLRND,

o (LERERBREOBE~

o {hOFEMEERER & ot H—

()




HEOBEERET A B4 o OWFTER GFANEER)
# |

BYR— (FHERIERD) B R— (ERVHHRERHIBR)
2 WMRELDAERCHE 2= MBELDAERVCHE

BE. RARR=ALT (BEFHEHEL) 2L BE., A=A~ Y (BETHEEz) 2L

T, 1[H 240 mg % 2 BHE MR TREIHET B, T, 1 [E 3mgtketAE)—% 2 ARFER CREHFE

: 15,

3=y 2. AR|ORH, FERBF 32—y 2. AFNOFRHE. 1EREF

Z 7V — R ETERRE 20 mg B UELEEERE 100

mg (—iR% : =R ~7 (BEFHEHEZ). BT,

A#) X, NEFERTLEREGHL AF VY S
2 A TVA M AKX ZA7 A7 (BMS)
) MER L= F PD-1 (Programmed cell
death-1) ox+ 5t M IgGd = 7 7 v —F L8
wTHd,

(H5)
i, BEMEARBEE CITESRE TS EL
TR E =Tzl (IFN-y) I0k-T
PD-L1 ORBEFFE I, B L EFEARICE
{75 PD-L1 DR & i 0 EFHM & ORIICIED
FERERARS BB L OMELH B (Sci Transl Med
2012; 28: 127-37), '

()

F 7V — R AR 20 ng4100 mg (—HR4 ¢

=RN=7 (BiEFHMEL), LUTF TFRHF) 23-55)
X, DR TEGRESHEAZ VY 7 23 (R
TRV 2L —R RZ A7 (BMS) ) 8
% L7-t b PD-1 (Programmed cell death-1}
Wit b MY Ig64 £/ 0 —F AHIETH D,
(9]
e, BUERAEAE CILEREE T MIESEL
THA v E—TzayvHrv (IN-y) ZLoT
PD-L1 ORHAFFE S, BB LIIBRERICE
iF % PD-L1 D383R L Aiftk D AT & OBICIED
TEEBEIR R D L DFREL H S (Sei Transl Med
2012+28:127¢a37),

(&)




4=y

5~

[E%hiE]
EERFFE MRS (0N0-4538-12 BAER)

2 DU LD EFEELE T A EEREICRIG
XTI OEETIRTERET - BEOBEXIX
AEERATE (BEOTLAEETESELY
LT bemBINICAIES ZME) BE 493 4] (A&
NBF 226 HlESTe, AFIRE 330 7, 77 ERE
163 ) ZRHFIT, ST EREHEL LTAHAl 3
mg/kg % 2 ERMMRETREHE LI L & OFEME
EUOREHEZHREIT L, EBIMERE THLEE
FHIR (o [O5%EMEKE]) 1k, &RFIBET 5. 26
[4.60~6.37] B, 77 ERBEET4L 14 [3.42~
4.86] HATHY, AFENIT T ERNICH LR
FICHBREEZRLE (AP —FE 0.63 [95%
154X : 0. 51~0. 78], p<0. 0001 [/BR!| log-rank
BED.

(X #%)

[Z2p]

OEMEIFFAER (0N0-4538-12 3RER)
BHEESIIARFIFE 300/330 #] (90.9%). 7T
ANEE 135/161 ] (83.9%) WRD b, FBREL D

42—y

5

[FEhiE]

~ BEREENHR L L EEEARENMARER
(ONO-4538-12 3\E8)

2 DL DL RIERE 2T S E AT IR X
IEATHOIBB IR RET - BROTEXNIIER
EBFESHE (BEOPLNREFTEAH LIV L
T 5om ANICLE T 2 HR8) A& 49341 (A&AA
BB 226 Bl% & e, ARKIRE 330 ], 7T = REE 163
) 2RRIZ, 7T EREHBE UTEHHA 3 ng/ke
2 ERERCREGRE L E0FDEUE
2HERF L, TEFMEE TH 257N
(P RfE[95%EHEXM]) X, AFIBE T 5. 26 [4. 60
~6.37] A, 7T ERET4 14 [3.42~4, 86]
» ATHY ., BENIZ T ERicxt LS ZESCE
BEREELZTRLE (AF—FH0.63 [95%EEK
[ : 0.51~0.78], p<0.0001 [f@R] log-rank &
EDs

(X &)

[Z2i]

OENEIFERE (0N0-4538-12 FRER)
BEESZIIAKIEE 300/330 7 (90.9%), 7T
AEE 135/161 5] (83.9%) IZERMbh, BBRIELD




HEEENEETERVWEEERIIAAH

141/330 8 (42. %) . 7" 7 & REE 43/161 5] (26, %)

TR B, WTENRHOBETRERERN %l Lo

BIEBIXTEDLEBY THoT,

£1 WTRHAOBTRER 5% EORIVER
(& B

B, ARIBEICBWTHEEMER 7 61 (2. 1%) .
U RRE/ S A23F—0 il (2.7%) ., KiB%k - &
EOTHE 46 (1.2% . 1 ZLERE 3 51 (0.9%) . IF
HEEEREE 1861 (5.5%). AT 141 (0.3%). FIRAR
HERERESE 13 41 (3.9%) . #EREEE 10 H (3.0%).
REHEEEE 1 1 (0.3%) ., TEAHMERSE 1 A

(0. 3%) . 8% R M+ T|ARAE 1 471 (0. 3%) 2 OF infusion
reaction 14 (0.3%) MBRDbhi, Tk, BE
BHRIE. (L. Bk, SR/ MR LR
A, BIBREE, EFOKRERE, MK -« BEEX,
FERBEVOEE SBEZIBONR-T, EBEIME
ARBRRIYUEESOEEES (BEBEER
BEE) 2ELEHERERT,

ARESRVREETCERVWHEEERIIAER
141/330 1 (42. %) . 7" 7 £ AR 43/161 41 (26. 7%)
WERD BT, WTNDOBETHEEMN %L ED
BERIITEDEBY Thot,
WO B CRBLEEDN Sl EOREIER

(& B8

2E, ARFICBWTHEMMER 7H (2.1%),
A RARIE 9 ] (2. 7%) . KIBAK - EEDOTHI 4
B (1.2%). 1 BUgESRYE 3 # (0.9%). FFHEREE
18 45 (5.5%). F¥#e 141 (0.3%). FIRARMSAERESE
13 18 (3. 9%) . MRREE 10 1 (3.0%) . BHnEREE
14 (0.3%) . TREHEERE 1 4 (0.3%), FFIRML
RERE 15 (0.3%) K& T infusion reaction 1
Fl (0.3%) BNE|WD LRI, T, BEEHENE.
DER, B, faEtEf /MR HEREER ., BIE
EE, EEOREREE, Nk - HER, BERX—K
R ESBERERD DR T,

6 ~—

[HiE - AE])
AEOBEFAERYBETTAVEFIHLEY S =
L= gt kb AF 3mg/ke ((KE) X1 240

(P - BE] OEEEM




mg % 2 AMBE TR E L BoARRI O Mg PiRE
Bstdhk, TR FX240ng 2HE5 L
BoORERIL. AF 3 ng/kg 285 LEEORE
BB CEEERTT LTSN EZLOD, H
AABEFITBOTEEESERSNITWD A -

A& (10 mg/kg % 2 @F MR THEE) THREZER
HELEBROREER IS UEEEZRT LTS
i (FR), Mx T, BHOEEICKITEZT—%
oS, K3 me/kg (AE) i 240 mg % 2
AHEE CHEE LIEBROFARORERE - H3HX
Eel L OEFRET 2BBERIGET VHHE
SMARh, YEEEIZOWTRESIThEER.

LB - AEOBTHEMER RS ICHRE

RERFRVWEFH ST
=2 FEOEYPEMENT A —F
Con Coindt4 | Covedld | Conse | Coinss | Covgss

Figke B (ug/ul| (ue/ul| (ue/mb| (ue/mL| (ug/mL| (ug/nL
) ) )8 ) )

3Ing/k 61.6 | 16.6 % 243 | 18 | 621 [ 77.6
—S—E—QZW (35.2,| (0.7, | 17.1,| (75.0,| (27.1,) (42.1,
== 170.8) | 24.8) |33.9) | 17D 107) 127)

72.7 | 23.5 | 34.1 | 159 | B7.8 | 109
240 mg Q2% (51.1,| (15.2,| (25.1,| (102, | (41.5, | (62.1,
103} [ 34.8) |47.8) | 254) 158) 187)
10me/k 191 | 61.3 | 90.8 ( 398 217 278
—g—g—m {147, | (51.2, | (79.0,| (331, | (184, | (237,
=== 219) [79.2) | 114) 532) 313) 386)




HPoLfE (5%, 95%s0). Q2W : 2 WA, Cmax :

PEFR G2 OREMETRE, Cum : PIEIRESHE

14 B BICBIT 2 BARMBE FPEE . Cppny: DERE

%14 HEFTOFHMEHRE Cor, o+ EEIREE
R DEEMBTRE, Cuns: ERAEBIZBT
DEIEMEPRE, Cups : EFRIBIZBIT B TEY
M3 R E -

7 R—

OfER = >N T

®-1 ‘F%EOD (1) ~ (B) OWTNMIHEETH

ERTHDHZ &,

(V) EAFBRENIBET 3 A DEHEILER
fim% (BRIENF IR HS A BRRESEBL SRR, Hgs

PRGBSI AR, MRS AR &)
(WJE 30424 A 1 BHEES : 437 538

(2) f5EMRERRE (AR 296 A 1 HEER : 86 0
£ .

(3) HEFIRMESIEET D B ABREREFER (A8
ADRREESIEERE, S ARFEE T R,
DS AR RRE M AR R &)

(DA FALFRIEEEZRE L. S RbRREMNE 1

XA ERIEINE 2 OREEICR DB
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(DAL ZREEERE L, SR LEREME 1
NS e b FEEEINE 2 OMREREITRDE
HET>TWAHER (FR2FETA 1 BRR:
2538 HEEE)
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(6) i M EER NS EBRME DR EREICRD
BHEIT-TWAIESR (FER2847H 1 AR
A1 1290 HEEY)

5) BB A, & N DR AR5
BHEIToTWAERR (ER2-ETA 1 B
A 1284553

8 ~—y

@-3 BMER ORI RICE LT

BIEAR (MEHMEBRIZMZ, BEEFE/E. O
Mde. Bide. BRIAEE. KIBR. EEOTHI.
1 BUBEIRY, FPRSREREE. R RIBSREEE,
EE, SEE (FRe - RETMEERREET),
BIRES, MR, EEOEEEE, HFikbiER
JE. infusionreaction, GfE{t i/ MEIRAMESEEE
¥ (ITP), BEORERIL, BIEREE, OIREE
= (DEME - 24k - DEESMGES) . Bl
M) 103 LT, SEERSOIBEEEERE O
HiftEETAEMEERL (BUERAOBETX
IR L THRERUXEER T ONAIEHEILH S
Z L), EBICERAER T HEHIPE S T
BRIk,

TR

®-3 EMHER ORIt LT

BlVEH (MEMMERICMEZ., EEHEE. O
fhde. Fhak, HARUEEMIEE., KIBK. EEDTH,
1 BUphiRAA. FFEREEE . FRIREEEE. ik
BE, BEE (B2  RETMEETEEZE).
BIEEE, MK, BEEOEEES, SiRDeERS
fiE. infusionreaction, FEEEMEML/MRIBA HEIESE
5 (ITP) BEDRESG. RIRIEEME, LIRS

(DFEHB) - 23R - OEESSMUINES)  BIEE |

M) X LT, SRR LT EREE X
Pt T2 EMEEE L (BIERAOZH-CH G
CHE L THRERUIEZZTONIRHFEH DT
&) EBICEORAEY TE DEHIE>TWD
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1. Ui

EIRZROFELM - ZEMEOREO DI, BAXTEZSIESWEREERERIRD

CBD, O, EEORFEEMTOERIC LY, MAERLR L OESRBTRIERAE

BFEELBEDENZTT, INLOEEFEEICHERBEICRIT I ENRED
HEAL 2o THY REMBGEE L0 EA S 2016 CER 28 456 A 2 H BrEEE)
BWTY, EHNERSEOEROFREHEEZRILZ L EENTWS,

FREMSFEERL., BHEMPREMN v 7 7 A VBBEFOERR EH LR
RBZEBBD, DD, AIERUESERETAERI+H0EHET 5 E TOM,
W RS S DR AR R A I EBHF S BEITH LUTHERT 5 L L b, BlE
MR LB SRE SR L B 2 L AR — B OB R TR R T A
TAHAZEREETHS,

LER2T, AHA FIA T, FREEPLINETRELNL TV DESLEFN -
R R S | UTOEERLROSEREREZHEET 2B AN b NERES, B2
FREUBEFEEZTT,

I, AHA RTA b3, MSTRIENERRERESRASHERE, ASHMEARAR
RIEEY S, —ittMEA B ABRKNFES., FEFEFIEEHIEA B AEFSRT
— AR A B AR RS OB AD D LIER LT,

WL R AERS 7R 20 mg, A7 U—FRBEHE 100 mg (—iE
4 =R (EETHER)

5 RBPETUIRE < B AACFIRIERITHE L - SIBTR R/ ETT - MR OB T 2
f&

WL RAEERCAE @R, AR L<7 (EEFHRE2) & LT, 1[E240mg
% 2 BRIER TRMEEET 5,

fl 3& Bk 3F % F NIRRT EMR SR




2. FFOFE, ERERF

A7 O—HREREE 20 mg RUE "iiﬁﬁr& 100 mg (—f%% : =Rr<7 EEFHE
#z), DT, T4#D)) 3, AFELTERRSHEAF Ly 7 X EFTYVRL -
<A ¥ —X AJ A7 (BMS) #) MBI LKE b PD-1 (Programmed cell death-1) 1Z%f
TB Ml IgG4 T 7 v—FNHEKTH B,

PD-1 {X, FEMEE LAY 38k (THINE, BHIBRE T F 25455 —T #lR) ROE
BRI R BT 5 CD28 7 7 X U — (T MR OFEE(L 2 #BIAICE & AU HIET 545
TR KRT5ZERTH S, PD-1 IIHUFIE TR 35 PD-1 Y H > R (PD-LI
RUPDL2) LS L. U SERICE S 7 EE LT VS BkOE (LR ES
RIZFRAIL TS, PD-1 VW FIZPUEIRRMRLSMC v b Ok % 2B HEG I3
LTHEY, EHREAEEE» YRR U ZEEREICT 5 PDL1 OB LIFHROLRF
Wi & D Lﬁ@*ﬁﬂ«ﬂﬁﬁﬁm%é T EBEE SN TS (Cancer 2010; 116: 1757-66),
i B RAEEE CIHHEEE T HRBEEAT A v F—Tcr 2 H < (IFNy)
ko TPDL1 OEBEAFES ., 58 LIS 5 PDL] ORE LifR0
AP & ORI EOMHBERNH 2 L OWMELH S (Sci Trans| Med 2012; 28: 127-37)
. &BIT, PDLI ZHAHIRM S B AMIL. FUBAEREA CDS B T SiRoaiEEs

TEMZEI S ¥ 583, i PD-L1 HUET PD-1 & PD-L1 L OFEGEIAETS L F0H
HEEEENEET D Z LARENRTWAS, SO Z L5 PD-1/PD-1 U F FREIL, A8
AFIPHURRERE R T Mlad b OBBESER ERT S¥FEDO—D L LTEZ LR T
Ba

AFNE, FERBR O RN O PD-1 OMARSEIR (PD-1 U 7 FREAHEE) IofSa L.
PD-1 & PD-1 U H YV FLOFEEEMETIZEICLY, BARBERRAR T MianiE
PEAE R OD ARSI 3 2 MG EEE L EI8T 5 2 & TN EESE 2 R T
L BRI TS, '

IR DHEND | FFNIEMREE T A H- 2RI R VB b0 L SN,
EMEE A ERE gL Ltﬁﬁkﬁﬁﬁ%%ﬁﬁb B, BEMRUBE I RER
Iz,

KA OIERBFICE S BEDGERIGIC L 2EWERS R S bbb, EEXIIETIC
EOWREMESH 5. FAOKRETRUREHITIT, BHOBREL /T, BEHSE
B HLATEHEITIE, BB LI RIS U SR 5058 L BB ol & Bl L Ol
IR TV, BEORERISC X 2RIEABRDN A BEIE, BIBRERLV
TR OBEGEOEYIRAEZIT O HERD D,



3. ERRRRGER
P8 AAVSBRHIA I U 7= BIBRA AR AT - Bt O TR IR P i M O AR SR &
FFot ERBERROBREZ T,

[HEhE]
=R IR (ONO-4538-413858)

FIFFRA L A N UFE B M) AKX & ORGSR U O8]
BRAREE 2T - TS OB FERE (ECOG Performance Status 0 2 UM 1) 34 fi %
SR A 240 mg % 2 ERIFRE TR Uk, TEFHEE H <5 525505 (Modified
RECIST criteria (200412353 < FIEIZ L5 CR I PR) 1X29.4% (95%{ERIEXNA :
16.8~46.2) Th oz, 2B, BHICHRE LEHEL5.0%THoT,

[Z2]
ERPE DFERE (ONO-4538-41745R)
HEELII32B40] (94.1%) ITRD L, FH L OEREERPEETCERVEEFR
132373441 (67.6%) TR b, BEHERS%L EOBRHERIITROLEBY ThHol,

# RERBS%ILORIER (R RAEM)

A AFE
Grade 4 Grade Grade 3-4
BlfcEEE BH REE | BE BEHEHP
(MedDRA = X % S0C-PT 4338 B E¥ (W

N

. . 0
FIT—ERm . 1 . 0
VSRR ) & 0 0
um & IEs B s T e e

Bk TS
B S8 ST ETRA L, MedDRA ver 20,01 #HVWTHSERL,

Grade IX CTCAE (Common Terminology Criteria for Adverse Events) v4 ZIZH# L 5,




2, PR 2 4 (5.9%) | PR 1 4] (2.9%) | BIRIEAERES 4 B (11.8%) .
FIEMERER 2 A1 (5.9%) . KIBHK - BEDO FHI2 61 (5.9%) . 1 BYBERR 1 4] (2.9%)
PO, Fie, BHEERE, REORERE, TEMBERE, BITRERSE,
PES, EIERRIRSIAE, MMk - LS, infusionreaction, A& 54, DMk, Bk, B
MRRIARAE/ S A AT —, SN HEREER. Tk, Bk ZERiE R OE{k
PR IR DR o T, ARIERARTUIREII Y SFLONESFS (BRREHR
BEEl) 2EbEHERETRT.
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EER Y R 7 EHEE (RMP) I2-3%, AR EEMZLMEERTEE~0 B &
R HMHE Tho T, ARORENENRELLBH - HEL, FROREIZLVES
REMEAZRBR LSS T 5 2 L BBERED, LTOO~@D TR Tl I i
RIZBWTHERTARETH S,

@ FFicoWT

D1 FEo (1) ~ 5) OWVWTFhPCRY TR THdTL,

(1) EEFMHREIMEET 5B ABFCEHIANITS EEFRS ABIREEEIL SR,
Hi S A SSHRIHLSUR . M A RO &) (TR 3045 4 A 1 BREAL: 437

(2) FrEisaRRbe (ERR 29456 A 1 ARER : 85 FERR) ,

(3) HERFRAENHET D PA DR (0SADIEERER. BASTRER
IRk, 2 ARSECERSHEERETR L)

(4) AFACEFIEEEHE L, SRR RHENS | USSR HENR 2 Ofig i
WA REIHEToTCWAHERR CER 2847 H 1 AR ¢ 2540 HERR)

(5) PUBHIRERA; EHMEORREEIR DI BHEIT> TSl (FRL 28 F 7
A 1 BEFA - 1290 Hagk)

D-2 EfEEES B O RE R VRIER B OIS+ ik L BRE R
Ef (FEOWTRMIEYTIEM) 25, Y2 oARICET 51EROREE L
LTEEINTWAZ L,

#z

. EERREE 2 EOTNMPTHERZ KT LRI 5 FUEDPARKRORIKHEER
FoTWaZ &, Ib, 24D BT, BAEYRES XL LBRIBREZOFER
fTloTndI L,

o EMATTEL 2 FOOETHELRT LRI 4 F£L ELOBRKEBREFRLTWD
T e, 5b. 3LEL Y, EdEHREch R EO B8 ARYFEE ST RERR S OR
THER{ToTWB I &,

@ RHNOEELFREEOKRIZO>VWT

E A EHeEII ST 2 EEEARE SN, BEEMENLOFRER., A £
LIRS AER OB ER OEMSIC R 2 1 RiRE. ARFARRELEREGORE
¥, EPRFELMITONAEHIBE-STNDH T &,




@ BIfERH~DORIRIZOWT
@-1 mERR kB 2 B

MEEMRBEOESREERNARAE LB, 24 HFEREREROT, Yzt
PEERRR IRV T, B LAABERIS CCAREEE O CT S0RI1ER o@&Rihz 4
BRREOCKEEVPLEPIEOA, EbhIZHGRRAERNE- T L,

@2 ERUEFHFI L IFEESNICET 3ER

BABERICED 2EMN R EUEES G T 3EREFERBER =2 7
EEDRFRDAT NV~ FEITHVIERE LR ILE T& 5 F— AERKH 5
fHESRTWBZ L, 2k, BEERIZONT, BABE L ZORKICHSITEMENT
Waz &, )

@-3 RIfEA ORI LT
BITER (HEMERREO ., EEFEIE. LR, k., SBEGRRE. XIB%k.

