HAERER 1225 F 9 &
YRR 294 12 A 25 A

#w oE /8 R '
| RERERE® |HEEXER (B & B
oM K

EAEBEER  AEGERERREESERE
(& B % B )

Ra7u ) X< (BEFHBRZ) MAORBEERHEETA FF4 2 (RE
FEB)DERRORBEREETA FT4 v G/ MR, B4R ANE,
THRAOKRS Y URE) O—HKEIIZHSONT

BEMBOEE LWEDEAL# 2016 (AL 284 6 A2 AMBRE) IT8

WT . EFNEEROERAORBELHEERRIZLBBVRAEN I L 2%
T EFNERMZECLERBECRBET I DICRBEEREET A F
SAVEERTHZELELTVET,
S RAaTu ) XAwT (BEFERZ) WA (RESL A4 bLV—F K
T 20mg R VR 100mg) I22oW T, RBERBIZH L TERTIEBEOE
BEHRZVIBOLBYVEREERHEET A FIA VL LTHRYVELDELE
DT, TOERICY o TIE, ZHA RIS IZHOVWTBEERE LS. &
BFRAOERBBEUVERIZHTIAMEBEVWLET, '

T, Ra7u ) Xv7 (BEFRRL) BAZ2EMIRMEBRECEGR
BEICHLTERTAIBEOEERERRIZOWTIE., =FfA1r<T7 (BEFiHHKR
) BARVGRLAT v ) Xv7 (BEFERL) NAORKEFERHEET A F
54y GENERBBRVCEMHRGHE) oW T) (EaL29 £2 A 14 B
DEREREFR 214 F1EEAFBEER - AEFLAREXLRBTASTHEE
BH) HHROFTF VY UONREBIIH L THERATIEOBEEEIZI OV TIL,
(RAT7v Y X+7 (BEFEKRZ) BAOKBERAHEETNS F5A4 2 (&
BRI XY) UNE) OERRCREFEREET A K54 > B/
B, BHBAE) O—HKXEICSWT] (FR 294 11 A 30 BT RAERKE
1130 BLEREAEYHEER - AFHEREXRLFETEBRERA) ITX
D, ThENhRLTERLLZATT,



S, Ra7u ) X< (BEFERL) RAOER LOEERKIT S
TeZ LIV, UEBERFEHIZOWT, ZTNFIEO L BYREVWELE
LizDT, BENOERBBRCERIIHT2EAMEBBEVWLET, B,
BEBRORBEERABELTA FT71400F, RSBEEOLEBY TT,



FE/N RO DERGEERIEET A K74 L OWETERT (BriBxRR)

BlHE

by [z
Y- FYR—Y ) (ETHARERHIBR)
12 R—Y [Z2itizBid 5 HIE] 12 R—Y [Z2izBEd 3 HIE]

O TREZKYETIBEFCDVTRAAORSE
BEBRLEENRTWEILr L, #E5EE2TbR

O TREHEYTZBECOVTRARORS
BRBLERTVB LD, ®EEITDA

wZ e, wZ ik, _
e FHORHBITH ULBBEOCEEEDH e AFHFDORLITH LABECEEEDH
5BE %A
SRR SUHE R LTS A O 5 5
#
EMBAEBORBEERHEET A FTA4 L OWETERT (FiIBxER)
) _ [=
BYR—Y FYR—Y (BUBHRESHIBR)
13 _— [Z2izBd 5 $E] 13— [Z2HizB8d 5 FI8]

O TRIEERIATIBEFCLOVTEIFAOERE
BEBLEINTVEZLND, BREZ{TDR
WwZ ek,

o AFIORSITH LBBUEDOREEED H
L&

D TRHRRZHYTIAFTIZIODVWTEAFRORE
BEBLEINTWARZI L, BEZTDLAR
WwZ ok,

o AHNDRRSITH LIBBIEDBEERD H
5B

o LB UHIEIRE L T\ A A O b 2
% .




THERS XY UREORBEFERAMET A FIA4 o ORETERT FRXER)

# (2]

BYUR—T BYR—y (m%ﬁ%ﬂﬁ)

8R—Y (29 53H] 8R—Y . | [R2HIZE Té$ﬁl

O TREREUTIBEFZOVWTEHFAORE
RERLERTVWBZ b, B#EZTDR
wZ k. .
o FHOWRHITH LBABEOCEEED D

HRBE

O TRREREUTIBAEFIZODVWTRAFHOERS
BEEBEINRNTVWEI NS, B#EZITDR
RPN
o FFORSIIH LBBEOCEEED D

BE




RS

B REET A RS54
RhA7n Y X=7 (BEEFHE#EZ)
(BR5E4 : %4 P —F EEBE 20 mg, %4 P —2 SEHE 100 mg)
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 EAY%EE



B&
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AFN DR, TERBF -
ERPRARAE
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BEXBRLRIBE
BEELTEETNEFA
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1. IXCHIT

EEROENYE - BLMEOREROT-DITIE, B TESICESWEEERERRKRD
bh3, &5z, EEORERNOESIC LY, HEEERLR ¥ OREF2FRERE
FEESHBEBINIPC, INLOERRZECHELRBHFICREET I 2 L 8RR
RELR2SoTEY EBEMBEE LEDOEEKSE 2016 (ER 28 4 6 A 2 B A#HRE)
CBWTH, EFMERSSOEAORELEEZREZLLEh TV,
FHERBFEERMT, EBERPEAE 7 u 7 7 A VREEOERS LA LM R
RABZERHDB, ZORY, APMRCRLEICETIHERN+L0ERT 3 £ CORM.
UHEXSOBELH 25 2 LAMFSNBBEICHLTERT S & L bic, BIE
BRARRLEBICLERYEE L 22 L RTREA-EOEM42H-TERKE CER
THZLREETHS, i

LMo T, YA K542 Tik, ARBIEPLINETICBOA TV 3 ELESY -
BEmRMIcESE UTOERROKREREALEETIRA»OLEREYE, £2
FRUOEEHELRT, ' .
B, BHA BS54 2id, MATREAERSERSSQAHM, ASEAEARE
BRMEESS, —RAMEA B ABRNNESR U—BHHEA A XBRBREFLOH
ADb LER LT,

MNBLERDPEESR : ¥4 PV—F RBRHE20mg, ¥A b —F RFEHE 100mg (—
B4 Ra7n) X<v7 (BHEFHEEZ))

HELRIPENEIDR : BAACEITRER ICHE LI RIGYIRTEE2 REE ERB

HBLRAAERCAR  EE. BARIE. A7) X+7 (BEFlHKz) LT, 1
5 200mg % 3 ERIIFRT 30 AT TREEET 5.

Bl ¥ R 5% ¥ & : MSD kRt




2. AF DO, (EREF

¥A P—F ABRBE20mg R 100 mg (—4 : a7/ vl X+7 (fEFlk
z). ULF T&#) &£v5,) i%. PD-1 (programmed cell death-1) £ ED Y H FTH
% PD-L1 RU'PD-L2 & DA 2 EHBEMAET 5. MEIgG4 €/ 7 u—FAHBETH S,

PD-1 813 T MBI A RSN LN B 1o DIC B AKR BRI A T 2 X2 e HHE
A4 v F T, PD-1 1%, BEZRBICBWTESR T HEROMRRTEICEIL, ACA
ERE 2 S OALEX IR ARAERIEZHET S, T72bb, PD-1 RY AV FLiE
ATRAZLIEIVHRZSAEGRIC LAV I M EEZAICHET 22 B8&KTH S, PD-L1
DEFEMBEICBITZRRAITIDLTNTHIB. EONAMIRTIITRROBEEZHAD
IECERICRALTWS, BAMRICKITS PD-L1 ORBIHIL, BHEME, MRS,
Frampass, SR, JE/ MBI ¥ Ok BRATTRABREFTHY | BEVEFR
& DHRBEESBEIN TN,

BB DR A DBEKNT% & PD-L1 B OMEBEMED S, PD-1 & PD-L1 ORRRIIEE D
AHEERICBVWTEERFRBZ2EI T LRTRBRINTR Y File2BABROENL L
THFEEShTW3,

A#iZ, PD-1 & PD-L1 RU'PD-L2 O\ Y H > FOESEMAETIZ LI Y, EE
CEUNBEDOEBSROEREEET ) VAR ER L EE . ESRE L BEMELT
5 L THIBEEDR 2 RET S,