BHEOTH, 1 8RR, FFHERES. FRIRSEES, milks, BEE (Bre -
RAEMEERTRLET), BIBREE, Mg, BAECRERE, #IRMEIGLSE, nfusion
reaction, et /MR MEREBER (ITP) | BEORERIG, EIREE, LEEE (0
BEHIED « 4% - OEMEMANIES) . AR M) 1T LT, MR UL RE R
BEOFMEE2E T 5 R0 L E@ U (BIERH ORI Rz L CTHER UL EE2 ST
GRAFHITHD L), EHhiTEERABN TE BEENE-TWNBE T L,



5. REHKRLBHBE

[Ttz 5 HH]

O TRIEYTIBRFZOSOVWTHARORESERL ENTHWDB I Ehb, BEELT

bz k.,
o EHIORESIH VBEEOCEEREOH 5 BE

@ BFENOFTHEICE W T TFRIEFEY T2 BEICOWT, RO FIHER S 2

R, MOEFERERRVIESICRY, BECAAEHEATIZL2ERTE S,

o FEERRBOSHIIBECH D BE

o JEEEERE CEIER 2D 5 BH R UTEEME O BUR BRSSO YL %
S DI ST AR b b B ,

. HOEAERBOSHE., TBMENRE L IERED B SAERROHERD
HHEBFE

. [ESRBREE GhSMRBHEERED) ObDBRE

s ECOG Performance Status 3-4 #0083

[FahikicBE ¥ 5 %H]

O TROBELBWTHFAOAFMEIFREINTNS,

. (ESREEOD SO - BROBMMITRIRE O

@ TRICHRNTIEBH T HFMOREROERFEC OV TR, FHIOFZHE

BHEZENTELY., FRORERHR LR LRV,
o —RBERSZITTNRWERE
o (hOFEMEER AL TRESNIEBE

&) ECOG @ Performance Status {PS)

Score EE

0

2 ER{EDTES, BRMERALRRERRRRR2ITR S,

1

BEREIC B LWERIIRIR S h 258, SITWHET. BFECE> COERIMTI ZEMHTED,
#l : EVFYE, EHEE

2

BRARECAROEOE Y O LT THREREZITITER, RO 50%E LiZy FATED
.—g—

3

BonZHaNEOmD oI L LI TERY, AP0 S0%ELEE~y FABFTERIT,

4

S<WITRV, BASOEOEY O LIS CERY, BRIy FARFTRIY,

8




6. BERELTHETR&HE

O BACEBZCNZ, BERFEEFFRICT 2 ERS B3 AFOME R OEIEE
AOEDIHERMERE+HICER L ThBEHTAZ L,

@ TERRIBIIAENL, BEXNITOFRCEMERVERIELZ +oBF L, RELZE
ThoZkET52E,

@ ERBWERD<=RT ALY MzonT

MEMEMEERHEbNEZERNHDOT, *ﬂ@&#k&tofﬂ BEERAE
W (CEIREREE, Wik, BEE) ORRERUE X SREOER%, B854
WATH 2 b, Fin, MERIGCTHEE CT. miF~——S0RELRETS
&,

AR O GIIEED infusion reaction I X TRARIC+H 2RO TE 5
HEATo7e L CHRAT 2 Z &, 7.2 B B LEOEFR 55512 infusion reaction
BHoObhdZLbbi0T, FAFE PR UFARERTRIT AL F ¥4
YEUETHE, BEOREZHSICEETS 2L, 4238, infusionreaction %
R LIBEIIE, £ TOMERERSE2ICEE T g2 oEs
TBHZ L,

FRIREEEERD b3 Z L BH 50T, FANOKRSFIMAIR 55
R ESRIC R R (TSH. 8 T3, B8 4 LoE) 2EET5
z &,

FHIOEEIC L0, BEOREFRISIGERT 3 L £ % bh 54 R BORE
BhbbhdZ bbb, AEBREDLONESEAIT. RELEERIISTE
HFHY 250 & BB T RO [ERT & E S U CHEYRENRET ATV, BEDRE
BRI L 2REAR SR A BA I, KFOAEXTPIE, RURIBEES
WERORGEEZEZERTHZ L, 28, BIBRESALErOfEIZE ) EIE
M OYENRRD bIRWEEITIE, BB EE RN LA Okl oEm
bEET S, _

BERTH, BER»OHEI ARB LTI OEERARER T EBH 5120,
FHIOEEGHTRICHOBIEHORR I +A I ERT 3,

| BUBEIRA (BURE | BIBERIB 2 S Kb obh, HERFEHES F 7o F—v %
KELIEEDHLIOT, OB, B, BHEFOEROFBBHDMEED LA+
SERTZ L. | BERBAEDNEZGAIIIRSE2PIEL, 1R Y 8
HoRSEOBYLAEEZITI 2 L,

@ AROEERBRIIRNT, 3EHREZL @ﬁ“&)kﬁ%ﬁ@ﬂﬁ%ﬁofmt
ZEESE, AARSTREMNCESRE CHRORREEITI -
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1. Uiz

EEHOBDM - ZEMOREDOTHIZIT, BRASCESESWRERERIKD
L, bz, SEEORFHITOEAIC LY | PUEERG 2 EOEF TR ERR
FEESNEBENDITT, ThbOEERZRICLERBEIRMET S 2 & BREO
HEE L 2o T Y RIFH B, & SR 0EATIE 2016 (R 28 £ 6 A 2 B HZHE)
EWTH, EENERLEOFERORR{LEERRZ Z L LENTNDS,

T ER DL, EEERPELM T e T 7 A VBEFOERM LA L MNNTR
RABZEWDD, TORD, AOMERUREMICET AFRSTAERT S ETOM.
W EHAOBEEEHR T EBF SN BT LTHERAT 5 & L LI EIfE
HARR LEBICKERRRE & 5 2 L BTRER—EOE S & iz T EHREE T
TAZELBEETH D,

Lo T, YA R4 Tk, BERBEERLINE CTRELA TV HEFIEFAT -
BRI RS E | DT ORER OB EMAEHET SBAD b UEREMS, BX,
FRUOHEEFEETT,

BB, AHAL FIA it M iTBEANERREFSERGHEE, ANdMEARE
BERIEEES, —MEFEA BABKARES. HEFEFEHEAN A EHBEERET
— gt N B RRER B2 ORI LER LI

S L RBERS A7V BARESE 20 mg, A7 PO RRREHE 100 mg (iR
& =<7 (BIBTFHEZ))

#HEERAPENEAE | DIERTEEARHEST - BROIE/ MR

#e ) ABERURE - BE. RARE=R L7 (BEeFHE%ELZ) £ LT, 1E240mg
% 2 E R RETET 5.

W% R 5 ¥ E  DEIESTER




2. AROKE. ERERE ;

F 7V REFE 20 mg ROFEARHE 100 mg (—i&4% : =<7 (BiETH
#z), BT, TAHD X, MNEERTEMRRSHLEAZ Vo225 @TYR bV
A Y—X A7A7 (BMS) ) HBAFE L7 b PD-1 (Programmed cell death-1) (=%
5t MGt E ) 7 o—FABHETH B, ‘

PD-1 ik, FEMEAEL72 Y 32k (THIRE., BRURR U F =2 I 4% 5 —THIF) KOG
BERMIQIZ R T 5 CD28 7 7 I U — (T MBROEMAL 2 HBIAICIE L AICHET 54
TH) KRBTSR ETHD, PD-1 EHFRTHRICREEST S PD-1 YV F (PDLL
BRUPDL2) LA L. U o SBRICIEES 7 AR B LT U v SR (LIRS
AICHAEH LTW5, PD-1 U A2 FIZFUREE RSN b b O~ 2SI 58
LTeY, BEEAEBE O LSBT 2 PD-L1 ORBELHTHRO4LRE
R & ORICADOHBGRER S 2 Z L BHE SN TS (Cancer 2010; 116: 1757-66), -
T BERAESE CIRREE T MRS EET B A ¥ —T = nH < (IFN-y)
(2K ->TPD-LI OEENFEIN., &% L EEAZICBIT5 PD-L1I ORE LFHO
AFHIF & OMICEOEBEREGERD 5 L OBE L H B (Sci Transl Med 2012; 28: 127-37),
S5, PD-L1 ZMAIFRBR ST BRI, PR CDS B T MiaoMiaEs
BRI S5, 5 PD-L1 HifkT PD-1 & PDL1 L DS HETS L 20Ma
HBEGEREET D Z LR ERTWS, £ L5 PD-1/PD-1 U H o FEEIE, M
AHIREBFIFR RN T MlE» b OB FEHTABFDO—2 L LTEL LT
B ‘
AHNL, BHEBROKED 5 PD-1 OMESMEEE (PD-1 U #Y FRESTER) KA L,
PD-1 & PD-1 VH Y FLOREEZAET I LICLY., PARESRN: T HIlEOE
PEER U AAMIRIZ i3 5 MR SR E TR 2 1T 5 2 & R R RS R AR
ZEDNEERINTWVWS,

INODORMEND | AANTEMEREFI T 2 F R BRI R VB L0 L AN,
Nl EE 2R s LEBRARE ER L, it 2R UOEEMAREE S
iz, .

AH| O ERBRFCE S BEOCRERINNC L BIERSR D b, BEEXIIEEI
EDFEMENDH D, FROERETRUEESHICIL, BEOEEETS5I0TV., RESR
D BNIEEITIE, BB L BRITS UM aik s RR e FrOEM L8 Ll
@MW 21TV, BEOREGIC X 2EEAREDN A 5-EICiE, BIREERL
EHOBREEDOBENRMBEIT O SBREN LS,



3. FRRRE _
IR B2 HEST « R OIEMEIANE (RELEBRUIERTE LEHE) ORERICRT

W4T > T ERERRABROHRZ T,

[H %]

(R¥ELEE
OENE DR (ONO-4538-05 FRER) .
75 FF R % GO LERERPE T A URTHEALB H/VEISHRORELEE
B3# (ECOG Performance Status 0 2 T8 1) 35 il w82, £HK| 3 mgkeg % 2 BRMRET
JATERTE L, EEEMER ThBE SR (RECIST HA F74 v L1 RICESS Pk
H|EIZ L D CR XL PR) 1 25.7% (95S%IEHERM : 14.2~42.1%) ThoT, BB, FFl
WEE LB 9.0% Th o 7,

@A EMFERE (CA209017 3U5%) (N Engl ¥ Med 2015; 373: 123-35)

75 FF K ST LR 2 T YRR B H/IVHXIIHBROR T LR
##% (ECOG Performance Status 0 T8 1) 272 il GEFIEE 135 41, FEZXEAH 137
B R, FeXSeazadBe UTHS 3 mgke % 2 BEHER TREEE L,
FEFMEEE Th AT (PRl [95%FREM]D) k. FHHT 923 [7.33~
1327] #B. FeEZXZEAFHETG601 [5.13~733] ZATHY, FHXFEFZXENMZ
® UEEHERICAE BREREZ R LE (AN — R 0.59 [96.85%{S#IXH : 0.43~0.81],
p=0.0002 [/Z% log-rank #E]).

1.04~

Probability of Survival
o o o [=] o
W oaxr ol N

o
[N

b
o

e
o

—T T T T T

T - M 5
1] 3 6 9 12 15 18 21 24

Overall Survival (Menths)
Number of Subjects al Risk
Nivoiumab 3 my/kg .
135 113 86 69 52 31 15 7 0
Docetaxel
137 103 [] 45 30 14 7 2 43

—=— Nivolumab 3 mg/kg (events : 86/135), median and 85% CI:9.23 (.33, 13.27)
==&~ Docetaxe! (events ; 1337137}, median and 95% Ci1: 6.01 (5,13, 7.33)

1 OS OFRIAEHF© Kaplan-Meier fift (FE{ESL S hizEM)

4



(JER )
OEMNFE DA (ONO-4538-06 HER)
77 FFER G P RER A T 2 0ERELIB H/VAXEREROERTE LK
#BA (ECOG Performance Status 0 B CM 1) 76 B & 3&IT, A7/ 3 mg/kg % 2 BRIMIE
TREEE L, ZEFMMEATHDIEHE (RECIST HA FIA > L1 JRICE-SL
FHEIC XKD CR XL PR) 11 19.7% (95%SEER : 123~30.0%) Thol, 2B, I
ANZERE L= 9.0% TH o Tz,

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

77 F T LRSI R T 2 URTER B B/ VX IEROERELR
FEE (ECOG Performance Status 0 U8 1) 582 ] (HIBE 292 5, R & A8 290
) ZHBZ. FeFFeridBeE LTAH 3 myke % 2 BERRECARGE L,
FEFEAE THE LA (hRIE [95%{FHKEM]) 3. FFEET 12.19 [9.66~
1498] AR, FEZXEAEET.36 [8.05~1068] YA THY., i FEFFEAK
W LB ENICHEBERIEREZTR L (N — R 0.73 [95.92% (5K : 0.59~0.89].
p=0.0015 [J&R log-rank #7E]),

Prabability of Survival
& o ©& o o
w - th H‘l ~

2
~

0.1

0.0

e I B o T e —
¢ 3 [ ) 12 15 18 21 24 27
) Cverall Survival (Months)
Number of Subjects 2t Risk
Nivelumiab'3 mgikg
292 232 194 169 146 123 62 32 9 0
Docetaxe]
290 244 194 150 11 BB 34 10 5 0
—2— Nivolumab 3 mg/g {events 1907292}, median and 85% Cl: 12,19 (9.66. 14.98)
-~8-* Dotetaxel {events: 223/200), median and 95% C} : $.36 {8.05, 10.68)

E2 OSSO HfEr OKaplan-Meierfi8 (Efg5 X i-£M)



(PD-LIFEEIR BN O FEMER UV 24H)
ESMETIAEEAE (CA20901730 B B UNCA209057TRER) KA AL EBEDOS B, &
SN BV TCPD-L1 258 L g S 28E (BUF. IPD-LIREED Tl
T AR ELNE—EOBREDT —FIETS%, PDLIFEBEIT BRI 24T
ST EIRUCREEOBERIIUTOLBY THol,

AL TR, REEEE T, PDLIOEHAFICL 5T, FEFFEAML LR
L CAFIBEETOSHEE T AEmIRD b,

IERE b3 G, PD-LIRRER I%ARFB BRI FEZ X AR L IZEEROFBERT
Hodz (FE).

k. BELEE,. EETELEEL LT, PD-LIORERICL T, FRlOLLES o
77 A MIRERCH -7,

8

0

o
@

o,
PO

P
>l

Probabiity of Survival
Probabiity af Surdal
i

£

E

T T ———T — T
3 [ 3 12 5 8 A H 27

— T e ——
L] E] E) ) 2 1) L] n 24 z 0 . ]
Crverall Survival IMorihis} Civerall Sunvival {Monihs)
Number of Subjacts at Risk Nl.lmbelnfsubhcls atRek
Nheriurmab 3 mgrkg Hivalamaiy 3 mg/kg i ) .
108 [:] 70 60 a8 a9 26 7 4 [ 3 98 ] i B [ 7 13 3 N
Docataxel Docetaxet
RL3] 7 -] :x} 38 30. 13 5 2 e 23w W 61 4 % 1 § 3 [
- Npvolumab 3 mgieg {events : 77/106]; medlan and 95% C1: 10.41 039, 14.2¢) > Nivolumaly 3 mgrhg (aveniss $7123), median and €5% C1 1715 (12.09, 20.63)
* Docetaxs] (cv:ﬂls T5/101}. median nd 25% &3 10.09.7.36.11.93) 8+~ Docetaxe] (events T 51723), median and 95% CF 19,00 (710, 1055
Hazaldnzhu 3 mgfikg aver Dt f) and U5, €17 0.0 (D.65. 1.24) Hazaed Fiatio ihdvolumab 3 tig/kg over Docetaxel] and 95% Ci : 0.59 (0.43, 622

E3 CA209057 iXEke> PD-L1 SEHBYUTD 08 OFFREEETO Kaplan-Meier H#
(£1F : PD-LI<1%OBFHMEA, 5K : PD-L121%0EBHER)



[ 42 4xf]
(R B
OEAE DR (ONO-4538-0525)

F1 FERFH5%IUEORWER

Grade 4 Grade Grade 3-4 Grade 3
EI{ERHEE BB REE | BER  RER | RHE  RESR
{MedDRA I X % SOC-PT 5338) EH (%) HH . () H¥ (%)

*BER

FARSHETI NG RT 25— B 2 (sn |
[ ZLTF kR — PR 2 (57
b stls

é’ ?E%Ei ﬁ &
LB
R
SRR

ERDHEE S HERSAN, MedDRAver 17.10E WCHRLEL I,
GradetXCTCAE (Common Terminology Criteria for Adverse Events)  v4 H AZEIRICOGERICHE U B,

ek, MEMNMREB 26 5.7%) . KiB%k - EEOTR 241 (5.7%) . #ugksE (2
T NU—ERRE) 361 (8.6%) . FTHEREREE 24 (5.7%) . FURIBHEAEREE 3 4
(8.6%) . BIEFHEREREE 1 A1 (2.9%) | BHREREE (RAEHAEHEERE) 16 (2.9%)
RO infusion reaction 2 B (5.7%) M/ bk, i, BEOKERS (RS HERE
i, SABE. ERHEIES) . TERAKREREE, 1 TUERE, BR. EEGEHE.
e « BEREZE . 5 & SRR DI RIID bR ok, ARWERRERMIIY S

ROMEESR (BEREERE2ED) 2S5 TeEHERLTRT,



OWEA SR (CA209017348%) (N Engl J Med 2015; 373: 123-35)
#2 JeBEN 5% EORHER

Grade £ Grade Grade 3-4 Grads 5
RIfEFIE A ®R REE | BE RRR | B2 REE
(MedDRA {2 1 5 SOC-PT 5530 o #E ) Y &%)
REER 131 3 - 131

76 G380 L 69 L 00

21 (160)

Ef» bEShEREERE T, MedDRA ver 170 RNTRAER L.
GradetCTCAE (Common Terminology Criterin for Adverse Events) w4IZ#EL 5,

7B, FVEMERE 6 Bl (4.6%) . KIBZ - EEOCTH 114] 8.4%) | #EEE (¥
Sy NS ERESE) 1361 (9.9%) . ITHEREREE 4 41 (3.1%) . FRIRIBMEREREE 5 41
(3.8%) . THAEEE (RASHENETRE) 446 (3.1%) . BEGHENE 1 41 (0.8%)
Ut infusion reaction 1 % (0.8%) MEHbhir., £, AEOREEF (B2 R HE AR SE
e, STGEEE. ERERES) | TERAMERE. BISRERE. 1 BERA, Kk,
MiZs - BESS. B 5 MEARODRIRD b o, REWERRRRILIT LS
SOEEES (BERREERFE2ED) 2ADEHERETT.

SERIE L)
OENE T3R5 (ONO-4538-0675)
%3 REEI5%L LORIER

Grade £ Grade Grade 3-4 Grade 5
Bl{EFHE FH  RERS:
(MedDRA iz X 5 SOC-PT 48) i (%)
FREY
ES

J//\Eﬁi&bﬁy
N s
ﬁ-f-bw.&ﬂuﬁ 4 ( 53) 2 ( 26)




ﬁﬁﬁ%ﬁ&%
ERA bEE ShFHEFRAIL, MedDRAver 17.00% FWTHRAEHZ .
GradelXCTCAE (Common Terminology Criteria for Adverse Events)  v4 B R ZBaRICOGRRIZHE L B,

BB, MEAERRDAE (53%)  KIBK - EEOTHSH (6.6%) . #HRESE (¥
Ve NIRRT 1061 (13.2%) | FFHSREREESHI (6.6%) « AR IRHEAEIEE 10451 (13.2%) .
BB HAEREE 14 (1.3%) . BHREEES (RUTMEMEEAS) 44 (53%) K Uinfusion
reaction 365 (3.9%) AW bhiz, Fih, HEORERE (RIGHBEIREEE,. 2B
B, ERAEYS) | TERERERE, 1 BERR, Wk, BEMGE R, NS - Bk,
S ESBERXRGOUHETRO b d o, ABERRBERIIZYZESOEEES

(FERREMREZ2ET) 2850EHERLETT,

OHFANHIHERRR (CA209057 3ER) (N Engl ] Med 2015; 373: 1627-39)
#4 BN 5% EORHER

Grade £ Grade Grade 3-4 Grade 5
BIERHE FBEH B »nE  REsp RE  mES
{MedDRA = & 3 SOC-PT 4438) B (%) i (%) i (%)
XHRE 287 287 287

éﬁ: | 199 _ (693) 30 (10.5) 0 {0.0)

U (118

Exror S “C 34)
i 27 ( 94) i { 03)

ERD 68 S FEFRAIT, MedDRAver 17.1158 HWTEDEZ k.
GradetXCTCAE (Common Terminology Criteria for Adverse Events) v4lcHEL 5,

23, BIEHEMER 10 61 (3.5%) . KM - EEEOTH 22 B (7.7%) . #highss (%
TV RU—EREEE) 26 61 (9.1%) | ATHREREE 1518 (5.2%) . ALRBMEAEREE 27
Bl (9.4%) | BHSAEREE (RANE RS 20%) 760 (2.4%) . F%ds - BHIEZS 14 (0.3%)

K Wrinfusionreaction 8 5] (2.8%) BB b, ¥/, EFEOREEE (FEHERE

9



CfREE. SRAEE, EREEY) . TEMEREREE. BIRERERS. 1 ERE, R
BEREGEE, B85 BARVCLGRIIRD bhidofe, ARMERRETIRILIZSZES
LOEEES (BRREEREEEY) 2ELEERETRT.

10



[ - A&E] ,

AR OBEREMBEETARHA LAY I 2 b—Ya VL0, XH53 mgke (
H) X5k 240 mg % 2 BEERTHRE L BROAROMEFRENRS &, F0i
R, FH 240 mg 2L LIROBRERIL, A 3 mgke 285 LIBROBRRE L ik
LTHEZTRTE TSRO0, BRARABFRLBOTESSERER IR TV
- AR (10mgkg % 2 MR TERE) TARZEE L-BRORER L B L CEE
2T ETREhE (TR AT, BROBEICRBIT 27 —# I0#-3% | 25 3 mgkg

({KH) 13240 mg % 2 BRI TR LZBEOAKOBRESR & A iddeett &
DEEEZRHNT 2BREOSETABEBES N, YEEE SV TRABThh &L,
LRRORE - BEOB THIME R SMEICHERERII AW E Tl Ehi,

£5 FROEHBIE T A—F

m & . ﬁﬁ ﬁ Crmax Craindl4 ) Cavng Cmu,ss Cmin,ss Cavg.ss
{ng/mL) {ug/mL) (pg/mL) {ng/mL} {ng/mL) {ug/mL})
3 mgks Q2W 51.6 166 24.3 113 62.1 776
(352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg QIW 72.7 235 341 159 373 109
(51.1,103) | (15.2,34.6) | {(25.1,47.8) | (102,254) | {41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mehkg QAW | 147910) | (51.2, 79.2) (79.0,114) | (331,532) | (184,313) | (237,386)

R (5%, 95%/3) . Q2W : 2BBMBIFA. Coax : IR OBF MIFPEEE, Cunioars : DIEEE14
B R ICBT BRARMIE TR, Cogars : FIRHREHEI4A F E TOTHMIEPRE. Cos: EFRIEICE
DRI FRE, Crins : ERRBICET 3REDFPRE, Cops : ERREICET 2 EH OIS
"E

11



4, BEHRIOWT

ARLEM L UCHABRERE (2UFE) MBELRATWAZ b b, YEMELHE
PN EMTE AR CHANERS D, TOLT, FAOKERET2BE L2 - &
L. AFDBEIC X 0 BEELEHERAZRE LEBISHIST 5 2 E BRERTD, AT
DO~@D TR TCEFHETHHRIZBNTHERTIRETHD,

@ HERIZOWT

@1 TED (1) ~ 5) DWTIIHEATIHRTHDZ L,

() BASBAEREET 2 PR FREE RS B RASARIESEILRE.
Ml A3 A S FEE ML SR BT, IS AR ERRee &) (R 3044 A 1 HEFR 1437
M%)

(2) HEiiembe (ERk29456 H 1 IR : 85 Jigk)

(3) FERFEMEREETSP AR (BASIEEE SR, 2 ARINEE
Wk, B ADFOEMEHERERB &)

(4) SSRICERREE R RE L, AL SEIRIEINE | SURSRL SRS 2 ORI
WAR BB EITF-o TV AHMERR (FERE284E7 B 1 B : 2540 fisk)

(5) PLEHENEEALE BN ORISR AR B AT o TV 2R (Fak 28 4 7
H 1 BFEEA : 1290 HEf%)

D2 Mg 034&%—%%%%&0‘@”’!5%%ﬁﬁ@ﬁﬁbd—%r‘:fﬂ%Jz‘ﬁﬁﬁ%‘:ﬁomﬂi (T&RD
WIS T A EM A, YUHRENOARICET AHRROBMEEL LTRESK
TWAZ &,

#*=

o  ERRIFRER 2 FOUBIHELZ KR T Lzl 5 L LB ABROBRIHER
ToTWaZ k., b, 2D Hid, BARDIFEEZEL LEERERFOWEL
TFoTNAZ &,

o EERRHEEE 2 EONMPHELKRT LtRIC 4 FLLLOBKRERZF LTS
T &, 5b, 3HELLEIE. MEORAEYIREE S TR HREOBRIHEEZTT-
TWaI L,

@ FEHOEEMEREEOEHIZOVT

EESEREEICEFT 3 EESRE SN, BRI b OFREN, AR - &
SHEERHEROGTHE CEMS I/ 2 5HRE. FEERBRE LB ORE
e ERFENMITONDFHIBESTND I L,

12




® BI{EA~ORHRIT2WT
@-1 faRkHl B 5 E 14

FEENRBREOEELRBERARRAE LRI, 24 BREZRER OT, Yikiiskx
ISR IZ VT, R LAEBERICG U CARBEEL D CT 20RIEHOERNIC %
BEREOKENYAPIZELL., BEbICHEAERERBE-TWAZ L,

@2 EFMEEE I LIFEESHINCET I ES

BAZRRCHED DEM MR R CHREEF T 2EREFESRERE=SF Uy
ERDICERORY J—=v FRITWERE L 8% 5 T& 35— AEFEH 8
HIhTWBZ &, 2B, BEGERICOVWT, BABE LZOFEE+SIBMENT
WhH Ik,

@-3 BHER OB eI LT
BER (REMERRBIIA . EEGENE, Ok, 5k, SHEUTRAEE, X,

HEOTH. | RERN, IHRIERE, TSRS, BREE. BEE (Fre-
RWEMELR RS, BIBEE, Mk, BEEOREEE. HIRMLRIERIE. infusion
reaction, SefEHEM/ MR ESEEER (ITP), MEEORERIE, iR, LIREE (D
B « #RAR - DEEEHSMAES) . MMM E) DU T, YRR UL ER
BBAOFMIMEZF 4 DIEM & 38 U (RIER 0B Hroxticl L CRER O EEF T
DNBEMFIZHD L), HHICHURABER TE 2 EHMIE-THEZ L,
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5. BeERRLRLBE

[Z2fEic i3 3 FE]
@ T%EGC%%%TZD%%‘!:OL \-C}j:zts:ﬁﬂ@&%ifﬁ,%ﬁa éi’b’(b‘é Z &, B\ &%%ﬁ

bhwnwz &,
o FHIORTR LBBIEOBEERED S 5 BE

@ EHEFIOMEICEO T FRICEY T BT 2V T, FAORSITHES 2N
2R, MOBEEREARVWEASICRY . HEEAFIEERTIILEZEBTEDS,
o BEEMFEROSHIIBEEDH D BHE .
o JEEREERE CREREEZRYD D HE R UTEEINE O BRI SRR
LD HRIEMERB LD BE
. HOAEEROSH. B L ERED B 2 RREBOBERD
HBHBAE
.  [EBBEE CEhEBWRBHEEEZSD) Ob5BE
«  ECOG Performance Status 3-4#0 DB
(&% B84 2 HE]
@ TROBFIBOWTEAFOAZMENRIESA TV,

o FSFFRAEETCEREREEY AT S UMRERIB i/ VHXIEEROR
YV LEEAE
o  FESFFERESTEFRERSATAURAERIB H/IVHXIIHFREOH]E
FEERERE
BB, FEET - CEGFREGTFER UIALKR#A Bz THHERFITB VT,
JEH| & UTCEGFRT 2 % 3 v ¥ —PHEH IIALKF 1 % % —EHEEFA O
SREPETHBE,

GE}) ECOG O Performance Status (PS)

Score

pit

24 R EMTE S, FRAEFL R RER MHIRR TXD.

BRI B LW EENIRIR SN B 25, BATRRET, BRIEEPE > TOERIITI 2L MHTED,
7 : B, FREER

BAAECHROEOEY O EfE T <THREESEERTE R, BHO 50% Ly FATEBZ
T

RoASOHFOEY O L LATERV. BHO 50%EL EE~y M7 TR,

2L BT, BS0EOE Y DI Lied TERL, B2y FAETFCERIY.

14




@ TRICHYTBBEICHT BAAORER CHEAFEC VTR, AROH
PRELENTROT, FHOBEMNRL LRV
.« EREREROLE
. BB
o HOBUEHIEEEA L OFR LTS ShB B

@ MEBEAA FTA 2 (AEMEESE) 1BV\T, ECOG Performance Status 0~1
@D =75 8% Ll . X% ECOG Performance Status 2 #10 0fB#E CIT, 53 H{SHE
Al (P FerE) oBARSSERINTEY ., 77558 o6 AR
BWDERINWRENW T —2083b D, ZORE. 77 FFREAOMEERRZS &)
% 3 HEREREN TOBRKRELZETAREICBN L., AROBELEETX
B :

@ FFNHPIEIAREIC RSNV T, BEEEERTERYE EEEOWThOBREILR
WTH FEZF AN L TEEENRES L TW3, 7L, ERFLEED
BETH, PDLIBRBICL Y FHEOERMBRRD Z L PTRENAEENE DS
NTWAHZE0b, ERFEEFEOBREICBWTIEIPD-LIERRLEA L L TR
HOBEREQHZTEZ ENEE LW,

e PD-L1 BERER 1%KMTHD I LBPHERENTIERT EEEBEITB VT,
FHI, FEFZFeAE0FALNOREEREENO®RES2EET S, ®2

s NATnYRwT BETHERZ) O 3=F 2 (IR5E4 : PD-L1 HC
22C3pharmDx (&= ) I2L Y PDL1 BERZHR L ERELEEOBRE
ThoT, AHOBWEE (584 : PD-L1IHC28-8pharmDx ¥ =] ) Ik 5
BEREFMBEEREAIL. UTOXME 222 IR OB SO R 2R T
D,

XREE)
+ Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
- Fred R. Hirsch et al. : J Thorac. Oncol. 2016; 10.1016/.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

WD gL, MOREMEERORS o C, R, FERSCHRSS 5 - & o, B LR
BEERORBAOR LR H B, EHEY L REY LW ShiBE QKSR ko CHZ0E D
Tiien,

15



6. REBLTEETAEHA

O WHfrEEmz, SRERGES SRICT 2 BEEICIE S & AR ORHE R USEIESE
BoDIt MERMERE THIER L THLERTLIZ &,

BRI dear b, BENILE OFIRICAMEREREE+ABA L, REZE
ThboFETHT L,

Y FEEIZ W T, PDLI BEE LR Lz LTARAlOBREA S HETT 5
Z L MEE LW, PD-LI EEERER T RAWVGEIE, FHOEROET 28
gz L EcRETH T &,

FREERO<2 P A MZoNT

. @

®

BIEHMERSH B 2 ERH BT, FHORGFITH I - Tk, ¥ PR FiE
e (CRUBEEE. Wk, FEVE) OMERUIEE X BREOEESE. BiErTo
wWiTH — b, £, MEDSCTHEE CT. Ev—b—SomELELTS
&,

AR P EIXERED infusion reaction WX CRERICTARMIEOTE 54
&1 ToT- ECRMET 5 2 &, £7-. 2 [E B LA O AR S FF T infusion reaction.
B bbhhd o Ebhd0T, ARIEE P EUARIRGETH®IZ S 20
VERET D, AFOREYFSCEETH I L, 235, infusionreaction &
B UFBSIE. 2 TOMBERVERNZLICEE T CRAE L +HEE
TBHIE,

ERBHSEEEER b b3 = L3 h 30T, AF 0% 5T R O -5HHF
e BE0W ORISR (TSH. T8HE T3, M58k T4 ZFORE) £FEET 5
ZE&,

AR OBEIT LY, BEOCRERGICERT 3 &5 2 bh o ke REBORIE
RHobhdZEMiHd, BERAEDLNEESIE, BRLEFRISUL
B b RS R i o [EAT OB U CEE RERBETEITV, BEDRE
ez X 5alfERREDA B BA T, FRONREXERIE, RUE] BRE A
NEVRIOBRGEFZETE L, 2B, MBRERLVE ORI VEUE
FOYERRD bARWVIESITIE, BIBRERNVE U OREEHF OB
HBEET D,

BEATR., BERMSLEY ABE L T bRHERARBER T Z LR H DD,
AFNOBSH THITHRERAORBBUCHAITERT S,

| BUEERE (B 1 BERBE R ) Bhbbh, BREES P TR
RELZLRHBOT, 0B, B, BEHSOEROFBRECMEED LA+
SEETAT L, | BERFERGDLEESCIIRSEFIEL, AR VR
OB ELOBET LLEEITI Z L.

AR OBERBICIWNT, #EREHD 9HE, ThLEE, RE5RE»D 146
B 3 ERSET O L LA EOFTE 21T o TV 2 &2 BFIn, FARG PRI
ERECEHERE CHROMREITS Z L,
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(& 2) B
e, EERE, BRLMELZ22BVEROSEHY)

< REFREARERLRIEE>
ERREHmH O 5 BE
BEEEESHLTWAIEBE

REEPF LBREOEDN A BH
FERAEAICGREECEEROH 5 BE
R SUTIERE LT D e E D B B BE

< FEFFEABEERS L RBBE>
EHE b2 B

R E MM 28 ST BTRRAERE D B> B B
FEEOHIBE

BEZOHHBE

BlEOHDBE

HEIRT SRR B B BF

< FEZFEALOERRRIER>

F BRI

VayZER-TFIT7 4 5F—

HIE, W72, RS

2HEFRE

TEEMERER, IhRMEE

DAL

WRE M E PIREE R (DIC)

BEZRA. BB, BhMERBE, KBs

AVTA

R (R B R

B

PLRHEERAE (¥ (Stevens - Johnson JEMEHY) . MR EMFE (Lyell SEREL) . STITH
DFVBRI—F, MiKE, FE - FETE

DAEESE, FRIRMAE ZERE

JEYLTE

RARFNE L TEE DUIERRE (SIADH)

ERROARS OB, B, FNARES, MEOB RS DFRMSEEEIFEE, Radiation
Recall H5:
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R HEET A RS54V
=RV T (BETHEERZ)
(RFEL : 70— AEHD 20 mg, 37 P— R [AFEHE 100 mg)
~ P R~

F2 9427 (PR3 048 AHET)
BA A



A&

BT

FRIOFE, EREF

ER R ARAR

T I AN G

BEXMR LR DHEE
BEIIBELTBE T R&EHE

A o

P2
P3
P4
P19
P21
P23



1. IXUHic

B R OA I - REMOTEROEDITIE. BXEEIESWIEEREAIRD
BB, X5iC. IHEOBSEEROESIC X 0, HHERRZR COEFLRFHENE
FEELRERENDFTC, T OERRZEICHERBEICRICT 5 Z L BREO
SMEE L s TR 1) REM RS L O EA T 2016 (R 28 426 A 2 B MERRE)
KEWTYH, EFNEERSEOEROREHEERD Z L EENTHD,

TRV R ER R, REERSRAN S 0 7 7 A ADPEFOERR LA LR
hB T ERbD, “OH. HOERUESECET AERN+IERT L TOR,
WapmEsea DA AR 2T A D LSS hABRFIH LTHEAT S L & bic, BIfF
FAMNRE LB NERXIEE L DT L HaER— —EOE T EFEE TEH
TARZEBNEETH D,

LERoT, AL KT T, BERBELINETRELA TV EFERF -
B R E-3& | ITORRENR @%ﬁtﬁﬁ&ﬁ@fa@ﬁm&z%t%ﬁ EX
FROFEFHETRT,

B, KIA FI7A 0, Zﬂiﬁﬁ{f}\liﬁm EFSIERGHERE, ASRHHEEBEARR
ke — By FE A B AR EAR CASHEEEA B AR ERESORmD
Db EER LT,

B L R AEER : ATV — R EIEHE 20 mg, &7 V—RARHHE 100 mg (iR
& =T (BEFHBEZ))

HeLhaPEXiipt . BERARE

#erhARERCRE  BE, RAKR=RA <Y @EFRHER) LT, 1E240mg
% 2 EEEE CARSET 3, L. BHRAKICRIT DIRE
ﬁﬁ)‘bﬁ%@%ﬁ“m BEHEIX 2V AMETET S,
MR R R EEEeE I LT/ Y AvT (HEizFH#%
%) kﬁﬁ%ﬁ‘é%"‘ﬁ\ B, A=A T (BiETEE
%) L LT, 1 80mg % 3 BAHEMET 4 EREHEST D, TO
%, =Fl=7 (BEFHEHZ) L LT, 1E240 mg % 2 BEH
IR CRIMEHET 5.

BB % MEHESRIERASHL

(&%)

B B T - B — R A SRR 50 mg (— i 14 B Y A7 (BB THIIRR))

ORISR, MERUHE '

B EE ¥ Ik % R RIBTIRAREEMRAE

MR O R BE BAEACY A (BEFABRL) & LT1ES3 mgkg

(KE) % 3 EEREET 4 BARSET . 2B, OGRS

#F L PR AT R~ (BiaTHEER) LTI &




.

2. FH|oFR. ERSF

A7 PR RN 20 mg R ORARSHE 100 mg (—B4 : =R~ 7 (@E7E
#|2), LT, THAD 1 NERETEMRESHEA I Ly 724 TV R -
TAY—Z A7A4T7 (BMS) #b) MBAFE L7t b PD-1 (Programmed cell death-1) (=3t
T5He MUIgG4 £ 7 v —FABHKRTH D,

CPD-1 i, fEEE LY 88k (THIK, B RECFHF 25055 —T M) ROYS
BRMIIZFEERT 5 CD28 7 7 I U — (T MIADTEME(L 2 MBI IE & Az HIE 5 45
T RBT228KTH D, PD-1 BHFHERMIRICEET 5 PD-1 Y > F (PD-LI
EUPD-L2) LA L. U BRIZHRIES 7B LT VRO EM (R
AIAM LT3, PD-1 U H v FIZHUEERFMILAMNT b b e RS i 55
LTEY, BHEREERED HUKR L2 EEHARRICI8T 5 PD-L1 OB LS04
A & OMIZADHEMBIER $H 5 2 & L& S TWS (Cancer 2010; 116: 1757-66),
Hie, ERAERE TR T MIaRELT 54 ¥ —7 =0 M~ (IFNY)
W LoTPD-Ll DRENFE XN, B8 LEEEAGKIZH T 5 PDL] O L g
I & ORICIEDQHBERBRNSH 2 L OHELH S (Sci Trans! Med 2012; 28: 127-37).,
S BIZ, PD-L1 2RI S Wiz AMBIE, FUEARA CDS Bi: T M0 Mg
EHEEZBESEE 5D, H1PD-LL AT PD-1 & PDL1 & ORSFHEET S L 20OMIA
EEEENEE T2 I EBARENTVS, HD 2 L 25 PD-1/PD-1 ) Y FEBIZ, 2
AR RAF R T MRS b OUIRE & Bl AFEO—o2F LTEZ 2 b T
Do

AFE, FRERROERH S PD-1 OHNSMEIR (PD-1 U H > FEAHEIR) IEe L.
PD-1 & PD-1 D W FLDORFEEEMETE Z LIz LV, BATERRA, T MEORE
PEACR UMD AR IS 3~ D MM S5 1 2 B33 2 = & GRS A BRI R % R4
ZEPHERENTWS,

FANDIERBFIC IS BEDOHBRISIC L BRIERER S b b, B X IIFTIr
EDREMEDR DD, AAOHREFRUEEHICIT, BEOBESFHI0Tn, BEnaE
DORICHEAITIE, BER L EHRICIE U MR 55 b R85 BN & L
UNRERIRW 2TV BEORERINC & BB RAROI 284101, BIRRERL
TR ORESEOBENRABEIT O BNERD S,




3. BREERRE
EMEAEOREBIC TEEE T o X EERROEEEZ R~

[F%hE])
OEWNFE OHERE (ONO-4538-02 FER)

Fan P (BT, IDTICH) I X 2SR LT T 2 RIGEIBRA 2 I/ IV
MIFEROEMRAEHRE (ECOG Performance Status 0 TN 1) 35 fl& @iz, F5#l2
mg/keg % 3 BEMFRE CREHE Lz, FEHEE TH2E3®E (RECIST VA FF A4
VL RICES S dul@Eic X B CR XIZ PR) 12 22.9% (90%{SHEIXRT : 13.4~36.2%)
Thof, 7H. FAHCERE LB 125%Th o7,

CEMNFIHERS (ONO-4538-08 HER)

{LEEERBEORGYRTRELLY/ VL IFROBHREIERSE (ECOG
Performance Status 0 B T8 1) 24 #l% 3842, AH) 3 mg/kg % 2 BB CARBEEFELE,
FENMEE ThDELFE (RECIST HA FIA 2 1.1 RIZEIL fifllEZiz L 5 CR
NIXPR) 1% 29.2% (90%(SHEIXM] : 16.7~45.9%) Thotz, B, HicRELEHE
i 6.0% Th-oiz,

QA EIAARER (CA209066 ER) ©

vraf < & AREY 4 VAEEETEDRETR S Bl (LT, TBRAF]) V600 ZEDAR
VLR EERIBEOBRBYIBRT LT/ VY N IEROELBREESRE (ECOG
Performance Status 0 T8 1) 418 1l (AHI8F 210 ], DTIC F 208 ) %3, DTIC
& LTAHK 3 mg/ke & 2 BRIBRE CARHE L & & 0GR RSN 2Kt
Lz, FEFMEH Ch AT (BT, T0s)) (il [95%EHKRH]1) o
fENTRE BRIk, AHIBEIE NE' [NE~NE] # H. DTIC #T 10.84 [9.33~12.09] ZATH
W, AFNZ DTIC s LR ZEMIC T EREREF Lz (O — FH 042 [99.79%{F#
X[ : 0.25~0.73], p<0.0001 (BRI logrank $RTE]. 2014 £ 6 A 24 B —F v bA
7)e

“HERE (BT, RS



—&— FRR

TN
$0.4-

‘Oeo%._:
0.3 o
0.2 %o
0.1
00—
0 3 6 9 12 15 18
at risk £EHEM (B)
FHH 210 185 150 105 45 8 0
HANIKSLRE 208 177 123 82 22 3 0

X 1 OS ® Kaplan-Meier Hi#

@A EIHRS (CA209037 R 2

AV A7 (BEFHEZ) CUF. (1 ¥ A<7)) Xid BRAF BEMZ ST
RRERZATIRBUBRFRELATNYH/VHXIBEROBREAERSE (ECOG
Performance Status 0 B2 U8 1) 405 Bif (AFEE 272 i, {b2EEE (DTIC ZANAVRTZF
Y7 ) AL B 133 6) X8I, LEREE SR E LTAS 3mgke
Z2EMMIBCTAMFELE L EOFPIMRVESELRN Lz, TEHMIEE Tha
#=5h5 (RECIST H4 K74 ¥ L1 JRICE-S FIuBEIZ L 5 CR UL PR) IZDWTH
RBEE SNEND 120 FlEITdRER L LCHRRIT 217> R, RFET
31.7% (95%{EHRXE : 23.5~40.8%., 2014 E 3 H 10 BF—F by bA7) Tholk,
BB, FACEYNROBEIIREL TR 2k, b5 —o0FEHHERE THB 08

(P gef [95%IRHRIRAT]) 122V T 182 BlDA < b (BEL) BT C PRI 2175 7
FER, FHEET 1547 [1239~NE] Z A, {LEREH T 13.67 [11L.50~NEI # A TH D |
AR EERE IR L ENIE AR RERERE ol (NP~ FH0.93 [95%(F
X : 0.68~1.26], p=0.6299 [JBHI log-rank BE], 2014 11 A R AF—F B v
A7), |

GENETHAB (ONO-4538-17 )
LEBRERBROBRUBRAELIY/VHENIEROBHERQESRE (ECOG

Performance Status 0 2 T8 1) 30 fl&%&RIC, FF LAY =T 20tH CUF, THEA

tAEY A7) "Bh LT, TEFMEE THHREFHHE (RECIST A F7A  L1IR



B ¢ BlEln £ A CR Xt PR) I 33.3% (95%(SHHIX : 17.3~52.8%) Tho

. 23, EENCHRE L-BEIL 23.8% ThHoT,
*: AF I mgkg (KE) LAY AT Imghke (KE) ¥FHIC 3 HMMRET4 EAERELCE.
AH) 3me/kg ((RE) % 2 WA CARIHE L, FABSMIC VTR, A 2ROk SE L,
£ ¥ A= T AR ORESRT 55 30 HLLEOMBE BV TREREMBLE,

@HFFEIHAHRE (CA200067 HR)

(bR R IR ORISR R I/ IVE o B A JEESE (ECOG Performance
Status 0 BTR 1) 945 i (AF+ A €U AT B34 6, AFBE3EH, 1Y bvT
B 315 6l) 2RI, AV AT HREEZFEE LTEE+A V) b T RERTEH
B 5 OAPER VLS ERT Ui, TEFHMERE TH 2 08 (i [95%{FHE X H 1)
OERIBATHR R, 8+ €V A< 78T NE [NE~NE] # A, &I TNE [29.08
~NE] #B. A Y Lv7HT 1998 [17.08~24.61] ZATHY, FH+A LY w7
BERUAERSIIA ) b TR LR PN EBRRERZ R U (FHl+1
Y A TEE Y R 055 [98%FHEXM : 0.42~0.72], p<0.0001 [J&5! log-rank
B, AHIRE AP — Fi 0.63 [98%SHEX M : 0.48~0.81], p<0.0001 [J&H log-rank

BRE]. W0I6E8B1BF—FHy A7),
‘ 10
0.9
08
0.7
0.6
0.5

041 ok FH+AEVLTTH i ‘:’”M@
03]  -A- wie o
02 -©& qvUATIH

0.1 *, ARTRO : $T91Y
0.0

B

o 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk#% EHEHM ()
EMAACULTIH 314 202 265 247 226 221 200 200 198 192 170 48 T O
SR 316 202 265 244 230 213 201 191 181 175 157 55 3 O

APYLTIM 35 285 254 228 205 182 164 149 136 120 104 34 4 O
K2 OS® Kaplan-Meier Hi#
. & 1 mg/kg (KE) &4 &) A Imghe (KE) Z R AT 3 WHIFET 4 BT LLE,

##) 3 mgkg (KF) % 2 WG CAMIE L, SHRRERICEO TR, RFIZRIICRS
L. A U AT AFOBSETHD 30 U LOMBE W TEEEME LI

R RETSR R SEEBAEEE EHRIIAH A EY A TEEITOWTHREN
L ¥shs 1 AR5 (CA209004 2RER) D ok— b 8 2B 52540%E (modified WHO £
#EZHS< CR XL PR) 1X., {LSEFRioRIGHEHE T 46.4% (13/28 #il. 95%ERIXRE] :

6



27.5~66.1%) . {LFEFEBEIREREE T 38.5% (5/13 . 95%{EHRKR :

HoTo,

(PD-L1 ZEHLR IR A DA ZhE K Uiz 24k)

13.9~68.4%) T

AN AR (CA20906TRER) ICHAANDNI-BEOF —F Iz 5% | EEAR
IZBVWTPD-L1 238 L EEME S 5D 384 (BLF. TPDLISKEZE]) Rl #EE
KRR BT o AR UEESM ORI TO LB Y Tho i,

APEZBE LT, PD-LIBREERI%RT PD-L1<1%) OBFERM L H# L T1% -
(PD-L121%) DAEEFTA ) A7 O LFEHEMEVERS TR ENE (TR),

BB, FE+A Y A THORSET T 7 7 A MIPD-LIK 1%D HEERM L PD-LI=

1%DBELEMA TCRHETH -7,

PO-LISRMES Fom

10 f,

09
08
07
06
05
04
03
02
01
04
atrskR

3

) %
FRAEULTI® 123 13 102 81 &2 62 7O T4 T4 72 60 18 4
AME W7 103 B8 T T3 65 62 59 5 85 S 2

1

K- FMA LN LTTR "Erq )

A ks
-G A LT IR
+ ARTO : oy

8 3 8 B 12 5 W 23 2 ¥
Ewwm (H)

16

AEYLTIE W13 98 B7 ¥ T Bl W S0 48 4% 12 1D

oo B

1.0
a9
08
ar
L]
95
04
o3
0z
0.1
1]

2 tiskik

M

S FM+A Y LTTH
-5 SN
O Y LTER

« ARFO : 10

T ¥ T T T T AN 1 T
0 3 & o 12 45 W 2 3¢ 2
AR (R

HWHIEULTIR 155 146 132 17 16 12 165 102 M 59

FME 171 185 158 148 139 1M 122 4T U2 108
AEULTIR 155 155 138 128 415 102 0 &) W M

B3 CA209067 3ABD PD-L1 IR T D 0S O Kaplan-Meier g
(Z£E : PD-L1<1%0 BEER, HE : PD-LI21%0BEHE)

TER B



@OEELFEEMIERE (ON0O4538-21/CA209238385k)
s=aHIRE O Mb/c i/IVE O EW: BAJEBRE 906 6 (AARANBE 28 fliSTe, A7

45345, AU AwT (BETFEHRZ) H4530) 2RI, AV ATTEGFRE LT
A5 3 mg/kg % 2 FERIRIE CATERRE L & 2 OFMER VRS ERA Uie, E2RH
HHThHEBREFIRM (hifE [95%EEXM] ) oI RIE. 2F#T NE

[NE~NE] 7 B. 4 'Y A= 7#TNE [1656~NE] FATHY, AAIA ) s~
It USRI B BAER 2R LT (5 FH 0.65 [97.56%(SHEE 1 : 0.51~0.83] |
p<0.0001 [f@R log-rank #E], 201746 A 12 AF—F Iy b7} ,

* . AJCC (American Joint Committee on Cancer) BHiZE (3 ThR) 10E-3< 5,

1.01e

- - KHIE

0.91
-0 ~ fEVLTTH

0.81 N~ .
0.7
0.61
0.5

0.4+

it ht Hr o BB AR

0.3

0.2

0.1+

0.0

L B S NI R LI R S RN A M|

0 3 G 9 12 15 18 21 24 27

at risk¥ EEELELSE(R)
AHIE 453 399 353 332 311 291 248 T 5 0
ABYL2TE 453 364 314 269 252 225 184 56 2 0

B4 AEERAEFHMO Kaplan-Meier BiiR



[ZatE]
OENE TR (ONO-4538-02 HF)
HEFRIIL2H (100%) KRDH b, FA L ORRBEITETE RVWEEERT
30/35 {5l (85.7%) ZFBWH BT, REFEN 5% LOBIERIITRD LB Thot,

# 1 FBEEHR 5%L EORHER

BEMNXSE FilE (%)

A ] 3544

{MedDRA/J ver.16.0) 4 Grade Grade 3 LI b
ZEIEH 30 (85.7) 9 {

RS T 5 (14.3) 0

ALT 540 4 {11.4) 129
AST i 5 (14.3) ‘ 2 {57
7 Ao 3 il 2 (5.7 0
iirsR CK #57n 5 (14.3) 3186
M L7 F =480 2 (57 0
s> | o 2 (5.7 0
I LDH #im 5 (14.3) 1 (2.9)
Mo TSH il 3 (86) 0
1 TSH #3850 7 (20.0) 0
CRP H$hn 5 (14.3) 1 {2.9)
FFEEER ¥ 4 (11.4) 0
v-GTP Hh0 4 (11.4) 4 (114)
R o s 2 (57 0
~EH B 3 (86) 1 (29)
U 2 SEREEM A 5 {14.3) .1 29
P EREE 2 (57 1 (29)
BRI T 2(57) 0
AR H 2 (5.7 1 (29
Rl BR 3 2 (5D 1 (2.9)
[S]iik= w070 6 (17.1) 0
HFHE T3 #m 2 (5.7 0
WHE T3 ¥ 8 (229) 0
ERE T4 B 6 (17.1) 0
HERE T4 83 2 (57 0
U o=FRHFER 3 (8.6) 0
drsh ALP $850 5 (14.3) 1 (2.9
HURRAREL fRE 3 (8.6) 0 -
AR~ — i —Hgm 2 (57 0
BN 2 (57 0
YT r 2 B N aFA AN 4 (114} - 0
2 (5.7 0




BEXSE Bk (%)

EAE 35 4
{MedDRA/Y ver.16.0) 4 Grade Grade 3 £l k.
T 6 (17.1) 0
F 3 11 (31.4) 0
SE 2 (5.9 0
BEdk bk e 2 (57 0
Et-aedid; 13 2 (5D 0
Jiod; feE R 4 {11.4) 0

foks, HVEENESR 161 (2.9%) . KB4 - EEOTH 1 #l (29%) . FHERE 4 41
(11.4%) . TRgsEREs 5 ] (14.3%) . BHEREREE 2 61 (5.7%) . FURERBRAEREE 8 4l
(22.9%) . BIBREE 14 (2.9%) . BEOEEES 14 Q%) RUEESER 14
(2.9%) BRRH LN, T, FEAMAERE, infusion reaction, 1 FUPERF, Ik,
BRI SE, NN - BAMge, DEde. ALk, AR, BUBURRLAREE/ X A TF—RU%
ML NSRRI D b e o T, & BHERRBRIIL, YH%FLOBE
BHE (BRBEEREZET) 2R0EIERETT.