AR OERBFICESBEORERSICE 3EERSRS bbh, BEEXIETIE
ELTRENRD B, FROBREPRORERICIT, BEOBEL+HTTV., RENE
»BNEHRAIIE, BRLABRICE U ER0R M8 L RRE R OEM L EELTH
RENBE 21TV, BEORERSI L 3EHEARREDN B HEITIL, @%&ET»
=L HORELEOBIN 2B LT O BERD B,



3. BB
BAMCERERITHELZBIRUBRAEBLRRE LEBORBRICTHFMEEZTo 22
BERRBROBRELTT,

[F%hik]

EHESRFMAERR (KEYNOTE-045 35R)

75 F MR 2 SLLERERET 25T 3 RAETHEXIIEBEORB LR EBRE
5240 (AAEANS2B2ET) ZXRIC. A 200 mg 3 BHEBREFOAMERVEE
M, (LR EE (X7 ) X B, FEZFEARIL vinflunine) 2 #3MBE L TR E
iz, 2B, HEFMTRAEITRRDONEREIC, RRETEZRTEREBDLN
RVEOEKIICERE L TV BE T REUEOERTFM CRABETIBH LD
¥ CEMOBRERBHRT S Z LBFREE Shie, TEFMEB IZLEFHR (0S) &
UEEEAFMM (PFS) & &h., FAAXMEERE LR LT, OS 2FRICERLE
(F1RUHAELD ,

" FSFFERE B LAERE (—RER RIRBETIROLAE, RUTSFFHUALET
LA & B HTRT - IR MBMESREER 12 ¥ AUNICER L BESHEL AR bR,

*2 : AT vinflunine (XRBABTHD D, "7V EF AT REZXTELONTRAMNEBIRL
7ze ‘ '



52 1 KEYNOTE-045 38k D F iR 8%

=373

ZA#) 200 mg
Q3W
(270 #1) (272 )
os' FRfE [A] 10.3 74
(95%IE X ) (8.0, 11.8) (6.1,8.3)
NP — TR - 073
(95%(ERX ) (0.59,0.91) -
, p f&f 0.002
PFS™ FRfE [A) 2.1 33
(95% IR X #) (2.0,2.2) (2.3,3.5)
NF— R 0.98
(95%f5 3 X /) (0.81, 1.19) -
P &¢ 0.416

V. TR DT — & : 20164E9 B TRV Y A7

b @B Cox BB NY— FETF T & BILRHRE & DLl

S BRIn ST I RE

I'; RECIST 14 F54 ¥ L1 RICES Mz R REIE

Q3W : 3 EAIRIRE S

100 7
90 -
80 -
70

® 601
50 -
i 407
30
20 -

— A200mg QMY
L PRE

NNy

M%—«

10 7
]
i L

0 V ey Ll ALRRAZLLS
0 2 4 6 8 10 12 14 16 18 20 22 24
at riskB% SR (A)

£F200mg Q3W 270226 194169147 131 87 54 27 13 4 0 O
{L8% - 272232171138109 89 55 27 14 3 0 0O 0O

X1 OS ® Kaplan-Meier #hi#f (KEYNOTE-045 &)



[Z2i]) | :
EExt RSB MR (KEYNOTE-045 35)
BAEBRITIAKIRE 248/266 B (93.2%) KB UMLEFRERE 250/255 41 (98.0%) IZBH B
h, BHERIZEN TN 162/266 B (60.9%) R UMLRAREERE 230/255 61 (90.2%) IZFB®
bivie, AABTRRAEY SHULOBERRITROLED Thol,

$2 RBAEM SULLEOBER (RSRMITHRME)

. ) BI% (%)
BAIA4E (SOC: System Organ Class) AT
&g (PT: Preferred Term) 2668
(MedDRA ver.19.0) 2 Grade Grades 3LLE
2BI¥ER _ 162 (60.9) 40 (15.0)
TRRMIBETE 15 (5.6) R ()
T ; 24 (9.0) 3 a.n
B 29 (10.9) 1 0.4)
|IE 15 (5.6) 1 0.4
®m , 37 (13.9) 3 1.1
M 17 6.4) 0 (0.0)
KRB I UGERE L R S
o Rewag o 23 _(8.6) 0 (0.0)
BEWE X URTARGE , . S
SR : 52 (19.5) 0 (0.0)
R 22 8.3) 1 (0.4)