QEPE IHIFER (ONO-4538-08 FAER)

HEESIT 22024 F (91.7%) CRHEh, FHlE ORREEREECERVWEEE
13 1824 B (75.0%) WRD bz, REEDN SUELEORWERIZITRO LB ThHo
7o

=2 FFELH %L EORIER

BENRSE ¥ (%)
E4FH 244
{MedDRA/J ver.18.0}) £ Grade Grade 3 AL

2 (83)

mE s (20.8) 0

SR 5 (20.8) 0

BRI EE 2 (8.3) 0

e, KIBds - MEEO TR 2B (83%) . FTHEEEE 1 41 (42%) . TERAMEES
LB (40%) B OERIHEAEREE 7 61 (202%) BE» bk, Eio. FRHEHRE.
HRREE (BT - N LRI | BHERT (RATHEIEEAY) | IS,
infusion reaction. 1 BMERR. BEEOKEREE (RIGEBIREER. SHIK., EXE

10

)



B|E) | Wk, EEMEE. MK - fiiEg, S5k, Ok, k. TR, A
- HRMERE/ I AT — R OSBRI MES A E BRI D b e o n, ARWERAR
BUREIT., YHFROHEHES (BEREEREZED) 2504 ERETT,

@UENE AR (CA209066 HKER) |
HEERIIFHTE 192206 1 (93.2%) ., DTIC B 194/205 5] (94.6%) TR L., &
BRIL L R FBAGENEE TERVEEHERITAANE 153/206 #1 (74.3%) . DTIC & 155/205
Bl (75.6%) \TR® bz, WIS ORETRRER % LORERIRTRO LB T
Hote,
# 3 WThAOR CRRER 5% EORER

— Bl (%)
% g gggﬁﬁﬁ A DTIC ##
85 206 205 #
MedDRA/T ver.17.0
{ T ver.17.0) 4 Grade Grade 3 BLE 4= Grade Grade 3 ELE

_%EH’ﬁﬁi e 153 {74.3) 24 (11.7) 155 (75.6) 36 {17.6)

e i S
_iUNERDE

.22 (107 0
T 33 {16.0) 2 {1.0)
34 (16.5)

25 (12.2)
32 (15.6)
85 (41.5)

SER RS 3 (1)

11 {5.4) 0
% 3 ¥EE 35 (17.0) 1 (0.5) 11 (5.4) 0
B 31 {15.0) 1 (0.5) 6 (2.9) 0
SFEEaE 2 {10.7) 0 1 (0.5) o

3B, AW CREMMRA 3 1 (15%) . KK - BEOTH 6 61 (2.9%) .
MREEE (FF 2 - SU—EERS) 2801 (13.6%) | FFEakE 7061 G4%) . B
R 4 01 (1.9%) . TEAMERE 441 (1.9%) . FREBHEERS 13 4] (63%) .
infusionreaction 15 # (7.3%) . 1 BUPEIRFT 1 B (0.5%) . EEOKBEEE 3 6l (1.5%)
ROEEIER 1B (05%) PR BN, £, BIGEE, Bk, EEGEE,. B
&K« BEEZR. DR, Rk, TR, SEUHRRARE/ S 4/ 3F — R Ui /MRS
BRI b o, RRERRIURAIL, YHLoHEES (ERREER
BEEl) 2EULEHERERT,

11



@UESMFIHHRER (CA209037 3&R) 2

HEEEITAFTE 265/268 5 (98.9%) . {LFFRIEME 98/102 ] (96.1%) IZFEH B
FL. TR ) ORREFEITETERVWEEFRIIAAF 199268 # (743%). {LF
FELRE 85/102 B (83.3%) B b, WM OB TIREER 5% EOBERIZ

TEOLEBY Thol,
#4 WO TRESEN 5%2 EORIFEA
. Blg (%)
%gﬂgﬁﬁ e T
{MedDRAJI ver.17.1) 268 6 102 71
£ Grade Grade 3 2L I £ Grade Grade 3 L.k

2EI{ER ) _ 199 (74.3) 33 (12.3) 85 {(83.3) 35 (34.3)

i, .
A R i 8 (7.8} 2 (2.0}
ek 20 (19.6) 16 (15.7)
i/ E
bl
WEETE

T

11 @ 15 (14.7)
42 {157 1 (0.4) 16 (15.7)
33 (12.3) 0 39 (382)
12 {4.5) 1 (0.4) 21 (20.6)

14 (5.2)

15 (5.6)

0 0 7 {6.9)
1 (0.4) 0 8 (78
¢l

15 (5.3)
11 (4.1) 0 8 (18 - 0

28 (27.5)

0

51 (19.0) 0 2 (2.0) 0
5BTE 34 (127 1 (0.4) 5 (4.9) 0
R EBREE 16 (6.0) 0 2 (2.0} 0
AEERE . 24 {9.0) 0 ] Q

B, AREHZIB VT EIEENRA 8 4] (3.0%) . KB - EEDTH 4 4] (1.5%) .
MRRRREE 33 41 (12.3%) . FEEEREE 22 41 (8.2%) | BHAEREE (RAIERMIEMERL
&) 5 4] (1.9%) . BIRREEARREE 23 ] (8.6%) . BIFFME 1 41 (0.4%) . infusion reaction
106 (3.7%) . EECKBEE 16 04%) . Bi24 07% REEE SRR 3 6

I2



(1.19%) RBb b, £, FTRAMEENSE, | BERRE, BREMENE, Bk -5
Bide, D, fhde. . BUSUBRABE/ I A/ F— R Ot f /MR M SRBERE
ERD bhEhotk, AEHERRTRRL, YHFEEOMEES (GHRRERERES
Ie) FATEEHERERT.

GEMEIRRE (ONO-4538-17:8%)
BHEHZITRH] (100%) [T biv, AH L OREBESTECERVFEERLE
B (100%) 125388 bitlz, FHREABRMNUL LORWERIZITHEOLBY Thotr,
#5 RAFR 5% EORER

BENRGE FiE (%)
BEAZE 30 #
(MedDRA/ ver.20.0) % Grade Grade 3 LA

T _ — 30 (100) 23 (76.7)

':$ﬁmmmn@ﬁ
RIS B T

5 (167

T 16 (53.3)
AR 2 {6.7)
i . 4 {13.3)

3 {10.0)

BH 5 {167 i
3N 7 (233) 1 (33)

RAHFEFRIE 2 (6.7 0

S 11 36.7) 3 (10.0)

T X5 —Em 5 (167 1 {3.3)
AST H#30 . 11 (36.7) 2 67
¥-GTP #87n 5 (16.7) 3 {10.0)
U A—E 12 (40.0) 7 (23.3)
tkmsL 2 (67 0

. JIJ].“PT}WU Yy Tz?:*ﬁ—-ﬁi%ﬂu 4 0
‘ﬁ?b ] vy.amaﬁ 267 0
E7 T 3 i 2 67 1 (3.3)
&S bV v s 5 (167 4 (133)

i 8

13



BEAIKASE _ % ()

A 30

(MedDRA/T ver.20.0) 4 Grade Grade 3 LI E
Z ST 10 (33.3) 0
5E 18 {60.0) 2 (6.7
Wik Ik RS . 4 {13.3) 1 (3.3)

s, PR EH (30.0%) | ITHEREREE 1401 (46.7%) . FHIRIRERERE 7 (23.3%) .
RSB P T B3 48 (10.0%) « KB 2% « B EE 0 F i34 (10.0%) B 0 B TR E 341 (10.0%) |
TRAHEAEREEE] (6.7%) . 5 & 5 B2 141 (3.3%) HRTRRARE/ < A7 —201 (6.7%)
BOSIRMARIEREID (3.3%) 250 bhiz, £, BHEEE, BIEfEREE. 13
PERRIR. k. EERPENE., MZ - BB, infusionreaction, (MY, fizE. SRtk
/R SRR B OUF R 18R 8 bR o e, ABITERRBLRGLIL., S EFROH
WS (HRREMREZEY) 2 30EHERETT,

O ETHARER (CA20906738R)

HESGIIAR 4 ©U A TE123136 (99.7%) . AKIBE312/3134] (99.7%) . A
¥y Ae7TE308/31181 (99.0%) IZ5R® b, BREL OEABERTECERVEH
BHLITAR A EU A TEE300/3136 (95.8%) . FFIFE270/313%] (86.3%). A U A
< 7BE268/3114 (86.2%) I23BD b, WM OR CREFEIN WU LORIERIZT
RKOEBYThHoT,

#6 WP OFETREASEN s%LL ECRIER

BEIKOE S
i HH+A Y L7 TH AAlE A EY Ao TH
3 313 # 313 4 31 fi

MedDRA/ ver.19.0
¢ ver.19.0) % Grade  Grade3 AL % Grade  Grade3BAE & Grade  Grade3 DAL

(86.3) 65 (20.8) 268 (86.2) _87__(__28.0)

£RHER 300 (95.8) 83 (58.5)
P R 2 e

e g;;;ﬁf::,% i

) 15 (4.8) 0

1 {0.3) 32 (10.2) o 14 {(4.5)
2 (0.6) 12 (3.9)

FUR RS TE

Clew 28 (8.9) 1 (03) 18 (5.8) 0 % 90)

KRBt 40 (12.8) 26 (8.3) 7 {2.2) 3 (1.0) 35 (1.3} 24 {1.7)
{ER 12 (3.8) ] 19 {6.1) 0 17 (5.5) 0
TH 142 (45.4) 30 (9.6) 67 {21.4) 9 (2.9) 105 (33.8) 18 (58
ue-i7 19 (6.1) 1] 13 {42) 0 7 (2.3) o
B 88 (28.1) 7 (22) 41 (13.1) 0 51 (164) 2 (0.6)

g 50 (16.0) 8 (2.6) 22 (7.0) 1 {0.3) 24 (1.7 1 (0.3)

10 (3:2) '
89 (28.6)

12 (3:8)
111 {35.5)

= (70) 0
’ 13 (4.2)

18 (377

ALTiEIIll . 59 {18.8) 27 (8.6) 12 (3.3) 3 (1.0

12 (3.9) 5 (1.6)
7 I S—-EHghl 23 (7.3) 9 {2.9) 17 (5.4) 5 (1.6} 15 (4.8) 4 (1.3)
AST HEHN 51 (16.3) 19 (6.1 13 (42) 3 (1.0) 12 (3.9) 2 (0.6)
U o3—PHEm 43 (13.7) 34 {10.9) 24 (7.7 12 (3.8) 18 (5.8 12 (3.9)

i
1
¢

14



Bl (%)

BERXSE

pravity FH ALY heA R AFI ALY he T
(M:E'DRMW 19.0) 313 6 313 311 4
o % Grade Graded3LiE £ Grade Grade3PAlk 2 Gmde Grade3 PlLE
EEwy 0 10 (3.2) 0 4 (1.3) T (0.3)

ﬁ’ﬁ‘kﬁ ] 60 (19.2) 4 (1.3) 36 {11.5) 0 4i (13.2) 1 (0.3)

18 (5.8)
24 a7

20 (6.4)
20 (6.4)

24 (1.7
36 {11.5)

2 (0.6)
1 (0.3

15 (4.8)
12 (39)

7T S ‘15 “.9) 0 17 (5.4) 0 11 (3.5) 0

£ 5 fEE 112 (35.8) 6 {1.9) 67 {214) 1 (0.3) 113 (36.3) 1 {0.3)
RiE 91 (29.1) 10 (3.2 72 (23.0) 1 (0.3) 68 (21.9) 5 (1.6)
BHR BRI S 38 {12.1) 6 {1.9) 14 (4.5) 2 (06) 38 (122) 1 (0.3}
SEERE 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1) 0

2B, AE+A Y A TRHIZBWTHRESSSH (27.5%) . FFSRERE1026]
(32.6%) . HURBRMERERERTH] (27.8%) . MRS 216 (6.7%) . BIE MR R25
7l (8.0%) . KIB#% - EEDTHICOH (192%) . BEOKEBEEUH (6.7%) . T=
AHEREEE 27 (8.6%) . BIEHEMERER 1461 (4.5%) . BEZ361 (1.0%) . 4% - B
2215 (0.6%) . infusion reaction 134 (4.2%) . & & 5 BiZe34 (1.0%) . 54341 (1.0%) .
FUBUHRIAREE/ X A /3 F—5081 (16.0%) . FTZ 1461 (4.5%) B USRI 42 FERERE 2451 (0.6%)
BREDOI, £, 1BEERR. EEMEIE, OIFRE Ot MR 48
JRITER D Hivipd o o, FRIBICB W THREE66H] (21.1%) | FFHEEREE24451 (7.7%) .
FURBRSRERE R 476 (15.0%) . BISEEREEIB (1.0%) | FIEHAEERSE (1.6%) .
KRG - EEOTRI6H] (5.1%) . EE DR EREESH (2.6%) . FRAHAEREE34 (1.0%)
BT AEREE3 A (1.0%) |, 361 (1.0%) . infusionreaction 14/ (4.5%) . 5 & HJE
2B (0.6%) |\ BUBHRRAE/ X 432861 (8.9%) . JFZ241 (0.6%) RUEIRMI
RIEREIG (03%) PROONZ, T, 1BERRF, BEMGEE. MK - Bk,
DR AR B USRI /MR SRBEIR IR b s o T, ABIEAREIRIRIL,
URHEROHEEFS (BRREEREZSD) 2S5 EHEREETT,

RIGVIBRTFRELR B R ARAE 2 X RIZAF + 4 ©) A TREL BRI L isE
I FRFABR (CA209004 FRER) D =f— b 8 12T, {LERBRIATRIA 28 i L LERE
HBLIRRERE 13 6l ORI T, Rttt E=RIRED Lo,
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DE R FSMAERER (ONO-4538-21/CA20923835k)

HEFLIIAKIBE438/45201 (969%) . A V'Y L= T EE446/45341 (98.5%) ITRD D
., RRIEE ORPEMERT E TE RV FEFRIIAFITE38S5/M45261 (852%) . A 'Y
I T EEA34/45305] (95.8%) IZFBD bz, WL OB TREFEN % EORIERI
TEOEBY ThHoT,

#7 WTh OB TRERERS%EI ORI

XA FRE ) AEVLTTE]
Grade 4 Grade Grade 3 LLE £ Grade Grade 3 LA L
BlfFHADE RE BER | BH REER | BE O OREE | BE RHE
(McdDRA 12 1 % SOC PT 445) (%) HE (%) F¥ (%) (%)
*MEER 452

385

49
s

(108)
(4| 1

208 (45.9)
1 (02| 91 (201
46 (10| 1 (02
1 (o] 4 (o9an| 2 (04
Mo{ 3

53
149

57
156

(12.6)
(34.5)

(1.7
(32.9)

AST 35
o 7‘ 7-—'EiEjJﬂ

s (1L0)
152 (336)| 5
133 (294)

EIFEAE : 105

wﬁa&ﬂi £ (108) | 1 (02| 31 (68| 2 ( 04
ﬁi:ﬁtlﬁw&mﬁﬁ : 6 (80| 1 0| 18 (40| 1 (02
TEEM#R 7 (15 2 04y | 48  (10.6) 11 (

—

B, AFBHCBWCRIEMEMZER 11 4] (24%) | BEIREE/ I 3 F—48 fi
(10.6%) . AFHSEEREE 40 41 (8.8%) . FUIRMGMEAEREE 91 # (20.1%) . FHEEMEE 83
B (18.4%) . THEREE 6 M (13%) . BISHEERE 6l (1.3%) . TEEHRERS
8 5 (1.8%) . infusion reactionil ] (2.4%) . K% - BEEEOTH 21 4] (46%) . H
EOREEESF (11%) . | BEERE 16 (02%) . BER3A (07%) . BESEREE
2 5l (04%) . FF& 34 (0.7%) HRBEDLNI, £io, EEMELE, HE. HE.

16



SEAE /R VESR BN, AR - BRBEYE, RRIRMARSERE B O KM 2013580 5
nihote, FEIFHETRIUTIEZFROBESR (RAREERT EED) 280
ERHERETRT,

1) Robert Ceetal. : N.Engl.J.Med., 372 :320, 2015 (CA2090667R5k)
2) Weber I.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 3RE)

17



[F#: - fEl]

AR OBEREYIEEFAVEFALEY I 2 b—va e k¥, &5 3 mgkg Xid
240 mg % 2 WRERR CHRE LiBoAS o mETBESRF s, ZORER. AH
240 mg %15 L-BEOREEIL. AH 3 mgke 25 UEBORRE L B L TRE
FRTEFRHEINELO0, BAABE B TAFESHER I TWIHE-HE Q0
mg/kg % 2 AR CRE) TEAEERS LEORER & I L CRMEZRT & TH
Ehis (FR). Mz T, BROFEMZBT 27 —FIcE-S3%, %5 3 mgkg XX 240 mg
% 2 AR TERS L BROAFIORERE L AT Ret L OB 2 BATT 5 IF
BRISEFANEBE S, YZEEIC YW TRARTORZER, LEEORE - BED
B CH MR OESEICARRERIIRAVWE TR KR, £, BHRAERE IR
BF—H TS % AKl 1 mgkeg Xid 80mg &4 E'Y AT 3 mgks % 3 EERHRETER
5 L BEoARORER L etk OEELZ R T ABERISTT VS S I, HiX
BEEIC W THRERThh R, Lo - BEOM TR HRRERITRW
&Rl S v,

%8 AFOEHEME AT A —F

s - R Conax Crmind14 Cavpdi4 Craxss Crinss Cavgss
| (pg/ml) (pg/mL) {(pg/mL) (pg/mL) (pg/mL) {pg/mL)

- 51.6 16.6 243 113 62.1 776
(35.2,70.8) | (10.7,24.5 | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)

240 mg QIW 727 235 341 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)

191 613 90.8 398 217 278
10mefke Q2W | (147 910) | (512,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

TR (5%, 95%A4) . Q2W : 2¥HRIRARE. Coux : FIEHR G- ORBRMIETEE, Coinae : FlEIE 1214
B BICi 2 REME R, Copae : DEHEEH 140 B £ TOEHMIE PRI, Cons 1 EFREICS
i BRI, Crins : EEARIEIC BT 2 HEMFFERE, Cops  ERIREIZIT 5 FHME
e

18



4, HEERIZWT

IRTASIBR R AR A E M AR F I T 2 B 0I0IE, ABEE L L CHERRETE (26
L) BRELNTVAZ Eh, YERAEL BN ERTE 2HHThoNERDSB, £
OLT, EEH VR Y EHEHE RMP) IKES% | AROERSZSHEREET~OB K
KRB BHERThH-T, AHOBGNEN2BEL B - HEL, AROBESIC LV EER
BHERZ M UBCRE T2 2 ERRERED, UTFOO~@DT_T &4
BOTHATERETHB,

@ mwRIZHONT

@1 T (1) ~ (5) OWThBCENTHHRTHB DL,

() BEAFBREIRETDNABIOEEI RS ERERF IR A SRR SISk,
HEAS A RS FOEHEHLAURRE, HURBSARBERLEAR Y) (P304 4 A 1 BER 437
HezR)

(2) FrEHRERBE (ERE204F 6 H 1 HERA « 85 fER)

(3) HWERROFEREESTIBAREEERR (A2 IRs Tmb. mh*%ﬁ%
BB, A AR &)

@) AR{EFHEELRE L. S 3 C3BREINE 1 dsskb %EMﬁzwm e ELUE
ARBRHET o TWAIER CE 2847 H 1 FEEA : 2540 i)

(5) TEEEREHAS FENEORREAEIFELBHEEITo T AR (ERK 28 £ 7
B 1 BERA 1290 M%)

O2 BEREEOERIER CBIEARBRFOIIC o2 mk L BRE FOEM
(FROWThPICEY T EM) 2, YEBREOFRAICHET 2 BROBEFEL LT

REIhTWaZ L,

®

»  |ERTGREFEER 2 FOYPHHEEZRT LRI 5 B LB ABROBENES
ToTWBZ L, 55, 24U LT, BAERYDREST L LEREESOWES
ToTNnAZ L,

o [EERFFRER 2 FOMMPHEL T LARIC 5 FU Lo R EEMIEEREROR
FREBERALTWD L,

@ BREAOCEEGEREREOERIZOVT

EEDFRERICHETTIECEIRBEN, S8EELEISOBHRED., 3 - %
EEFRPNEFROEFH L VERMZIC T2 50 M. ASHESNRE L ES0gE
FH, EREDLHITONAKHRE-TWE L,
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® EBERORBRITONT
@-1 BIVER RO HEEH - B4 2 B

BEEMEREOREREEMRRE L-ERIC, 24 EE2EEHOT. YUikERXY
PR REER I T, BB LEEWER IS U CAREE LT CT S 0RI{ER 0&ERZ L
ELREBEORERY ARIZE LR, ELICHERERERISESTWAZ L,

@2 ERNEEE L IAFESRICET B

DABRICED AEMN AR EVEREZE T 2EREEETVAERNE=F Y 7
ZEDEEROARAY )= P ETVWERE L BREEF TX 55— AEFREHDE
HBENTWBZ L, B, BE#HIZ>W T, BARE LFOKKIC+TEEERT
Wa Tk,

@-3 RifEH ok exnicll LT
BIVER (RIEMEMRBIZMN A, EEMEARE, DR, ik, SREUHRRIARE, XKk,

BEEOTH, | BIFERRKE, ITHERE, RRBREEES, hEEE. BEE (Fre-
RAETEMES A2 E0) . BIBEE. B, EEOREEE, HIRMALERSE, infusion
reaction, SafEtEf/MERAHESRER (TP, BEORERIG, IREEE, LEEE (L
EHE) « IR - DEMAEGES), EOERME) U<, Yk TITHER
B OEM 2 HT AEM L EE L GUER OB ISE L CEERURELZIT
bhagichsZ k), EHICHEEZAEN TE ZEHPESTHB DL,
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5 REXBRLRDEE

[tz Y 2405 |
O FREHESTBREC OV THAADEENER L SRTVBZ Enb, BT

FoYtra AN
o AR ORMLITE LIBBIEOBEED H DB

® WREOTHEIC I T FRICHYT 5 BEIC VT, AROR SR S

B, OBIRRERRVEAICRY , BECARNLERTE 2 L2 EHTE 3,

. BEMRRAOASIEUITEED H B BE

o ETEERE CRER 2 R0 B BE R UTE R O HUrHS R Yt g
ZE O SHEME RS b5 B

«  HOAEFEBROAS. NTBHALE L HEREDOECHAERBOBRERD
boHEE _ ‘ '

- RERE GEO9WEBHEEZED) ObLRE

*  ECOG Performance Status 3-4 ED gy

(At B 5 FH]

o)

TROBFIZBWIARIOFEZMEIREN TS,

o ALFERERIERE OBERROBIRUIR LI/ VI EROEERARE
B ' '

o FAHREONbe $/IVEE &2 oEM:RAEBREIZ ST AL HERE

7215, BRAFEGFLERZHTABFITRBWTIL, BRAFIEERIC L 2R bEET

ATk,

(#3)

ECOG @ Performance Status (PS)

Score

EH

S HER S EH S 5, RRAE AL A AR HRE L5,

AR LVWEBIRGIR & 525, BITREET, BIERCE > TOMERIITO Z LR TE S,
Al : EEREE, FEEIER

BITRECTH SOYOEY O LT T<THREEBERZ T2V, Bho 50%3 kit FAT
BT,

BoEhEHXOHFOBE YOI E L TERV. BPO S0%LEEAy FAEFTRTT.

2L 8T, BAOFOEY O LiXed TEh, F2Ey FAEFR I,

{E2) ATCC (American Joint Committee on Cancer) #MI4YRE (55 71K) 03-35< BME
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@ AH+A €Y b= T REILEFRERBROBIRUBR TR B EAERE 238
& LS IAERER (CA209067R8R) BWT, fRLENA ) AvTRE
KR L TEDEMRIES N TWS, 7L, KA+ A EY AvT#5 L AR BEME
B U BERG2BRICB VT, PDLIRRRRICE VA Y AT DL
HHRPELIZEARREINDERVRELNLTWS (pBR) . 20D, 1RIE
R E RAEEF ICBNT, AFlEA Y AeT L OHARGOREEZY
W3 A4, PD-LIRESR+LFHRTAZ L BT L, PD-LIEREN 1%L LTH
AT EAERERZBAECBVTE, R, FARBEMESAEET S, B, RS
PR EM B A ERE 2k L LA 1B (CA200004588R) D ak—
FIZIWNT . (WRFRIRRIATREA b (LR BT L O TAR+ A T &
< 7R EOFSEICHEREZERIIZERD bR TVRYY,

*#iﬂm%ﬁsf%k LT, BEF4 : PD-L1IHC 28-8 pharmDx [ =) BFEBER TV S,

22



6. WEIZBELTHEETREHE

Q@ WTCESECML, ERTEEPRIT 2BERSICESE FH O R U ERS
HOl DI HERERE OB L THhLERTA I L,

) %ﬁﬁﬁkﬁi%\%%Xﬁ%@%ﬁkﬁﬁ%&&ﬁﬁﬁ%+ﬁﬁ%b REx%E
ThbkEdTsZ e,

® BAUBRRELREHEEAERZFICRBNT, ZH LAY o7 LORBSONE
ZHUWrT 556, PD-L1 BERGRERTIZ ENEE LD, PD-L1 HEEKNHER
TERWESIZIE, AR L A Y A=T L OFAOES ZEMICHE L L ciks
THZE,

@ FEREWERAO<RTA Y MzonT

- FEMRREER D D PN = L2 50T, AFIOBRE biroTit. BHE

% (RS, Wk, BEE) OREERUIN X SpEoEf%L, BEr+

AT O Tk, i, BEZSUTHEE CT, IE~——S0RAEZ2EMTS

\_.ao
AR O EITEEED infusion reaction |22 THRAKIC RGO TE B4

C EETo LTS T B 2 &, £75.2 [H B EABEOAF I R T infusion reaction

BhbbhdZ & bbhodDT, AAREGFROUFRFEEHL T HIT A F A
yEAETLHE. BEORERZTHICBETDZ L, 28, infusionreaction %
RE LG AIE, 2 TOBBERIERSER2ICEE T 5 £ CRE > 08
THZL,

FIRIBEREEER S bbb Z L 8D 20T, AHNORESERMEHTR OB 51/
q:’l'fi’i’ﬁvqﬂ‘ﬂu FRNREERERRE (TSH., & T3, 5 T4 SoREE) 2EBET5
&,

FRIOREIZ LY | BEOGESUSICEIFT 3 2B 2 Hh 284 LREBORIE
BhobhdZiidbsd, BESRBOLNEZESICE. REL-ERIISURE
HERR 2255 & R REOER & U CEZRER 21TV, IBE D&IE
BN & ZBWER B SN 2 H610IE. AROKREXITFIE, RURIBEER
NEVHOBREEZZERTHZ L, 2B, BIBREERNVECORSIC X VERE
HOUEERED b2 WEEIcid, BIERERAET VLSO S HHA 0B
bEBERTHZ L,

B EHETHR, R CEIARE L THrLEERRREHT A Z R h B0,
AHOEGRTRICGEHERORBCHICEET B I &,

1 BERA (RE 1 BIERRZ 8T Rdbbbh, BERBEY F 7 F—22
KE%’&ﬁ%é@?\D%\%b,%%%®ﬁﬁ®%ﬁ$mﬁﬁwtﬁﬁ+
SERTHZ L, | BEREIGEORESIIIRERREL, AR Y VRl
Hlo&k5EOEN2ABEITI Z &,
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® RIBURAELAEHEGEREICEHTEIE, AHOBERRRICBHWT, &5
BHsEM O 3 W HEA, R, BE5RAE? S 1 EMIX 6 B Z L icFIEDORT
& To Tl & 2BEBIL, FFRSPIIEHDHROEREITOIZ L,

® seeUbkRoElRAERE~OWNGHEIRE L LTERT BRI, AR 0BK
HEBRIZBWT, 128 Lt APEOFME T TV & 2BEIC, ARSI
EHMICSIROMEEREITH 2 &, 2B, ifEdEhREL LTERTBSICE. &
HoBEHEIX 12 P HETET B L,
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EBEFEHEET A KT A4~
=FN<7 (BIZFHEEZ)
(R84 : A7V — RS E 20 mg, A7V —REFEFE 100 mg)
~GREAER S ~

YRR 2 943 A (ERR 3 04F 8 ATKET)
JE A 5@



A&

XU®IZ d

AR OFHR, /ERERF

R PR AR

HEER =W T

BB ERDHBE
BECELTEE I NEEHE

CANR U i

P2
P3
P4
P8
P10
P11



1. XLHIE

EZR R OFGME « REMEOTFEO DT, FATEFICESWCBEIERERIRD
bha, &bz, EEORFEEFOEFIC LY, HEEERR X OEFmLTHRIEMNE
FERLBERINAZTT, ThbOERLZEICHERBFICRITZ 2 LPRERD
MEHE RoTHY BREMBGEE & WEOREATE 2016 (FHK 28 4F 6 A 2 H HREERE)
TRWTY, EFMERLAEOHEAORBEHEERZKE L L EENTNS,

FHAERTEEL L, ERMERCESM 0T 7 A VRBEFEOEER S W bR
RAZERB B, TOED., AOMROCRESEIZET A ERS-AEET S TOM.
WSRO BEPRS ST A ENME SR BHICH L THEATA L L i BIFE
BARER L ERICNER RS & D2 R —EOESE -3 EREE THERH
TARZEBREETHD,

LiERoT, AHA FI34 TR, EREERLINECRBELNLTWSESIESN -
PRI S % | DT OERLORERERZHBET BRI D BEREMR, X
FRUEBEEEZTT,

BE. A BF A 4%, ISiTBE NERG EFREIRREME, ARTMEARR
MepRlEgE s, —RAEEIE A HARBRNRIES, —AH A B ACH SRR e R O
ANRMEEA R OEANZSOBAD L LB L.

FB LI AEER | A7 DR AREHE 20 mg, A7V RAMREE 100 mg (X
4 =R~ (BEFEEZ))

AL RAPENIHE  BFREIRRES 257 2HENSE

WL hAHERURASE : BE. RAKR=FA~Y GRIEETFHEEL) & LT, 14240mg
% 2 WRERECRERHET 5,

Bl R 5 ¥ NFESIENRSSH




2. AHORE, ERAER

F 7P — R EREEE 20 mg R OWRRIEHEE 100 mg (—fiR% : =R~ (BETH
¥ez), BT, 4D 12, MNERELTIERASH L AF Ly 7 R4 TV R ML
2A¥Y—A A7 A7 (BMS) ) MBEAFE Lt F PD-1 (Programmed cell death-1) {Z3%f
T3 bl1pG4 E ) 7 u—F R TH B, ,

PD-1 iX, &b L7z ) 78k (THIME, BHIRECTF 2 I0% 5 —THIK) RUF
BERAMIRICRIRT 5 CD28 7 7 2 U — (T Ml OFEE L2 HMIICE L AIHIEHT 545
FH) KCBT2ZAB/METH S, PD-1 R THIRICRKE 5 PD-1 U7 K (PD-LI
BROPDL2) EHEAEL, U SBRICHENE S 7V 2R LT Y B ROTEHE IREE R
AIFRE LT3, PD-1 Uy FIEFRESRELANC © R o« 2 IBEMEIc 35
LTkY, EEEAEEH D LYk LI EEaMkicisiT 2 PD-L1 ORR LHiFR OAF
R L OMICAOHEBEERH 2 Z L BBEINTWSD (Cancer 2010; 116: 1757-66)
i EHRAREE CIIRRE THISEET DA I —T = (IFN)
IZ& - TPD-Ll ORADPFE I, BF LAEEERKICRITS PD-L1 OFHE L HFEZO
AT & OMICTEOHBEBEGEN S 3 L o@iF b H D (Sci Transl Med 2012; 28: 127-37),
S bz, PDL] ZHMHIRH SN AMITE., MEHRERN CDS B T MlhoikEs
EEEHEI S W2, HiPD-L]1 5T PD-1 & PD-L1 L DOREEHEET 2 & FOHIE
BEBEREHET S Z LBRINTNS, LD L5 PD-1/PD-1 U H v FREIX, A
AFIIRAHERERN T Miar60RBSZERTI#FO—2L LTEL AT
B :

AFNZ, EEABR OB R B PD-1 OMfTsMELE (PD-1 U F Y MRS 4 L.
PD-1 & PD-1 VWV FEDOFEEEMAETAZ LY, BARBRKRAY T MO
PEALR O AT XT3 2 MRS BTEE 28T 5 2 & CHENARIESD R 27T
ZEBER IR TN,

b OMANL,, AANIEMERIC ST A3 RRREKI R v ES b0 L B sh,
FEHELE LR e UBRRRBR L ERE L A9, R R ORI ER S,

AR ORI S BEORERISIE L BEERESR S bbh, BEEXIECIK
ERHERD S, ARORETRGESHITIT, BEOBLE M, BEHIR
D HNIFAITIE, BE LA FRITE U HMR R 407k & BB % 1 OEN L S L Ol
YIRENBH 2T, BEOCRERIGI L AREAREDN B HEITE., BIBEERL
& LRI OB 5L OB 21T ) BERH D,



3. BEPRERGHE
BREXIIERERZE T 3HETEORBRICEME T - ERBERBROMRE
T,

[FH%hik]
EREIL RS OHERER (ONO-4538-11/CA2091413R5k)

75 F R G {bEEE R T #2060 A LLNIDIRBET BRI HD b
7= ARIE B0 BITEREORE & 22 6 R WL/ IV OSSR T i 2B 36141 (H
ANBEIHNZETe, AFFE24000], #REE12180) 2RI, BBREYEMSRR L
B (A P RUEY— b FEZFEANERY R V<T) 23X RE LTHFAB mgks
LAMBRCAREE L L E0FPERUEESERH L. TEFMEATHLE
AFHE (BT, TOSI) (Ll [95%IEEEIXM] ) OPHARMTHERIT. FHRETT49

[5.49~9.10] A . *XHEEETS.06 [4.04~6.05] XA THY, FHTTAERIEY ERMAHE
RUEEEICH LA EREEZ TR LE (AN — FHO0.70 [97.73%FHER :
0.51~0.96] . p=0.0101 [J@3Nog-ranki®E] ) .

*1 : 1R B X ILIRE O LS R RRE S T,
*3: R X ShcERBALL, OkE. - TEER U,

1.0 2 '
09\ - AHIE
' 3 -k XHEE
0.8 -
0.7
£ 06
r=3
£ 05
0.4
0.3
0.2-
0.1 [ SR
0‘0_1 T T T T g ] T T T T T T T T 1 T T
0 3 6 9 12 15 18
at risk$¥ EFHM (A)
A@E 240 167 109 52 24 7 o
HEE 121 87 42 17 5 1 )

1 OS® Kaplan-Meier B



(PD-LIZFTLRRBIOE R CZ )

EIPREF B IAARER (ONO-4538-11/CA2091417388%) ICHAANDhBED 5 B,
TEEFARERIC BV CPD-L1 &3 L i S 28e (BAF. [PD-LIFEHEE]) I
B3RS ONE—HOBREDT —FIESE, PD-LIFEENICERRMICARITZ
TolFMER MO/ RIILTOEBY Thots,

AR LT, PD-LISEEREN 1%RIGOH A ABE L IZIERROBR THo 1 (T
).
728, PD-LIORBARIZL L BT, FEOEEET o7 7 A VITRETH T,

ELY . 100 -
—Nivolumab 3 mgrkg —Nivalumah 3 mg/kg
wl ¥ e Investigator Cholce a0 e Investigator Cholce
E E
« ]
& 60 % 60 -
8 (=]
£ £
R -
ﬁ #
20 “ 20 -
[ . . : . P . s s, . . . 0 , . . . . . . . : . . . .
1] 3 (] ] 12 15 13 21 24 27 30 33 36 9 1] 3 (1 ] 12 15 18 21 24 27 30 3 36 39
£EFMmA) XA
atrisk al risk
Mvolwmb3mgky 96 74 59 42 30 B R 19 16 11 & 5 | o Nugkmab3mghkg 76 54 39 32 29 20 12 17 IS 11 5 4 3 0O
InvestigatorChoice 63 45 24 14 10 6 4 3 2 : 0 ¢ o L] InvestigatorChales 40 30 19 4 16 7 5 4 4 1 @ 0 0 ©
Nivolumab 3mg/kg (oveni=81/95), median md 95% CE: 8.1 (6.7.9.5) & Nivolumab 3mg/kg (cvents:67776), median and 93% CL 6.5 (4.4,11.7)
s prvvstigninr’s Chaice {events:60/63), median and 95% CE 4.7 (3.8,6.2) O Investigator's Cholce (cvents:39/40), median and 95% CT: 5.5 (3.7.8.5)
Nivo vs INV Cioice - hazard ratio (35% CI): 0.55 (0.39,0.78) Nivovs INV Chaice - tewrard ratio (35% CI); 0.93 (0.49,1.09)
0N04538-11/CA209141%&@PD-LI%&%EEUT oosoqﬂlﬁzﬁﬁﬁ@%ﬁﬁ7¢ a—7 » 75— OKaplan-

Meieriifi
(£ : PD-LIZ1%OEEHER., FEH : PD-L1<1%OHEEM)



[Zz2i%]

ERL RIS AR (ONO-4538-11/CA20914135%)

HEELIARIEE20/2366] (97.0%) R USHHREE109/1116] (98.2%) Z@B®H B, Th
B L OE REGERTETE RVAETERITAATE139/23661 (58.9%) . xIFERE86/111
#l (77.5%) 2D LI, FHEISUULEORHERIX TRO LB Thol,

#1 FHEEFPS%AEORHER (RAEMERRT L)

IHAE AHIEE R
Grade 4 Grade Grade 34 Grade 5 4 Grade Grade 3-4 Grade 5
BERER BE RER | RE REE | $E REP | BE PAR | BE RRAE  RE RAR
(MedDRA Iz 1 3 SOC-PT %550 FH (%) H¥ %) H#E () % (%) #H (%) Hk (%)

236 236 236 111 111 111
(71.5)

139

( .
i 20 ( 83) 23 (20.) 1 ( 09
=) pEd 5 (21 1 { 04) 10 ( 9.0) 3 (27
(

(126)
( 9.0

w-; i i
14

5 {45
Effin b S HEERA R, CTCAEvA) AW THEL., MedDRA ver 18.11 # ANTHAE L,

P, BIEMEREE 76 3.0%) . BEURRRE/ I AT 5 6 21%) | FFEE
B 5 B (2.1%) . FIREREEREREE 1741 (7.2%) . #HXREE 76] (3.0%) . BHRERE
=16 (04%) . BIBREE1 6] (04%) . FTEASERE 24 (0.8%) | BiknEER
$E 1 48 (0.4%) X% infusionreaction3 i (1.3%) 2338 bz, T, EREMEE.
DfEd. 2. KB% - EEOTH, 1| BIBERR, SEtEm/ M ESEER, TR,
Mg - BEREg . EEEOKREBRE, R HBERRCEEDREFEFIIRD bk o7,
ARWERRBIKIUINZESOBEFSE (REREMREZET) 280ERRER
KR



+

(A% - HE] ,

AR OFHEMEHDBEECTALEZRMALEY I a2 b—a it kD, K93 mgkg (&
H) ik 240 mg & 2 BARFRETE S LEEOFA O MFFREAKRS &, 208
. AH 240 mg FE U BEOEREEIL. A4 3 mgke 25 LTZEEOBER L Ik
LTEMERTEFRAIERE OO, ARABFEBWTERMEBHERIATWEA

¥ BE (10mghkg % 2 BRERTHRE) TERFZRE L-BRORER & B U TEE

T ETFRIENE (FR), M2 T, HEOBEICIKIT 57— # It H-5% A% 3 mg/kg
(BRE) XiE 240 mg % 2 BRIFR TR S L BRoOAF OREER » Aot et b
DEHE RN T 2BEZFRISTT APREEIN, BEEEIC OV TRFRTThOR R,
EREOME - AEOH THMMRCZ2ME R ERIT RV e TFRlIE N,

K2 FFOEBBHTA—F

):_ﬁ & - AE Crmax Chrind14 Cavng Cmax,ss Cmin,ss Cnvgss
(ug/mL) {pg/mL) (pg/mL) (pg/mL) {pg/mL) (ug/mL)
3 mafkg Q2W 51.6 166 243 113 62.1 776
(35.2,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
210 mg Q2W 7T 235 341 159 8738 109
(SL1,103) | (152,34.6) | (25.1,47.8) | 102,259) | (41.5,158) | (62.1,187)
191 613 9038 398 217 278
10mgke W | (147, 219) | (512,792 | (79.0,114) | (331,532 | (184,313) | (237, 386)

ULl (5%48, 95%4) . Q2W : 2IHFIMIRG. Cuax : EHR 5 OB EIMGEDRE, Cunad : FEHEE5514
H BB D RAEMIE TR, Cagas : FIEHREZI48 B COFHMIEDTRE, Cons: EEkErS
U ARELETRE, Cuns: EFRECEITARIBHEPRE, Cops : EXREICEY 5 EHDFEH
=i



4, HEERIToOWT

RBLM L LTHEARERE @UFHEE) BRELATHB 2 eh b, Uikt rH
BT MR ThHIVERD B, TOLT, AHOREESE 2 BE & B0 - 4
L. AFOEEI L0 EERBERASRE LEBICRIST 3 2 L ARERED, UT
DO~@DFT T EWETRRITBONCTHHT & Th 3,

@

W ImoWT

@1 FED (1) ~ 5) OWThPEYTHIHERTHDZ L,

(M

@)

€)

@

&)

EABERESEET D BASRESILURRS GRENFRISARIILSFE. H
1A A FOEEE L SREE, HUSS AREGRR2 L) (FRE304E 4 H 1 BREEA : 437
Hizg)

YEMEERB: (ERR294 6 A 1 ARFR : 85 Rk

BEFRGESMEET ARARREERR (PABRESIEERBE. 7S ABH0EYE
B, DA RSEEEEHEEREL I &)

AL F R R R E L, AL RENE 1 i3s3 iRng 2 ok EH
WARBEHETo T Al (CER284F 7 A 1 BRER : 2540 HiigR)

LB IEER A T ENE OB AR I BHET > TS Esk (AL 28 F 7
A 1 HEEA : 1290 HEsR)

-2 FAEEEEOLEREL CRERARBERF O IS4 72 5% & B E FoERM X
HREM (FROWThMACHEYS T 2 EMITHAIEM) 23, YZBEROoXRKIE
TAHRREOBEEE L LTEBISILTWAZ &,

#

EMffRE% 2 EOPHTHERZRT LRIZ 5 FLL LOBABEDOERIKRTIHESR
ToTWBZ e, 5h, 2L LR, PAEYREEEL Lf:%ﬁiﬁiﬁiﬂﬂﬂfﬂ%%
THoTWAIZ &,

ERSREFRES 2 EOPHIFHEL KT L2RIC 4 FU L0 B RHEGERRIRORRK
HEERT-oTEY. 35, 280 BT, BAEYMREE ST EEZ RO
BRVHEZIToTWH T &,

B SUT R RHE MRS ROPMIHELZ T Lizic, 5L B0 niEsts

DEERFHERZIT->TEBY. 55, 24X, BAEYREZEDAEARORA

BROBERIHEERIT->TNE T &,

2. AFNC X ABBEICBWTHEHEASOSFMEEE2ET 2D, BEDEREK
27 AR ERIZ EOFROWTRMNOR TG 23 TR CEEBEOLER

R CEERRREOM IR SR H5 L BB 2R OIERM) & ORHELEREO L &
IRETAIL,




@ BFEADEESFREROEHICTONT

ERNEREHICATTIELEENEB S, BECENSOBRED, HM - &
SHEEEENMER OB R DB I E R EMSIC - 2 5REE, FEFLsREL
TBEOBEEY, SRECHITOh A EHFPE TN L,

® BHER~DOH TN T
@-1 HEskikHlic B9 2 ¥ .

MIEEMEREOEERBIERNREAE LB, 24 BRBREHIOT, MRz
ILEHERRITRBV T, BRULAMERICS CTAREEEL U CT Z0RERH 0Bl 4
ELREOEERY AFIEE b, EhiCcTiEleffirE-sTnaz L,

®-2 EFEFHICL3FFEFESNNCET 23

BADREICED AEMN MR EOER2AT A EREEENEHERAE=%Y 7
EEDEERODAI ) —= T ETWERE LFHE LT TE 55— AERKH| M
HENRTHHZ L, B, BlEEHllconWT, BABRRE L EORBIT-FICEMmENRT
AV Pl

@-3 BIEROBEPRICE LT

BIERT (RIEHENREICT 2, BRI, Dfhde. sk, HEBUmRMRE, KIB%K,
BREOTH, 1HEER., IFHsRE, FRSERE, BREE, BEE (85 -
RS R ate) . BISEE, Bk, BEORBEE, BIRMMIEREE, infusion
reaction, SaFEHt M/ NRIAMESEER (ITP) | BEDREERR, IR, DS (O
S - R0R - DEMEAMIAES) . BOMRNLE) IR LT, SRR i R
HWEAOHEMMEEZE T 2 BN L L EHER OBEORRICE L TSR OTE S Z T
BNBREFCHD 2 L), EbHICENZAERCE BEMIE-TNE I L,



5. REXNRLRLBE

[Z2HicBT35EIEH]
O TRICELETIEFICOWTIHARDEZEPET L ShTHH 2 b, BT
bhnz &,

o AROEEMTR LEHEVE DBEEED H B BE

@ BEEOFEMIZBNTTRICHY T3 EEF IOV T, AR ORFEHEI R
C R, {LOBRFERESRWRAKEY, BEICAREZERTLILEEETES,
o MEMMEBROSHIBTEOH S BE
o JEERE{RRE CHEE 2R ) 5 BE R OGO BUR BRIt RSO RS i 2%
LOMICKERETBH BN BE
«  HOHERBOAGE ITEMHERNLE L ITERNEO B CaERBOBERD
HDHBE
o JEBBHEE EhBMESHEEEZSD) 0boEBE
»  ECOG Performance Status 3-4#V D BHE

[FFiEic T 2 EH]
Q FIFFRFEZEDEEREREOD 2 BEICBWTFROEHER RS TS,

@ TRIEEYTHEE AT ZARORE RO F RISV T, FFIOFZHES
FSLENTRBL T, ARORERZE LR,
o FIFTREARETCEREC L SBREOCRV A
o HTRRHEIEE
o {LOPEMEEER LA L TREShDEE

@ FAHITEELRSIMHRERIC BT, 2EEMICBWTHBRIZS L TADESR
HEENTWAD, PDL1 FHEFIZL D FHEOHAAERLR D Z L PATRINDME
BERLATWEZ 1D, PDLI BERFB*HHER L L TARORE TG OHN %
G237 EMWREE LV, PD-L] REEN %R ThHD 2 PR ENEBEICBNY
ThE, AFUSAOHEERRELEZEET S,

k AFIOZWIE L LT, RFES : PD-LIIHC 28-8 pharmDx [# 7] BBEF I TS,

(&) £COG @ Performance Status {PS)

Score ETE

0 [ £<HER{EBTES. BFRiLALBEEERHRR TR,

PIRAOIZE LWEBNIIRIR S 505, HMTAHETC, BEETE- TOEETI I LB TES,

U meoszr, dossies

3 BT CHSOEORY O L T _RCAEEBERITCE Y, RO 50%E ik~ y FATART
ED

3 Rohi=HIDEOEIV O & LivTE RV, BF0 S0%LEE~Ly FABFTRIT,

4 | 2<@iihy, BHOFOEYOT LT TERY, By FAMTFTRIT.
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6. BERELTHRE T sE=H

O FHASCESCMZ, BERTES NRIT 2 R B S & AR O FER UTEIE S
HODILERFRETSIERE L ThbERTEZ L,

@ BERIRICES D, BERBZORKRCEHERVERER BB, AE2E
ThoRETBZE,

@ PD-L1 BEELHER LI ETAROREFELHWT 2 2 L NEE LA, PDLI
FHEAEPFERTERVESIIE., FROERAOEET 2 HTIZHIE L L TRE515
z,

@ FERBEIERAO<=RI AL MIoONT

MEMERHRESH HDNDE Z LR DOT, AFOHEFIThic o T, HHRE
W (PR IREE, ek, REE) OFERREUNE X #RaoEES., B85
WZIT5 2k, T, BEIGLTHES CT. hiif~—»—%0oRELEHETS
Al N

FHNOFEEITEE D infusion reaction 12 2 TRAKKIC RO T A4
e ZAT -7 L THRY 5 Z &, £70.2 B A AEOAA B -5-FFHZ infusion reaction
BHboDZ L bhbDT, ARG T RUAFHE R T HIT A Z 44
VERETRE, BEOREZTHICEET S L, 4238, infusionreaction %
RELTHAICE, 2 TOBREERBZLICEET 3 CRE 2 +o8E
THZL,

FIRIEERERCEN H b oD = 23 H B D¢, AF OG5 &R RS HIR
L EYIRC FRIREERERREE (TSH, B8 T3, 8 T4 SoHIE) 2T
&,

FROBEEICL Y BEOHRERINICRET 5 £ 2 bh 584 2R HRORE
BHLLNRLZERHD, REIFEDONEEAITIE, BRELERIIL L
FFR R 5N & RBR 2 R OERT & U CEEIRERIRBE 21TV, BEORE
FIRIC X 2RWERB RN 25810k, ARIOKRETFIE, RURIBEER
NEVROBREEE2ZRT DL, B, IREESNErOREZ X VEIE
MAOHERBD bR WIEEIZI. BIREERAE LSO H A oEm
HEET S,

BEHETH, JORE LEVARR L T LBERBRRTIZEBHD1D,
AH OB EHETRIZHBERAORBIC ST BERT 3,

1 BUBEIRA (BUAE | BEERB 2 5r) b bbh., #REEF P T F— 2
WELIERHHOT, 0%\, Bh, BHEFOEROBIRLIFEED L7+
FEETHZ L, | BERBAREDNZHACEREEZTIEL, AR Y
ROk 5EOBEARDEEZITS Z &,

® FHDOEKRBRIZBNT, RERFHE»HOBE, TR, BEREEML 14
[fid 6 R Z L ICHEPEOTE EFT > T\ Z e 2BE R, FHBEPTELN
ICEROBEBZITI Z L,
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BEFERHEETA o4 v
=R~ 7 (BiaTH#z)
(BR524 : A7 PO —RERSEE 20 mg, # 7V — R RATHHTE 100 mg)
~ R e ~ |

PRk 2 94E4 A (FA 3 04E 8 AHED)
EEBE
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1. ZUHiz
EXERDELME - REMHOHREO DI, BREASCESICE SV ZEIEREARRD
bhd, &bz, EEORFEMOESRIZ LV, KBRS R & 0L HHRIERR
FERGMBEREINZHC, Zhb0ERLZEICAERBEIRIT 2 2 L RO
BE L o THY  RFEMEBCEE & EDEARIEF 2016 ((FRE 28 46 H 2 A BFEIRE)
WEWTYH, EFMEERFOEADEBIAEZKLZ L LENTVD,

FHEERBTERTL, BEERSPREN T u 7 7 A VEBEFOEERB LA LA
BRBZENRDD, ZODH, AHOMROEEEICETAERS+HSERT 2 X TOH,
WHERSOBEEZMZT A LR HHFINIBEICHLUTERTI L L BT BIfE
ANRE LiIc hE R R E & 2 2 L AR —BOBHF =T EFER THER
THRZENEETHD,

LERoT, EHA FF4 2Tk, BREESINE C/LNL TV SEFIEF -
R RHICES X UTOERROBEREM2HEET B0 D BRERENF, 2
FROCEBRFEEZTT, .

B, AHA FTA %, BATEIEA B RS GHEME, AREEEARR
B ERIEE S, —iE R A B AREEAR ES KU — R EEA B FWREBRER O
Fiodh E{ER U,

Wb i AEEL A7V R ARE 20 mg. AU RATEHTE 100 mg (—%
& 1 =R N=T (BETHEZ))

$H L APRIAE | ARIGTIRAEIIEBEOFHNAE

HABLRABERURE : EH., BACE=RAL~T EETHEL) L LT, 1B 240mg
% 2 AR CaWHET 3.
(LSRRI ORIBEIRF R X I EBREOBMlaE I LT
A Y AT (HiEFHEz) LHERT2H88E BE. AR
oA+ (BaFilE#z) LT, 1E 240 mg % 3 HFR
BT 4EAESHET 2, T0%, =FLv7 (BiaFEKER) &
LT, 18240 mg % 2 BRI TEEHFEST 5,

5% iRk 78 ¥ & NBERTENRART

(BE)

ER AR B B — R A AR S0mg (R4 A VY AT (BETHEEZ))

DOPEXEIFR, BERCAR

2B X B R BIBTRTFREXIIES O TR

HERCHR: =Ffr~ry (@EFHBZ) LORIERBWT, 8%, AEA

Y Avs GEGTFHEMBE) & LT1EIL mgke (KE) % 38

kg T 4 HAREET 5,




2. FEIOREH. 1EREF _

F 7 U— R E TR 20 mg RUEDEHEHE 100 mg (—i4 - =R <7 (BT
#ax), BT, [FED i3, MBFESTERISHEAT Ly 728 E TV R -
<A Y =X RJ 47 (BMS) ) BEZE LKt F PD-1 (Programmed cell death-1) {Z3%f
+BE Ml1gGs T 7 a—FAHETH B, |

PD-1 1%, LY 55k (THl, BHERECTF=2 74057 —T /iR RUE
R RET 5 CD28 77 I Y — (T HlRoEH L& #MBMIZ IE L AlCKHIET 24
TE#) BT A3%AEKTHS, PD-1 iIHFERTFAIICEES 5 PD-1 U H s K (PD-L1
BOPD-L2) EfES L. U BRICHINEY 7TV EEZEL TY 3 RkOEEbRER
BICFREI LTV, PD-1 U FRIPUSERRHIRLIAIC & b ok 2 EGHEEIC R,
LTkY, BEERARERED LU L ZEEHEBICT 2 PD-L1 ORI L ik 04
R & ORICAOHBIBUER D D 2 & RBESN TS (Cancer 2010; 116: 1757-66)
Fic, BHERAEAE CITHARE T HRSELET DA ¥ —T7 xa i< (IFNYy)
2L >TPDLI OEBRBFEEI N, BB LEEHEEICBT S PDL] ORBELMED
ATFEHIR & OMICIEOIERBEBEH#NH 2 & OWEDL H D (Sci Transl Med 2012; 28: 127-37)
& bIZ, PD-L1 ZHIFR S LB AMMIT, FURMRM CD8 B T MlsoMinEE |
TEHEZEEE X525, HiPD-L1 $i&£T PD-1 & PDL1 L OFEEZ2METS L F0OMIA
GEERPEETS Z EPRERTV S, FOI 26 PD-1/PD-1 U 7Y FERIZ, 2
AR HURRRRAR T MK b ORBE L RMT 2HFO-—-2L LTEZ LR T
B,

FHNE, FEEBROFE RO PD-1 OHRISGIR (PD-1 U o FEAEE HE L.
PD-1 & PD-1 YAV FEDHEAEZHEETIZ LEL Y, BAFFERN: T MiaoiE
PRI O MRS 2 R E EEE 28T 5 2 & CRENRIEESR 2R
ZEAER I TWS,

INODHMAND, AANIEEEEII T 25 RS 2 v B3 b L Hiff S,
BN R e b LR B 2 Eil L, At TR OB AERRESE S,

FHIOEREFFICESBEOAESINT X 2RIERE R bbh, BEXIIECIC
ELAHEMERD L. FRAORETRUERGHICE, BHEOBRE STV, REIE
D BRIFEITIEL, FR L FRITIS U B2 ek & BB R DB &8s L Ol
DIRERBET 21TV, WEEORERIGNIC L 3BHERARRDI 2 HBEICH. RIBEEAL
TR OBEEEOBERLBETT 5 BERDH D,



3. BRI
RIGUIRA e B O B IR O &SRR IR &2 1T » = R RIRRBR O AL
7_j:\"§-o

(& h]

OHEPEEFSMIERE (ONO-4538-03/CA209025 FAER)
MEHERERMZE T IRESEBA (TX v F=F, R=F=F, VT 7227,

2 R T B AT IR 2 T B T S R M 0 H2 PR M AR B R R
821§l (BAANBRFE 63 ST, AFBEA0F, =2 U AXFEALF) 22X I, =
_o U AREEE LTHA 3 mgke % 2 BRABRTAREELE L ZOFPIERUE
it AR L, TEFMER chrAEH CUF. fos)) (FRfE [95%ERK
Bl ) k. AFMBET 2500 [21.75~NE] # A, =<0 U AR T 19.55 [17.64~23.06]
HHTHY . Al ~{n U AR R UEEHEICA R RER R L (A F— R 073

(98.529% S H#HIKA : 0.57~0.93] . p=0.0018 [JBH log-rank $R7E] . 201546 A 18 HF —
N N

1.0
0.9+
0.8~
0.7

s 087
IF 0.5

0.4
0.3
0.2
0.1
0.0 —

FrTrTrrrifrrrrrrrrfryre7yyrr¥7y 717 71 v71 |
0 3 6 9 12 15 18 21 24 27 30 38
at risk® ft#ﬂqﬁia (ﬁ )

A#HIEE 410 389 359 337 305 275 213 139 73 20 3 O
TAOYLZRE 411 366 324 287 265 241 187 115 61 20 2 0O

E1 OS OFRENTR® Kaplan-Meier bR

—A— XHF
D IO DREE




T, BAEANESEN 63 4] CREIFE 37 4, =~ U AARE 26 41) @ 08 (h4fl [95%
{SHEXER] ) 1. AFFET 2737 [23.62~NE] # A, =< ) ARFETNE [NE~NE]

HATHoT (NF—FEH 1.50 [95%{FBIER] : 0.49~4.54] ) .
*: WERE GT. R

10 — ﬁ“ LTSSt mmomoenee e e
Di9
GE
0:7-
i 083 »
77 0.5+ '"@" lﬁqijgzg‘f
gﬁ-#.;-
o3
| 004,

“Qg :.‘3'5 i :é‘ D -g LA SN '.-1 T

R P
2 2 B

atrzk¥ ks LIRYES
HBB 37 87 96 35 ,35 34 24--‘ 1 8 4 0
INOYLABE 26 26 24 24 24 24 200 15 9. 3 0

K2 BARANEFIIZBITS 05 OHREEITRO Kaplan-Meier B




Q@EREILFSMIERE (ONO-4538-16/CA209214 3A5R)

{EEERRERARTIATE OMITHE X TIEB ORI E B S B 1,096 ] (HERARSE
REEEL, A AT (BiEFHEL) 0 GF., IKH+ VA7) 25
550, A=F=TH 546 Bl) ZRBIC, A=F=TEHBLLTAA+A LY L=TD
FOMROELETRF L, TEFMAEE €% 5 Intemnational Metastatic RCC Database
Consortium (BAF, TIMDC] ) U A2 453" @ Intermediate &2 Uf Poor J 27 DEE (FA
A BV Ao TR 425 ], R=F =T 422 ) IZRIT B 08 (PR [95%(EFEERT )

X, AFIF A BV A TETNE [28.16~NE] A B, A=F =TT 2595 [22.08~NE]
HATHYD, FH+A LY AT HRA=F TR LEH RN EERIERZRL
7o (Y R 0.63 [99.8%59EXR : 0.44~0.89] | p<0.0001 [/BHI log-rank #R7E] , 2017
ESHTIRT—F I A7),

*]  BHMEIIRT S S EEOREENZVEE, EPL. UToORSRYZEREELE DR,
S EIMRTIAE L BN o2 LT | BEROWAIUSTRSERE (2L, hEMEEEEY
(BIF. TVEGF] ) Xid VEGF SAEREN & AR ] ABIT I, H-ofifal
SRR ORI S M D 6 0 D HRREICHE LB
*2: AF 3mpkg (HE) LA €Y he7 Imgke ((KE) 2[FAIC 3 BRIMET 4 EA@EHELCE,
AH 3 mgfkg (KE) % 2 BEIBECARBELE, $ARSHIEVTIE, SAERNCES
L. A EY heFHAROBERT IS 30 4 LOBRE BV TRE 2R Lk,
3 : PBTFOO~@OWT U L85 L2V ESITI Favorable U A%, | Xit 2 IHH ##TE&E
Intermediate U 2 2, 3EB L& THEITE Poor VA Y L &R,
OREIRALE & DU ST T bARBROMEELSENTT £ T | 42K, @Kamofsky —ARIRIE 80%:RH,
@~F S 1 B EREEE TR, OHEROINS T AHED 10 mg/dl 285, OF PRES
HASE LR LS, OI/MIEASEEE LRE B 5

1.0

0.9
o8
-
§ 0.7
vy
5 06
g as
>
g'oﬂ
03 ) )
& . —— A E Y AR
0.2 ~=== : Rx=F=TH
0.1 OCEUA : §THY
a0 : 7 T ¥ Y T T e ) =T 1
e 3 G R T 1 1s 18 21 24 27 a0 a3
COvarat Sordval (Months}

ARIAEIAvTR 425 399 372 a8 T3z 318 300 241 M9 a2
A=FoFE 422 387  asz  31S 288 3853 235 170 &9 34

®3 OS OFEMITRED Kaplan-Meier [Hi$g
FEATRHREER : Intermediate 2Tk Poor Y X 7 [E

6



2. EFREFABIFARER (ONO-4538-16/CA209214 &) T\ T, IMDC Y R 7
4344 Favorable U R 7 O BFIXFETMHE R OMITHRER & Shizdhoiz, HER
BRIZH A AN BiLie Favorable Y 2 7 ORBEFE DT —FICH3& ) BRI T
R, AF+ACY AT RHENE L TRA=F TR CREFREERELN TS (T
).

0.7

0.6

05

Probability of Overall Survival

0.2 —— s FAA EY L B
————— RmF B
01 OBUA 31Ty

- — —— —— T —T —
0 3 6 3 12 i5 18 21 24 27 30 33
Overall Survival (Months)

FEeAY arTB25 124 120 116 111 103 104 ag 78 27 2 0

Z=F=7€ 124 119 19 117 114 110 105 104 84 32 3 0
B4 OS OFEEN RO Kaplan-Meier Bz
R B4EM ; Favorable Y R 7 B



[Z2hE]
DEREIRIEIHERE (ONO-4538-03/CA209025735%)

A EHGUTAHIRE 397/406 B (97.8%) . =rr U A RFE386/397 #il (972%) IZRE®
b, BRI L OREBENEE TE LW EFHRIIAHE 319/406 5 (78.6%) . =
v U ARFE 349397 B (87.9%) IR LT, WTNNOHTREEN 5% EORIE
HIZTFROLBY Thol,

#£ 1 WThh OB TRRIEN 5% EORER

. Fi% (%)
BERLA T “ EXETFeT
™ 406 {31 397 #
(MedDRA/T ver.18.0) £ Grade  Grade3-4  Grade5 2 Grade  Grade34  Grades
SRR 7‘ 310(78.6) 76 (18.7) 0 340(879)  145(365)  2(0.5)

AR IO

24 (5.9) 1(0.2) 21(5.3) 0 0
50(12.3) 5(1.2) 84 (21.2) 5(1.3) )
57(14.0) 1(0.2) 66 (16.6) 3(0.8) 0
0 117(29.5) 0

0

18 (4.4) 1(0.2) 0 33(83)
134(330)  10(25) 0 134 (33.8)
1127 0 75 (18.9)
17(4.2) 0 56(14.1)

24 (6.0)
0 33(8.3) 0 0
0 29(7.3)

e

(RS R N
o AT o— I 2(0.5) 0 0 29(7.3) 0 0
bk , 9(2.2) 5(1.2) ] 46(11.6) 15¢3.8) 0
&Y LYY FillfE 5(1.2) 0 0 64 (16.1) 20¢5.0) 0
0 82 (20.7 0

14(3.5)

BRI 1E2n 0 0 51(12.8) 0 0
0 0 19 (4.8) 0

U 24 (5.9)

T7094) 0 0

: AR RO : 36(8.9) 0

0 0
PR R S _ 30(74) 3007 0 51(12.8) 2(0.5) 0
. Yaefiy 307 0 0 41(10.3) 0 0
i 2 S 16 (3.9) 6(1.5) 0 58 (14.6) 11 2.8) 0

IR 12 (3.0) 0 0 0

BEREHERR C26(64) 0 i} 0 0
FH - RERFOETSER 4(1.0) 0 i} 0 0
£ 5 FEE 57(14.0) 0 ] 0 0
RE 41(10.1) 2(0.5) ] 79(19.9) 3(0.8) 0




7235, FEIEMEMER 1961 (4.7%) | 5 1] (0.2%) . HAEUDBIREE/ I A/ 3F—56
B (13.8%) . KBSk - EEOTHI 104 (2.5%) . 1 BFERA 1 4] (0.2%) | FHfeER
=ik a6 5 (11.3%) . 216 (02%) , FRIRESRERE 34 41 (8.4%) . MHRMEE 55
Bl (13.5%) . SHEREE (RUTHEETRSE) 28 4l (6.9%) . BIBHERE 6 4

(1.5%) . infusion reaction 21 B (5.2%) . EEEMREREEE 4 6 (1.0%) . TR
Bazz 2 5] (0.5%) . B 141 (0.2%) BRUORY IR 16 (02%) BBD LI, *
Fo. ERERENE., O, i /MR ESEEER, S - BERER R OSHIR MLk 22
BIEIIERD Lo, ARMERRBRGIT NS ROEERS (BRREREYE S
i) EETEERETT.

OEELFEIFH AR (ONO-4538-16/CA209214385k)
FHEELIIFA A U b 7R 544/547 51 (99.5%) A =F = 7Hf 532/535 $1(99.4%)

KRDLIL. BREODEREBESITETCELVWEEHRILFH+A Y AT
500/547 il (93.1%) . A=F =7 521/535 B (97.4%) T bhiz, WFRhOR
TREER SR LORHERIITROLBY ThoTe,

' #2 VFRAORTREEN 5%L. EOEHER

1=y FlE (%)
%Qfg;ﬁﬁ FH+A Y AwTH A=F=TH
(MedDRA/ ver.20.0) 547 Bl 535

£ Grade Grade 34 Grade 5 %= Grade Grade 3-4 Grade 5

Hiin 34( 62) 0 33(155) 24( 45) 0

B SRR AAE 1( 02) 0 30( 5.6  3( 06) 0

PR EAME 3( 0.5 0 69(125) 32( 60)
N —1 - 0 _95(178

Bl 28( 5.1)  11{ 20 0 ¢ . 0 0

FR RS RE TEESE 590108  2{ 04) 0 12¢ 2.2) 0 - 0
ﬁiﬂtﬂﬁmﬂ%{&?ﬁ 85(155)  2( 04 134 (25.0)

Mﬁaﬁ 38( 69) 2{ 04) 0 38( 1.1
Walii it ] 9( 16) .0 ] 30( 56) 0
B 35( 64) 0 ] 39( 7.3) 0
TH 1450265 21( 3.8) (] 278(520) 28( 52) . O
M PR 31( 57 ] 32( 6.0) 0 0
iz - 15¢ 2.7 0 o 96(179) 0 0
i1 3¢ 05) 0 ] 27( 5.0) 0 0
R ST L = ) 6( LI) 1( 0 0 55(10.3) 0 0
i 169(199) 8( 1.5) i} 202(378)  6( LI 0
nR% 23( 42) 0 0 149(279) 14{ 2.6) 0
0 110 (20,6 0

91 (17.0) ;
264(49.3) 49( 92)
152(284) 14( 26)
29( 54) 0

72(132)

202 (36.9)
13( 24)
25( 4.6)

T FS=VFI)RSYAT2T— _
N 60(11.0) 27( 49) 0 50( 93) - 8( 1.3) 0
7 3 F--FHhn 71(13.0) 31( 57) 0 M 77 17(.3D 0
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P (%)

BERNGE FAIACY hv TR pyer=
g(ﬁ;;mm 20.0) 547 1 535 41
ver<d % Grade  Grade34  Grde5 2 Grade  Grade3-4  Grades
TARTHERS L) FFUAT
= T —EH 58(106) 19¢ 3.5) 0 49( 92) " 7( 13) 0
My L7 5= 35( 64) 1{ 0.2) 0 I5( 65  2( 04) 0
1. o R R s - B 11¢{ 2.0 0 0 30( 56) 0 0
U A—-ER 90(16.5)  56(10.2) 0 58(10.8) 35( 6.5) 0
SFPEREGR I( 05) 1{ 0.2) 0 40( 75 23( 43) 0
e T 4( 07 1{ 0.2) 0 73(136) 36( 67 0
R 18¢ 3.3) 0 0 28( 52) 0 0
0

BB (73
10( 19)

31'( 5.8)
33( 62)
55(103)

L PR (5D 1( 02)
-%tﬂn'll 0

46( 86)
29( 54)

40(73)
BT 0 0

Fi - RERFRETSERE 5( 09) 0 231 (43.2)
B SIEE 154(282) 3( 05) 49( 92)
BE 118(21.6) 8( 1.5 67(12.5)
B EINES 0( 9.4)  8( 13

BT 2( 04)

0

OO0 0OoO0
OoOoOocooco oo

I T 12¢ 22)  4( 07 0 -216(404) 85(159)"' 0

R, AR+ A Y A THITRW T, FIRREE 136 f (24.9%) . TFHERERE 98 i

(17.9%) . FIRIREEEREE 147 ] (26.9%) . BHEREREE 46 B (8.4%) . FIEMEMIER
B35 ) (64%) . KIBZ% - BEDTFHI36 i (6.6%) . EEEDREFHEE 20 ] (3.7%) .
FHAEREREE 24 6] (4.4%) | BRITHERE 32 4] (5.9%) . 1 BUERT 5 61 (0.9%) |
Mede 74 (1.3%) . EAERGEENE 14 (0.2%) . W4 - BEER 2 f1 (0.4%) . infusion
reaction 22 1] (4.0%) . 5> & 55 2 5 (0.4%) . DB 140 (0.2%) . %% 2 #5 (0.4%) .
WRE R/ S A3 F—102 1 (18.6%) . P& 78] (1.3%) ROFHIRMLEEZEERIE 2 5

(0.4%) BRDHBRhE, T, ﬁﬁﬁmzj\meﬁ%ﬁfr B OB{LEEERIIRD bR
o fs, FRERABRRIIYUEFEROBESS (BRREERELZ D) 280K
FHER AT,
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[ - AE]

AR O BEMEHEEETAEAHLEY I 2b—a iz kY, 53 mgkg (&
) X13240 mg % 2 ERIERE CRE L BoRF omiEPRERRN SN, O
B, FF 240 mg #HRE LEEOBERIT. F4 3 mghke 25 LEBEORER &
LCEEZTTEFHENELOD, ARABRFIENTEFEIERSNLTWSA
# - AR (10mg/keg % 2 HBERBMRTRE) TARlZHRE U-EEORER & Foik L TEE
ERTEFRESIE (FR). M T, SRoREC BT 57— 2 Ic 5%, &%) 3 mg/kg

(EHE) X% 240 mg % 2 BREERE CHRE LEBOFRROBRER L AIMER T2 L
OEEZBRHNT BEREIGTTVBIEES L, YHEEIC OV TRE TR ER.
EROME - HEOM TADERUVEZ2EICHERERERWE TSN, £, &
M RFIBIT 27— ZICES&, F8 3mgkg NiZ 240mg &1 ¥V A7 1 mg/ke
¥ 3 EAERECIRE LBEOAROWRER L &1 L OS2 BT 2 BRERIGET
HBREE I, YEEEIZ W TRNBITON R, LRl - AEOR TE2%E
WCHAREAERIIRWE RIS,

£3 FMOEHBB T A—F

3k - Crnax Crind14 Cavgdl4 Crnaxss Chruin;ss Cavgss
(pg/mL) (pg/mi) (pg/mL) {pg/mL) {pg/mL) (pg/mL)
3 ke Q2W 516 16.6 243 113 - 62.1 776
(352,70.8) | (107,245 | (17.1,33.9) | (75.0,171) | (271,107 | (42,127
24018 Q2W 727 235 341 159 87.8 109
(51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
W0meke QW | (147 019) | (512,792 | 00,114 | G31,530 | (84,313 | (237, 386)

PRAE (5%, 95%) . Q2W : 2R, Crex : IEREHOBERMIFTRE. Crins : IEERSH14
AR DRAEMIEFIEE, Cogars : FIER S5 14A B £ COERMIPBEHREE, Coaxss 1 EHEIREIZS
2R ETRE, Cuins : EFHRBIZEIT 2REMETRE, Cres 1 EFRERICHT 5 BHMFT
"

11



4, BRIT 2T

{L BB ORIBYIBRA R T BB O BRERFIER T 2 H5E I, &R
&bl UCHEAREFE (2FE) PEELhTWaZ b, YHAELEEICE
HTEXAMBRTHAINENR DD, FOLT, EEMLD R EHHE RMP) [ZEISX,
A D EIEGLZEMEEREE~ OB AIEH D3 5 DHE T Hh o T, AHOREIEL R E
HRDU - B L, AMOBEI X EEARHER 2 RR LERICHST 5 & HIAEE
e, UTOO~@QDT_TEMETHRBICBWTERT & THS,

@ IO T

D1 Fo (1) ~ 65) OWTFhPIHELETIHRTHD I &,

(1) BEAEFBRENEET 2B ADREENARRRS EREFRSAZERESIL IR,
H A3 A D FEBHE L ST, USRS A IR R &) (ER 3044 4 A | ARERT 437
Hiz%)

() ¥eetaenmty (ER 29446 H 1 BRER : 85 MERR)

(3) HEFRMENRRET D BABIOEIR (BABFEERRERDL, 2 ABTREE
BARBE. BASEEEEHEER &) :

(4) SR ERRE L, SRR | XSS FRREINE 2 OfEsk i
WARDBHEIT o TV AHERR (ER284F 7 A 1 BERA : 2540 HE5R)

(5) FIEMEEAAN SEMEORREEIR L BB ETo TV HlER (R 28 4 7
A 1 B ;1290 fEE%

D2 BHasobEER CRBERRBROM N+ 72 55k & R A FKOER (T
FEOWTNNICHKY T AEM) 2, UHDRBOFAICET HRROEEE L LTERE
XhTndo L,

E3

. Eﬁfﬁﬁ'ﬂ:ﬂ Bt 2 FEOPHAHEL IR T L% 5 £ EORABEDEKRFE R
ToTWaZ &, 9b, 28D X, PAEGREZ L LZBEREEZOIES
fToTHnBTZ &, '

o  EERITREE 2 FOUEMPHER KT L&IC 4 ﬂilpiJ:ODil{FK%’%ﬂ%@ﬁﬁﬁﬁﬂg
EiToTRY. 5bH, 248 i3, BHIKE O AEDIREE SR ABROBERK
BHEER{T-TWAZ &,

@ BEAOERGFEREEOEHITOVWT

EXMERTRCHFTIECESIRE S A, REME,LOFRED, A2 - &
SASIENEROFB R CEMS I T S FRRE, FEFRPRE LG ORE
., EHRECHIITONIEHINE-TND I,
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@ BWER~OXBIZ2WT
@-1 REFkAHIC B 5 2

MEMIRBASEORELRAWEANIE LB, 24 RRABFER O T, HriERXY
ILEEHERICBW T, BRULEWER IS C TARERR T CT $0RIER OB &
ELRREOCHERSBY BPIELN., BEHITHISFRREHIE->TWHZ L,

@2 EFEEFICL 3 AEEESICET 28

BABFTEE D B3 B2 R OB T 2 BEREHEREERe=2 Y v 7
REDTEERDOR Y ) —= L PETOVERE & HlE T T 55— AEREH
HENRTWB I L, 2B, BEERIZOWT, PABFZ L FOFRRITSICEMESNT
WwWBI ek,

@-3 BlItEROBE-eRISIEE LT
- BUER (RENMEMERBICIIE , EAEREIE., DR, iRk, BUUHRARE, KIBR.
HEOTH. | BIFERE, FFEERES, FRIREERSE. iREEs, BFE (Fra-
FEHEERRZET) ., BIRRES, e, EEORERE, FHIRMASZERSE, infusion
reaction, SfEHE M/ MRIBIAMESRBER (ITP) . BEOKERIR, G REE., MEEE (O
EE) - IR - OEHELHAMGRS) . BOEEmS) oxt LT, MR U HER
HEOBEME LT B EM & EE L EER OB B L TEERURES R
LBNDEBITHBZE), EBIENRLENTXIEHPE-TWDEZ L,
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5. BERS L RDBE

[Zzattiz 89 2 55]
O TRRZYUTIBEFCOVWTHERFRORESERL Sh TN b, BE2IT
- bRnIL,

o EKHIOESCH VBEIEDORERO S 5 BE

@ BFRATOFHIICE W TTRRCERE T2 BE I oW T, AFORETHRE I 2N
MR, MORIERREN 2 NBEICRY |, HEEEAAZERNTLIZLE2BRTED,
o HEMENEKBOSHEXIIEAGOHLBSE
o WISEGRE CRIEEEZFEY D BE R UNHEMED BRI IER Ik gt it ¢

SO REREELRA LD BE .

v HEREERROSOE JUXBMEMNRE L IERMEO B TSR AR D
. HBBRE
o [EBRBAE (SnERHRBHEEEZEST) ObhLBEE
«  Karnofsky Performance Status 70%:<i =V DBHE

GED  Kamofsky Performance Status (PS)

Score EH
100 ER, ERIZMNT2BHFOR LB, BERERR
- . N L.
ER OB, HARERE LR, 0 | BUBRERALEY, ERENTE

80 2720 EREREH DA, BH L TEFOEEEE

- - . HOHSOWMEFITE DM, EXOEE - H#42
FHWTB I LIIRR, AETERCEC R | 0 | Voo

Eis L b NSRRI LBODTHD, g | A B R T LB CE DR, L& LA ADILE

FaREONMELEL TS, 50 RIREER L BER X U E R T AR NI

40 B, BYLaERBIUEHEINE

LMEETEH %
BORYDE LERATTERY, BRHB | 0 | E<O0T ARFLEEIRE LEEoTh

A ORE L REORWELEL T 5, BB e e

ARHCHET LTS WD 5 5. 10 | EmFES TS

0 v

14




(Aot B 5 5 9H]
@ TEROBECBWTAHOEDESRIES LTS,

» MEHAEMEEREZETIRESEEH (TxF=F R=F=TF VYTFT
==, SN R=TE) 2 EUCFRERE R T HIRIERRESUTEB kD
FiERE (RHBMERE)

o {PEFRECRIARDOIMDC Y R 7 438 Intermediate X j3Poor ) A 7 2 DRG]
BARESITEBEOBMIRERE (YY) A7 L ORES)

@ TRIEZYTIBRFIT 25K 0% SR OERFEICOWTE, FHOFMME
BRI SN TE LT, AHIOTSHR LR LRV,
o ALSERERIERBERUY A b A VEROLOBERER T2 BB T
BAFIEMES,
o RIS,

022 [EpedL R S MAAERER (ONO-4538-16/CA209214 BB 2B\ T, BTOO~@DWThiz bl L
YNBSS Favorable U R, 1 XX 2EA 774041041 Intermediate Y 27, 3EEU EEEET
BE&IiEPoor YA Z L ENT, (6 —T2M)

AR & R AN T OERFROS{ELREIMT E T 1 £
Karnofsky —REIRTE 80%RN

~TS T U AERENEE T IRRE
HEHOD LT LED 10mg/dl %Bx 3

PRSP ERELREEBX S

IMREGREEE FIRE B S

PerEeO

15



6. WELKELTHEETA&EE

O FHSEESICZ, MEREES BIRIET 5 BEEICEE S & AR OFHE R USEIERE
O LBEREREZTSEMR UL THIBERTHZ L,

@ MBIz, BEX T OFRICAEDERUEREEZ AT L. REERE
ThbET2Z L,

® FLREMERO~-ZRT AL MI2NT

BEMEMRARDH bbID Z L BHBDOT, KROBRSIZHT-» Tid, BKE
R (FPIRIEEE, ok, FEEVE) ORERERUEE X BREOEME, BEL o
IZATH =&, Fio, SEIDE U TR CT, ME~—r —S0OREEEET S
z &,

AR EIXEED infusion reaction 242 TREMFZHORMIEDTE A7
BEx1Tol- L CHMAT A Z &, £72.2 B B HEOARA$ 57 infusion reaction
RHLbh3Z L bHE0T, ARBRSHRUFARERTRIZAA ZATA
YERET A%, BEORELSCEET 52 &, 28, infusionreaction %
HELEREIE, 2 TOBERERNESICBIET 2 X CRE 2 +aRE
TAHZE,

ERIBEREIEEN 5 b B 2 &0 H 20T, AF 0% 5 BANT R O 53/
L ESRC RIS AERR A (TSH, 98 T3, &% T4 FOWE) 2EETS
&,

FRIOBEEIC LY BEOKENSICERT 2 L E2 b Aike RERBPRE
BHbbNBZeWibd, REFPRODLNEHEIE, BRLESRIIELE
HMe ek & BB 2 E-OER & B L GETRERNRZI ATV, BEORE
iz L aEHERBRPN A BAIE. AFIOKREXIIFIE, RUBIBRRE SR
NEVRIORSSELEBTH L, 2B, BIBREFRALEOREICEVEIE
AOWERTD bRWIEAITIE, BIFEE RV USAOREMHE OB
HLEET S, ,

BHHTH, ZEEAPLEI AR LTI LRHERRRRT 52 8 83H B0,

AR OBEH/TRICHEEROERITHFITERET 5.

| BUERS (B | BRI R ED) Bhobh, BRMEY M7V F-v R
KEDZLBHZOT, OB, B, ELEOERORFCMAHED L+
SEBETBIE, | BERFAEDNEBSITIES 2L, AR VE
OB ESEOBERLERITI 2 &,

@ FFIOBERRICIWNT, LERENSREAZIZRIT 5 HAHRS CiaR 5an
b 1ERIT S ERT L., (LERERIRRBE IR 54 UY A7 HHREE Tk
BERE»S 1 ERIT 6T BIENE 12 BRI%) CHEIMEDTEETTo T
For b EBED, AR SRIIENOICERRE CHROMEREITI L,
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EBEHEETA R4 v
=R CREEFERLZ)
(lR5E4 : 70— R AR 20 mg, 7P — R EFEEHE 100 mg)

~ERERDFR Y VRE~

FRk2 944 A (FRL 3 04 8 ANGT)
Iz



H&

HUBIC

AH DR, (ERERE
#4735 :
HERIZDWNT

BENG LR ABE
BECEBELULTHEET&EEE

LI S R S

P2
P3
P4
P8
P10
P11



1. JXC»iZ

EILEOF M - ZEMORFEOT-HITIE, B TEL R ESWBERFERIRD
bivd, Xbiz, IHMEORSEEMOEERIZ LV, FERERSR SOEFNRFRIERE
IFEELPERENDIPT T, INLOEEHZRICHERBHR RT3 Z ENERO
T L 2o TE Y EFMEGEE L a0 L 2016 (Ek 28 /£ 6 A 2 B BERIE)
ZEBWTH, BFHNERLSOEROFRE{EH®ELZRL - L EENTWS,

TR P E R I, SORER PRt T 1 7 7 A MREREOERS LB bR
BB EBDD, DR, FIMERVREERET 3 ERATS5EHT 5 £ ToM.
WHERMOEE LM ST 52 LB Sh3BREICH LCERT 2 L L bz BlfE
ANRHE LB HEREE L 52 R —EOEG 2R T RS EH
TR LREETHS,

Lo T, BHA FTF4 Tk, FERBESLINETILELA TV B EFRIEER -
HEMRMIZESE, UTOERROBERERZHET IBANDLEREMR, B2
FRUHBEELTT, | ,

BB, BHA BT A ik, MATEIEARRSEFS A A, AUHREABAR
ERRRIEE S —RAHEA A ABEEARES RO EEA A A LERESOWH IO
b EERRLE,

RN RBERES TR AT 20 mg, A7 PR AREE 100 mg (—%
' & =R T EEFHRIRT)) '
HELRIPEIEIHE « FRIUIEIREOTRAF X U L E
w2 L A EEROAE B, BRARE= <7 (EETHEEL) L LT, 18 240mg
% 2 AR T RERET 5.
B3 AR 5T % NEFESTERSH




2. FAIOFE, EREF

F 7 O— R AR 20 mg R ORLRREE 100 mg (—i4 - =A< (EiETFA
), BUF, TAA) . MFERTERASHL ALy s R BT YRR
<A ¥ —R RZ7A7 (BMS) %) MBEEFE L7t bk PD-1 (Programmed cell death-1) 1Zx}
T3¢ M 1G4 ® /) 7 u—FAGETH B,

PD-1 i3, FEMEL LI Y 2 %8k (T 4008, B RO F = F0% 5 —T #il) KO
BERAMMIC RT3 CD28 7 7 2 U — (T Ml OEH(LE MBI IE L RICHIET 55
F8#) BT 2ZRETH B, PD-1 IR THIRICSHEE S S PD-1 D V> F (PD-LI
BROPDL2) E#EG L. U BRI 7 EELTY A RKOFEELREZ
BIZFH LT3, PD-1 U H Yy FidbiFErAiasisNc e ko~ 2 EEaikic s s
LTRY, ENEAEEEH LR LUEEERIC BT S PD-L1 OFBRLTROEE
I & ORICAOHEBERERH D Z EBBEEIN TS (Cancer 2010; 116: 1757-66) .
¥, EERAEBE CIIEREE T MRS EET Ay F—TzurH < (IFNy):
2k - T PD-LI ORENFE XN, &8 L BEEEZICBIT5 PDL1 OFRLHffEO
AT & ORIZEQHEBEFRENH D & OHiEHH S (SciTransl Med 2012; 28: 127-37),
Bz, PD-L1 2RHEIRE SN AMIRIZ. HURSRER CDS BBt T MidoHMREE
EMELZEEEED, B PDLl AT PD-1 & PDL1 L OfEGEET S L 20
EERENEETDZ ERRENTND, EDOZ L E PD-1/PD-1 U 2 FERI, 28
MBS HIFSR R T RlED b OWBEFERET A2Fo— L LTEX LT
Do : :

AHIL, EERBROERN & PD-1 OMIEAEE (PD-1 U F 2 NEGHIR) WS L.
.PD-1 & PD-1 UH YV REDHEAZHETAZ LIcL Y, BAFURRERN: T RO
PEAL R OIS AMRBRIC S B A BRI 2T 5 = & CM R USSR 2R T
ZEBFERENTNS,

T b OMES S AFIEEEICH T B 2RISR R VBB bO LB SR,
HHAFRDE ) RS NRE LEEERREZ ER L, F2., Z2MRURE
D FER X i,

AF OIEFIEFAIT 25 M OB RIS X ABIER SR H bbh, EEXIIFELIC
EBTEMSH B, FAHORGFRURSRIIT, BEOBRETMNATO. RENR
HBAFHAITIL, BE U ERIE U s ik & R B 2 55 E & Hil L Ol
HIRERIB ATV, BEOHERIGC X ARIEAARDR S B4, m%&ﬁf»'
=V OB ELEOENZMBEET O BERD B,



3. ERERERE
BRIIIEREOTRNERIE Y o EOKBRICEN 21T - L ERERABO

[Hahik]

O EAE TR (ONO-4538-15 5

HREEMBARBHEECT LY~y RFFr @EFERZ) GT. 17
v ELe 7)) B IARREOBFEROIESEEO TN A Uk ) VN ERE
- (ECOG Performance Status 0 B T* 1) 17 fl&nt&iz, &4 3 me/ke % 2 HRHHR TAH

B L, SEHIEE ThHDHEHE (KET IWG criteria (2007) 1233 < fahEIC X
% complete remission (ELF, [CRJ) i partial remission (AT, [PR]) @OFF) i
75.0% (95%(EHIXR : 47.6~92.7%) Th-oTz, i, FANIERE L-HBIE 20.0%T -
Hot,

©@ WHETHRAER (CA209205 388 (Lancet Oncol 2016; 17: 1283-94)

B2 & N S MBRBHIEITRIC T LY e 7 L AL BRI ES S
O R Cx Y oYERE (24— B, ECOG Performance Status 0 2 U8 1) 80 £
FRgIz, AKX 3mgke & 2 BRIEIF CARRE L. FEFMIEE ThEEHR (&
ET IWG criteria (2007) 123 < HRHEEIZ X B CR Xk PR OEIE) 11 66.3% (95%(5
HEIXE : 54.8~76.4%) Tholz, B, FFTNCRE L-REL 200%Th o7z,

[Fedxtt]
O ENSEIHERER (ONO-4538-15 ) |
HEFRIILONRD bh, A & ORRERPTETERVWEFFR L EPNTD
bivis, FEEDR %LU ORI TROLBY TH-oT,

# 1 BHEP SN EOBHER (R REE)

BRI b (%)
17 8

(MedDRA/T ver.18.1)
£ Grade Grade 3-4 Grade 5

2EFR 17¢100.0)  2(11.8) 0 /

B 1{5.9) 0 0
FCiEo 1(5.9) 0 i}
TH#H 159 0 (]
4 1(59) 0 0



Fig (%)
%&ggg;;ﬁ;ﬁ g

(MedDRA/S ver.18.1) 175

£ Grade Grade 3-4 Grade 5

wH 2(11.8) - 0 0
HEEHPALR RS 1(5.9) 0 0
iAol 2(11.8) 0 ¢
ZEdh 7(41.2) 0 0
L5 1(5.9) 0 0

FREhERE 1(59) 0 0

M/ NEgR . 1{5.9) 0 0

HE N 1(59) 0 0

Elml‘ﬁkﬁﬁy 159 0 0

{&73 J rﬂamﬁ 1(5.9) 0 0

&7 F Y o Al 1(5.9) 1{5.9) 0
_ ﬁﬁkﬁlﬁ 0 0
R AR

BB L 1(59) 0 0
H 1(59) 0 0
) ﬁe#ﬁﬁ—;— /\5-— ) 1(5.9) 0 0

Fnﬁﬁfiﬁﬁ#c%
LRHOSE

R S
B
st £
g A
T OHEE
RE

0 0
0 0
0 0
0 0

TR, MEMERRRE 1 6] (5.9%) | SREURRARE/ X A F—2 6] (11.8%) . KiEk -
EEOTH 14 (5.9%) . IriéaeEE 1 41 (5.9%) . FIRIFSEREE 3 6 (17.6%) .
REEE 3 H] (17.6%) B TFinfusionreaction 1 il (5.9%) MFEH o=, Fi-. BEMN
EIE, OfFk, k. 1 BRI, St/ MRS ERBER. Tk, BiiERE
RIEEE, sk - BB, BEEORIGRE, WIRMBERE, TERERE, BEK
VEEFERIIRD b ed o7, RREFARBERRIINZESGOBRES (BERE

HEREZED) EEDEHERETT,

@ #WEAFETHERER (CA209205 %)
HEFRIT 238243 B (97.9%) KRB, FHE DRALBEERTECERWEE
BE 185243 ] (76.1%) K@D Bz, FHER %L LORBERIXTEROLEBY T

—



HoTe,

2 FEBHE5%L EOBER (Al Treated Subjects)

BEIXASE FlE ()
AR A=A
{MedDRA/J ver.18.1) 243 {#f
4= Grade Grade 3-4 Grade 5
EEMER 1506 &8s 0
R e T T

14 (5.8)
34 (14.0)
Bl 24 (9.9)
19 (7.8)

50 (20.6)
. T 21 (86)

lsmi:",.s)
14(5.8)

(86)
Eiitg 28 (11.5) 2(0.8) 0

2B, F‘ﬂE’r&Hﬂiﬁéﬁ 15 ] (6.2%) . HEBURRERLE/ I A /37—19 # (7.8%)
#K-BEOTH6H (2.5%) . F#REREE 2261 (9.1%) . IF&560 (2.1%) .

BrglE

=28 ] (11.5%) . FREREEE 40 5] (16.5%) . BEHEEREE 46 (1.6%) |

« KB

R
Rt -

BlfEZS 1 0 (0.4%) . EEOCKEESE 3 # (1.2%) . HIRLLERE 1§ (04%) .

infusion reaction 38 4 (15.6%) .
Bhﬂ—o ‘ifn_\ Erﬁ%n“jjr ‘L‘ﬁ’f& %% 1

JEESe 2 7l (0.8%) RS E 5K 24 (0.8%) B
FUBEPRAR . e /MR 2EBEIA

BIEEER U TRARREEZIIRD bhih o7, ARERARBIRILITEREROMHE
% (BRREEREZEL) 2280&HERENT,



(R - AE] .
FROREMATHBEETFNERA LY I ab—va itk v 43 mghkg (i
) XiX 240 mg % 2 BRIBIR TS LEEBoFR O mEHPRENRETT Shi, Tk
F. K240 mg B L LEBROBRERIL, A4 3 mgkeg 25 UTBRORERE & B
LTREZTRTLTFAENEZLO0, BEARABEICBNTAEMRHEE STV A
¥ R (10mgke % 2 HRIERCHRE) TAA2BE LEORTE R & ik U TEM
ERTEFHSH (TH) . MAT, EEOBEICBYT 57— 710 3% . AF 3mgke
(AE) XJX240 mg % 2 AR THRS LEZBOAAORER L Ao ett &
DEHERNT 2RBERIGTTUREBEIN, MEBEEIZ W TREBAThh iR,
oY - HEOM THEIMER ORIk ZRIIRVW E TRIE T,
#£3 FAHOEHBIE T 2—F

Hq & . Fﬁ E. Criax Cind14 Cavng Cmax,ss Cmin,ss Caw
{pg/mL) {ng/mL) {pg/mL) {pg/mL} (ug/mL) {ug/mL})

— 51.6 166 243 113 62.1 776
(352,70.8) | (10.7,24.5) | (17.1,33.9) | (750,171) | (27.1,107) | (42.1,127)

240 mg QZW 72.7 335 341 159 87.8 109
(sL.1,103) | (152,34.6) | (251,47.8) | (102,254) | (41.5,158) | (62.1,187)

191 613 9028 | 398 217 -~ 278
10mefkg QW | (147 210) | (512,792) | (19.0,114) | 331,530 | (184,213 | (237, 386)

Hreil (5%, 95%/R) . Q2W : 2EEIMMR. Cuee : FIEHRFHOBEMPFE PIREE, Cuinas @ FIEIHEEH14
HEICBIT SREDFTRE, Capas: FIMELEHI14E B Z TOFHMHTRE, Cus: EFRIEICE
FORBMETRE, Coins : EFRREBICET 2REMETRE, Cues : ERREICET 5 FHMTE T
E .



4. BERIZHOWT

ﬂ%%ﬁkbfﬁﬁﬁ%ﬁﬁ(@ﬂﬁﬁ)mﬁﬁanfwé b, YHRAELE
YICEBTX MR THINERD D, F0OLT, AEOEPEH 2 BE LW - §F
EL., AHOZXEIC LV BERRBERERE LEBRICHIET S Z EBAVNELRED, UT
OO~QDFT R T i TRRICBWTHERT & Tho,

D HERIZOWT

D1 Fieo (1) ~ 5) OVTNNTHETIHB THEZ &,

(1) EEFEREREET 2 BRSNS EIERTR A SRR SRR,
U AS A RS FERHE L R, MU AIERBE 2 &) (FRR 304 4 A 1 AR 1437
59

(2) BrEMIERRE (ER2946 5 1 BRFA : 85 Higk)

(3) FEMRAEIEET A BARIREEREE (BARRESREERDE. 2 ARFEEE
WHMmEE. A SRS HEERRER £)

4) SR EFREEZRE L, ASREEIREME 1 33tk ENE 2 DhigkEAE
WARDBHEIT- TWANER (CERL284E 7 B 1| BREA : 2540 HEgR)

(5) PLEMEIEERIAT EEME OEREEIC 2 BHETo TV B HER (L 28 F 7
A 1 HEER 1 1290 HiF%)

@2 HAMNEDF Y o EOERER URIE R B ORI e A L i
REBFOEM (FTROWTAPICHEYE T HEM) 2, SEZRAOFHCET IR
BEZA L LTRBESATNSI L,

*x

o [EERGRFERES 2 EOFETHEEZ R T LIZ#IZ 5 £ LORABROBERIHE SR
fTFoTNBI L, 5b, 2FEL X, PAERYEERE L LEBEFRIEEFOWHEE
ToTNBHIZ L,

o EMGHIREE 2 EOTMMTHEEZ R T Ltk 4 £ EOBKEEREEF LTS
E. b, 3FEN T, EnBEEEEONARYEREE S TRKDIEFEOWHE
FFoTNnBI L,

@ BEROEEDFREBEOEHIT VT

EXESEHEFRIIHET AR EESREB S, BEACENSOFEER, Fit- &
SHSESAMEROETRR CEMSIC AT 215 RIRM4, AEEENRRBE LEEORE
R, EPFRNITONDERIBESTNDZ &,




® BHER~OHFIRIZDWT
@-1 FaRk bl B B

MRS EERBERANRA LBz, 24 BHZEEAR O T, YiZiizk X
PREEERER IC BT, BE LUARFERICE U TAREERE S CT £0RITEH 0&ER I 4
ERRBEOEESY HPIELL, ELICHETREREHBESTWS Z L,

Q-2 ERMEHC L IHFEFESHINICETESE

MABRICEED A EMA MR R O BT A EREEENEMEHe = U vy
BEDIEROARY YV —= 0 T RITOERE & 1§85 A T 3 F— AEREH R
HaEnTWA L, 2B, BHEEHICONT, BARE L ZOREHHICEmSAT
Wiz L,

®-3 BHEROBIPRISIZE LT
 BMER (BIEERRBICI ., EETAEIIRE, D5, g, BRIUHRIARE, KBk,
HEEO TR, 1 BUERIG, [FHAERE, PRINEERE, MRS, BEE (B8R -
RAEHEMEE A2 ST, BITHE, Mk, BEORERES, H#IRMSIRIE, nfusion
reaction, ot/ MREAESER (ITP) . WE ORISR, Bl RS, DEEE (O
FAE) - BRIR - DEMERSMGES) . BN R LT, R BER
M OBMMER A 2 E L B L GUEMOBEISIEICE L CRER UK B r 21
BRBEIECHD 2 L), HhICEYRAERTE HHHAE-TVB Ik,



5. EEHRLRLBE

[Z2HEi B3 5 5H]
QO TREEYTIEFC OV THARORERRERL ShTVWHZehb, HE2T

blanwz b,
o EEIORESIH VIBBEOBFEBROH HBHE

@ EEEOFMCEOTTRIZEY T3 BHIZ OV TIE, FHORSTHEREE L2

25, {OBFRRIREARWVEAIZRY . HECAREERN T LE2ERTE 5,

o HEMMRBOSHXEEEDCHDBE

o EIRESRE CHEY 2R 5 BE L UTEEIE O M iR o m et gt
SO REEEERL O D BF '

s HACAEERBROEHE BHNLE L EFERED B CaERRAOEERED
HBHEHE

o [EmpEE EhESHEEEELED) ObLBE

»  ECOG Performance Status 3-4 =0 B

(FaMdic B84 5FHE]

O HAFELBMARBERCT LY F v 7 I ERE IR A OFBF XX EERE

DOEBAR DX ) v ABREILBWTARIOENMENRENR TN,

@ TRIEYTBEECHT 2 FRAORERCERFEICOWTE, AFOFZE

BREELENTELT, ARIOEREHRL BB,
o (EEFHRERBROBE
o hoOFEMEERL L TRESh s BE

&1 ECOG @ Performance Status (PS)

Score

EHE A

0

2 HERKEDHTE S, BHEILALREEBEBHRRZITX S,

1

AT LW EBRFRIR SRS D, SITTRERT, BIEECE S TOERIMTI 2B TES,
Bl : EEE, HEEE

2

HITAECHSOFOREY O Lt <TWREENERETERY. BFO S0% LR~y FATET
.ﬁ—

3

BRoNZAROEOEYOI L LMTERY, BPO50%A EESy FAEFCBIT,

4

LEEITRY, HEOEOEY 0 LT TE vy, B2y FPHFGRIT.
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6. LB LTHEETREHIE

O HACEZICME, SSRGS PRS2 ROREIT 55 & A o0 it R OV B
AD S BB ERE A ER LT ERT 3 2 L,

@ HBEEMCESTE, BREXITT OERICEIMROEBREE OB L, AE2E
ThbBETBI L,

@ FEREWEHOD<RZT A MZONT

MEEHRARD EbNDZ EBHHOT, FEIOREIZH - Tik, BREKE
R OPREEE, W, RS ORERUCIE X SRECENS, B s
WiTHZ &, F£f, BBEZBEUCTHEE CT, ME~v—b1—-S0RE»ERTS
Z&,

AR O ESIIEE® infusion reaction 2 2 TRAEIC+ORXHEOTX A4
MZiTo L Ot 2 Z &, 72,2 B B LABEO AH#: 58512 infusion reaction
BHLLNBEZ ELHBDT, AFERGhE VARG TRIZI AL ZITA
YEET A%, BEOREZHIBETBHZ L, 228, infusionreaction %
FRBR LB, 2 TCOREERCIERNSEZ2IEEET I ETCRE 2 +oEE
FHZE,

AR EEEER D A Z B H A DT, FH OB EREHATE CEEEM
PIIEHIRIC FRIGERAERE (TSH, R T3, WMt T4 £oRE) 2FHkT5
ol

FRIOHEEITE Y | BEORERICEET 2 L bhbke REBSMIE
BHoLONAZ DD, BEPBDONEHEINE, BHRLULEFERIIS UL
REFRR7p el & IR & O [ERT & s L TR RENRZI 24T, REOKE
oS & 5 EHERBELN 25A10E, AFIOKREXITIE, RUOEBERER
NVEVRIOREEEERTLHZ L, B, BBEEFRVEOREIZEVBIE
R oErER B0 b RWIEERI., BIBRERAE - LSO e o
HLEETHZ L,

BERTH, 0RO ARB LU THLBIERANERETAZ BB DD,
FROEBSHETHICHEEROBHRIC+-DICEETH Z &,

1 BRI (RIE | BERB 2 E) b bbh, #EREES VTV R— R
KELZENHHOT, AH., B, BEHZFOEROFBRCMEH O LR IZ+
SEETHZE, | BERFRELDNEBAIERESRTIEL, A2 3
O EEOBOLAEELITO Z &, '

@ FHOEKABRICIVT, BEHENIG 6 VALINIZ 8§ BF &z, FhARE,
BERME» L 1 FRE TR RBEAZ E CAIMEOT M 2T-o T Z L 2BEl,
A5 EMRICERRE THROMBEITD Z &,
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HEERAEET A N5 4 v
=ARN=T (BIaTHEEEZ)
(AR5E4 : 7O —RAFEHE 20 mg, 37 P— R ERHE 100 mg)

k2 949 A (FRK 3 04E 8 ALET)
BB EE



B

LI

A O, ERERF

- BB AR

HEERIZ2UNVT

BERG LI DEE
BEICELTEETREEHE

A O ol

P2
P3
P4
P7
P9
P10



1. I

EIEH DA - ERIEOHROTDITE, FfISTEFCIESWCEIERERSRD
bid, b, SEEORZEITOERIC LY . FUKERMS R EOFHRTRERBS
FEELBABENRDIFC, TLDOERERFRICSLERBFICRET 5 2 L RO
HEL RoTRY BHAMEEER L BEOREAT ¢ 2016 (PR 2846 A 2 A BFENE)
HEWTH, EHMERMEOHFEHOBEE{LHERZRZ Z L LT3,

FRERBFEERT. BHEERARRZEN v 7 s A VBBREDOEER EHLMCE
BRHBIERHD, Z0D, FEERUCESMIZET 2EBS+LERT 2 Toi.
WMHERZOBEZEZITBZ EPHFINIBHFICH LCERT I L L I, BIE
PR U BEIC NE RN E & 52 LN — OB 2 T EFREE ER
THIEBRERETHD,

Lo T, AHA RTA Tk, BREMSSINE T/ LTV SIEZIEGH -
BEMRAHIZESE UTOERRORBERERZHEET 2B SN D LEREMN, £2
FREOHEEFHEERT,

B, BHA RT A0k, BSIATEE AR EFRBSRAEM, AREHEARR
EERES S, A EEA FABRARESRU—REHEN B ATEESOH IO
b & ERE Lz, '

RE L AEKR 7R ARG 20 mg, A7 P— R EAREETE 100 mg (—i%
4 =R®N<T (BETHEZ))

HELBAPENIHE | BAALBRERIOEE LB RET - BROER

HarRARERUEE  WBE. BARIE=R <7 GEiEFHE#iz) L LT, 1E240mg
% 2 ERIRRE T AEEET 5,

B ¥ R 7E ¥ /DNEFEMTERS ST




2. AFIOKE, EREE

A7 VR R 20 mg R U RIETEHE 100 mg (—it4 - =Ri<7 (BETFH
#ez). AT, TAFD) i, NFERTERASHHE AT vy 7 24 T YR M-
<4 ¥—X X747 (BMS) ) BERLEE k PD—l {Programmed cell death-1) 2%
T35 MIgGa £/ 7 u—FAHETH S,

PD-1 4, FEMEE LY 2R (T #ia, BHIAR U F 2 0% 5 —THKR) RUE
BERANCRIRT 5 CD28 7 7 2 U — (T HIROTEHRL 2 BINICE & AlchlET 54
TH) KRBT 32KKTHD, PD-1 IIHURETHIGICRE S5 PD-1 U F (PD-LI
RURPDL2) LfES L. U SRS 7 A 2 EE LT Y v SROE bRk %
BIZREI L TW5, PD-1 U H Yy FidFRE RN e F offk L 2 EEER I FE
LTHEY, EMBAERFE LU LAEFARKICIIT S PD-L1 ORE LHFEBOLF
HifE & ORICAOHEBEREH D Z L BWEXNTWVWD (Cancer 2010; 116: 1757-66)
Fi, B RAERHE TGRS T MIAREET 54/ ¥ —7 =0 = (IFN-)
iz kT PDLI ORELFHFE XN, 5% LIEEESIC RT3 PDL] ORE LH#E0
AR & OMIZEOHBEGEYRH S & OHE L H B (SciTransl Med 2012; 28:127-37),
BT, PD-L] 5amHIRE S m MM, FUERSFRM CD8 B T MifnoMiiES
EMEZET S8 52, B PD-L1 HifkT PD-1 & PD-L1 L D#EEZMET S L £ O
EEEREREEST DA ERRENTWA, EOZ b PD-1/PD-1 U H 2 MR, 2
AR FIRRERNZ T MR D OXBEZEHT 2MFO—2E LTELLA T
3,

AR, FEERBR O ED D PD-1 OHNESMESE (PD-1 U H 2 FRES TR IT/HE L.
PD-1 & PD-1 DAV REDFEGEMETIZ LIz Y, BAFREENS T Mo
AL R U AR 0T A MR A a2 T 5 2 &Tﬁ%éﬁf;mﬁ%}w%%nﬁ
ZEDBERENTNS,

CRBEDOMAND, AFIEMEEICHT AT ARARERECR VB L0 L BT S,
FEAEZHNRL LEBRRRREER L, Ao, REMRUEFENER SN,

AHNDIERBFFICE S OGREOREMINE L S5AHERELRSH bbh, BEEXIZFETIC
EDAREMESED D, FHOREPRURERIL, BEOBREL -V REFR
D BIIHRITIL, FEHR LI BRI U B2 mak L B2 15 -0 [ERT &g #E L Ol
YIRERZET 21TV, BEORERISIC X 5BIERBRDI 2 HAITE. BIFRERN
TUAORSEDBENZAEET 5 BEBDH D,



3. EREREREE
RAACERERITYE U R R T e ol T - BFRO BB OAREFRICF Ml 2iTo 1
FhERBRBROREEZTT,

[H%hiE]
ERRERB MR (ONO-4538-1274%%)

2oL, E DR £ A A EEERRIC RIS I ORI BT e 2 T - R
DOEBXIIAEBHEATE (EEOPTLARETESHEL Y ETF5emBARICIET DR
) BE4936 (AARNBE2FZ ST, ARH3Z00, 77 BRF16360) Z3HiZ,
TR ERBE LTEASL mykeZ 2HMHR CREHELE L Z0FPERVRE
HERH Lic, TEFMER THI AT (FRIE [95%IEERER] ) 1x. &HE
T5.26 [4.60~637] B A, 7T ERFETAI4 [3.42~4.86] HATHY, AT IR
xR LM R B REEEZ R L (T — FH0.63 [95%FHIXRHE : 0.51~0.78] |
p<0.0001 [BHlog-rank #E] ) .o

1.0 B — AR
I R — Itk

0.8

0.7

0.6 1

0.5+

EHFE

0.4 1
0.3 +
0.2+

0.1

0.0+

i [ I I 1 1 [ 1 1 | i I

0 2 4 6 8 10 12 14 16 18 20 22

at risk £ £FEBMAD
AKIE 330 275 192 141 94 56 38 19 10 & 3 0
IS5EREE 163 121 82 53 32 16 10 4 3 3 1 0



[Z2f4]
OENFEIHERAE (ONO-4538-12 3Ek)

HEERITAFITE 300330 #5] (90.9%) . 7T AREE 135/161 ] (83.9%) IZFED b,
HRBRIEL ORRHEEREE TERWEEFRIIAHEE 1417330 fl (42.9%) . 7R
F 43/161 B (26.7%) WRBH O, WO TRERS s%El LOBERIXI TR
DEBYTHoT,

£ 1. WThh OB CRREELE 5%LL-ORIER

. FlE (%)
gl AT e
- 330 fi 161 #
(MedDRA/J ver.19.0) % Grade  Grade3-4  Grade5 % Grade Grade3-4  Grade 5
£RIER 4 (1.2) 2 (1.2)

T 43 (26 7 (43)

sy

T 23 (10) 2 (06) 0 3 (19) 0 0

30 (9.1 0 0 9 (5.6) 0 0
R% 19 (5.8) 0 0 5 (3.1) 0 0

2k, AFRBC B T R E R R 7 41 (2.1%) BRI/ < A3 —o 7l (2.7%) .
KBS - HEOTH 45 (1.2%) . 1 BUHERP 3 6 (0.9%) . FEHRRERET 18 #1 (5.5%) .
FFZ6 1 B (0.3%)  HURIREEAERESE 13 ] (3.9%) . TREEE 1041 (3.0%) . BHHERE
E 14 (0.3%) . TERAEEERS 16 (0.3%) . FIRM2ZERE 1 4 (0.3%) KT infusion
reaction 1 ] (0.3%) MWD LIz, Tk, EEMEHE, OFE, ik, LEER/IME
WAERER, BIEEE. EEOKEEE. Bk - Bk, BREUCEL I BERIEIED
bhiehote, ABIERARBRMIIYFZFEROEERS (BEREMEBRE2SD) 25
DEHERETRT,



(A - HE] ' .
AROBERAEDEIETTAEZFIFA LY I ab—yaic kv, KH3 mgke (&
) X240 mg % 2 @R CHRE Li-EoFH o MiEFPEERRF SN, T0OR
B, K240 mg 25 U-BRORERIL, £F 3 mghkg 2B/ E LIEORER & I
LTHREZRTETFHINEZLOD, ARABEFREBVWTAZESEREINR TS A
% AR (10mg/kg % 2 WERRTRY) CHRAZES LEBEOBREER L ik L TR
ERTETFHENE (THR) M T EHOBREICBIT 37— ZIciES%  AF 3 mgkg
(&) N1E240 mg % 2 BRIFER CRE LEBEOAFIOREER L FOEXidRett s
OEEEZRFT 2BREBERISET APHBESRL, SEEIZ W TRFARI TR,
FEoRYE - AROH TEIMERUCREICHARRER TRV ETRIS L,
#2 FHAOEGRYHE ST A—F

Croax Crmind14 Cavgdu Cmax,ss Cmin,ss Cavg,ss

RECRE | omD | el | GemD | Ggml) | GemD | (gl
- 516 166 243 113 62.1 776
(35.2,70.8) | {10.7,245) | 17.1,339) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 727 23.5 34.1 159 87.8 109
(51.1,103) | (152,346) | (35.1,47.8) | (102,259 | (41.5,158) | (62.1, 187)
101 61.3 90,8 308 217 278
W0mefke Q2W | (147 219) | (512,792 | (100,119) | (331,532) | (184,313) | (237,386)

ol (5%, 95%40) . Q2W : 2ERIRIES. Crax : FEH 5 H OB M FEREE, Crinaia : FIEIFL 14
A BB 2EEREPRE, Copus: PINHESE£14A BECOFEHMBFRRE. Couxs : EFINEIZR
FAREMETRE. Cuns: EFREIET DREDFIRE, Cops: EHRECET 3 MFFD
BmE



4, HEFRIZOVWT

EH Y A7 EHEE (RMP) IZH-S3&, AR OEELZLERETIEI~OWH &
BHH3MFThHo T, OB ERT L BEZ22H - FEL. FHOKRECLVES
REWER ZRB U BICHET A 2 ¢ BUNERED, LTOO~@D T N TEWMLTHE
BRIZBWTERT2&TH 5,

O HRizo>WT

@1 TED 1) ~ 5) OWTFhIHESTIHRTHD I &,

(1) BEAESBREREET 2BADEOEEIARS GRERNT RS AR FEEEIL R,
HAS A D ROEHE AR, Huge)s A RHRREE R &) (AL 30454 H 1 AR : 437
His%) : :

Q) BEigiREle (ER204F6 A 1 HReA - 85 fask)

() FWMFRABESNEET 3 RADIEERN (BARIEEIEERE, SADTHE
WhER. AADIOEEEERD &)

(4) PR{rFERERARE L, AR 1 s {bEHREmE 2 Ot iR
KARBBHET> TV AHEER (FR 2847 A 1 BREA - 2540 HERR)

(5) PUEMEEFR S EEME R EREICE D BHET> TV AR (R 28 4 7

' A 1 B : 1290 KRk :

@2 EEOLERERCRHERAREROX S5 7200 & BREHOEM (TRO
WEhMNCEEY T B ER) A5, YRR OFRICET 5TRROREE & LTEESh
TWaZ L,

&

o« EMGHEREYZ 2 FONHHELRT LRIZ 5 F£LU LOREROBKRIHE R
ToTWAZ L, b, 24E0 kid, PAEDHREE T L LEBEERIESFEOWES
fToTWnBI L,

o [EEIGEFNER 2FEOMMBHES KR T LBz, BB EONAEYREEZ ST S
FEL EOMILBANZOEHEITo>TWVWH I &,

. EEAHIEE 2 FOTMTERET LI 4 FUEOBRFEREAE LTS
T L. Sb. 3ELUEIE. LI R A SR b S T LR ORRIFE &
fToTWAZ L,

@ BHOEESFREROKHIZOVT

EEMEREFRICAEET IHEESRBE SN, MEREEILOFRED, it - &
IR ROTER CEMS IO 5 HRiRM, FFFRRRLELSaomE
W, EHREDLIZTDRAEHIRESTWEZ L,




@ BUER~OHIRIZOWT
@-1 FERRisHICEE 2 B4

BB RSOBEERBEM AR Lz, 24 BrMBREROTF, Uiz X
IR BT, BB LZBEIERIZIE U CABRERE U CT Z0RIMEA OSERIZ4
BLREORKENY BPIZB LN, EHIHETERERSIESTHE L,

@2 ERHEFRFC L IFEERNRICETIER

BAZECED A EMAT LML CEEEZF T2 EREEESAERAE=F U 7
EEDILERORZ ) —=r P ETWERE LR E G TE 2T — LERIEKH 2%
HENTWAZ &, BB, Bz OWT, BPABRE L FOFKRICHFICAMEINT
WaZ &,

@-3 BHER OBETCXINICE LT
RV (REMAFRBIZIN A BRI, DR, fi. SUSUHRARIE, KiK.

BHECTH. | BERA, HgERE, TRRMERE, e, BRE (Bre-
RATMETREET), BIBRE, Mk, AEORMEE. HIRNLHRERIE, infusion
reaction, SeEME M/ MR ESREER (ITP) | MEDRESUS. WirRF=E, DEEE (O
FEHIE - IR - DEERAMES) . BWOERIS) T LT, MRk ST BEER
BREOFMELET L EM L& L EHERORBER-CHISICHE L TEERTIEERY
LhB&EMFILHD L), EHICEPRAES TE HERPE-TVDHIE,



5. EXBRERDBE
[ZeiEic BT 5HEH]
O TFTRIZZEYTIEFRESOVWTHEHFFOERESERLEENTND Z i, BEZ2TT

birwr i,
o FHIDESITH LBBEOCBEEREOH 5 BH

%ﬁﬁfl‘@?“r"fﬂiilli’\ib\f"lﬁﬂ&ﬁ%%??a BT OUWTIL, AFIOBRESIHREI 2N

. LOEFEERIER R WESICRY , HARARZHERATIZLE2EBETE S,

ﬁgﬁﬁr%WAﬁRﬁﬁﬁm%éﬁﬁ

HaERE SR A CRIE R béﬁﬁﬁUﬁﬁﬁ®ﬂ%ﬁ%ﬁﬁ%ﬁ%ﬁﬁﬁ

%wﬂﬂﬁlﬁ’%ﬁﬁﬁﬂjﬁﬁibhé%%

«  HOREERBOAH, XITBHEARE L IIHRED B SR BORERED
hoHBH

o [ERBHE (GhEMEEEEZET) OboERE

*  ECOG Performance Status 3-4 %0 DB #

[Fhitiz B9 5]
O TROBFEIZBWTHAOALESKRIEIN TN,

o 2P EOLFERERED H D MM RRET - BRERESE

Tﬂkﬁé?é%%Lﬁ¢6$ﬁ®&5&0ﬁﬁﬁﬁkow1m AF DA
P SIN TR LT, AFloRkFHgLZ bR,

o —RBRRVCTRIEREZITTOWRNVESE

o fiiEmRENIREE

o MoRBMEEEALFRLTREShEBE

D ECOG 0 Performance Status {PS)

Score

it

2 M2 EHTE D, BHATEFELAFERLRRR TS,

PEREICE LV IEENEHRIR S oA, STHEET, BIERCE > TOERIRTI ZLRTED,
ol | BV R, SRR

BITRETHAOFOE Y O = LT _RTHREMERET TR, BP0 50%E kE~<y FAGERD
ER :

BbhizAS0FORVOIE UL TERY, BPD S0 L~y FABF RIS,

£ Witdhvy, BS0HoR Yo biked TERY, B2y FBTTRIT,

9




6. WMEICELTEET<&3g

O FHASGEECNL, MERTES PRI 2 EEEICED & AR O FE R R IERE
AT HERERETHICHE L THLEMRTEZ &,

@ WBEBRMBICEY D, BEIITORKRICADERVGEREZ HSEHHA L, REZE
ThbiRETHzE,

® FHREMEROD=II Ay MZOWT

FEEERERHbbNE 2 L BH DT, ARORGIZHTE>TlE, BHKE
(PRI R, Wk, FEEVE) ORRROIE X BREOERS., Bt
TS 2k, Fie, BEIETTHE CT, WE~—h—FOREZEETD
&,

AR OB HIXEE D infusion reaction 124 2 TR+ 23D TE HHE
51T o7 TR B Z &, £, 2 [H B EAROAF 5 R infusion reaction
B bbb 2 e bbd0T, ARREFRUAFERERTRIZ A ZATA
CERAET Y, BEOREZTAICBET S L, 238, infusionreaction %
RH LSS, 2 TOBERVERNE2CHET 3£ CHE L T0BE
T5ZL,

FRIRESREREER D bbh 3 Z L 35 50T, AR ORERBFRUESHIH
fRE R FRIRERAEREE (TSH. Mk T3, HHE T4 T0RE) 2EHETD
&

FRIOHBEIZLY | BEORERISICERT 5 LE X b Hke REKEPHE
BhHobhdZ eddbd, RERBDONEZEEIE., BRULFRIISLR
HAM A i L R R B ER L i U CEE R ERNRE TV, BEORE
BRI L AEWERBREDN A BT, FFOKREITHIE, RURIBRES
NEVHIOBRELERERTII L, 2B, BIBREFRLVEXOREZLYEHE
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