2B, FABT, BEAL LTHEMEMRERIZ 106 3.8%) . KBk - EEOTH
1276 (2.6%) . BEEE (¥FT72 - NVU—ERES) 1216 (04%) . FrgtemsE
11481 (53%) . FRIRBSRERIEIX 23 4 (8.6%) . BITHEEERIE X 140 (04%) .
FHEEE ROEMEETRS) 131460 (0.4%) XUt Infusion reaction X 1 41 (0.4%)
@EBHbh, ¥k, EEOKERE (KERERERNE, SHOH. BEXEES) |
TERAKERSE. | UERAB. BX, X - BUGRRE. BEGENE. LHE. B
% - BB, B L5 Bk, REMEO/MRBOMERIER. B0k CRIFRFIIED
bhighoiz, ‘



4. HERIZOWT ,

RBAM L LTERARBRZE (0% SRELATVAZ L, b, YBRAZE
HICERTE 3R THIVERD S, FOLT, FFOREI BN 2BELLH - 1§
EL. ZRORECLVEZREERZ2RRA LZBICHIST3 Z L BARERED, UT
PO~BDFRTEHETHRICBVTERTIRETH B,

@ HRiz-oONWT

D1 FEo (1) ~ (5) DWTFhhRBYTIHERTHDIZ L,

(1) E4AHBREINBET 3 BADHEHLARRS EENRSA IS ARE.
IR A% A B FOEEEHL BB, MRS A RERBER L) (FR 29464 A 1 BRR 1434
HazR)

Q) ¥eirkmbt (ERL294E 6 A 1 AR : 85 HERR)

(3) HEMRMFLBET 2 BATRESERR (BASRERBERB. SAZHEHE
BhiRbE, B ARBEESRIEERBRR )

4) A EfCEFEELRE L. SRR IREME 1 XIS RbRiREME 2 DR ER
WHRBBEHEZIToTWARER (FR284ET7AH | HREAR : 2540 HEEk)

(5) MEMIEERLS TERMEOMRERIIRIBHETo TWB MR (FAL 28 £ 7
B 1 BRFA : 1290 fEER)

D2 RELEEOCFHRERCEERBAROMNSCHSRMOE L ERZESEM
(FROWFRHPIZHKYT 2 EM) %, UKD HEBOAFICHET5AROBELE L L
TEEIhTWS I L,

#

. EERREAE 2 EOTFERRT LI S DL 0 A AR O BERTHE 217
DTNBE L, b, 2EN LR, RARBREYE L Lk BRESEOFEL T
roTWBRZ &,

« EMRFREE2FOMMFEEZRT LRI 44ELL_E DRI OBERTHE %
ToTHY., 56, 2FULR, REERBORARMREE SR ABROBER
BHER2IToTWHZ & ,

@ BEADOEXRMFREEOMEMHICTOVT

EEXLEFRTRICHETTIHEEENREBEESN, NELSENSOFRBR, AHME- T
LHERZHFROTERVEMSICHT 2 HHRIRE,. FEERBBELLBEORYE
£, ERFLHITITORAEHNE-TNBZ L,




@ BUER~DORISITOWT
@-1 HERkisHlicBad 5 BE

MEEHEBSOERLBERANTEAE LLBIZ, 24 RHZREHOT. SKERX
REERERRIC BV T, B LABHERICE U TARERR U CT S ORHER DERIIT X
ERREOBRFPYUBFIBON, ELICHLTR2FEFHBES-TNEZ L,

@-2 EREFHFIT L I5FHRANGITET2EYEF
BACRIZEBDAEMMR2ABECEEZ2A T IEREFELRERE=FY 7
EEDREEROAI ) —= Vv V2 TVERELHRERE TELF— AEREHMHE
HEhTWwaz i, 2B, Btz T, BABRZELEZOFREKECHHCEBMEINT
AY- RPN

®-3 BIfEA ORET-OHINIZBIL T

BIER (MEMMERBICMZ, KBk - BEOTH, SRS, BHBES (RE
THRHEMEBELRS) . AUWEET (TEREEES. PRIBBERES. BIBTHEES). 1
BBERKR. S IBREE, Bk - HERMAE, BR, BEEORERE (BRFHBRIRER
B, S, BRXAES). Infusion reaction, N - B, EEMHENIE. HERE
B (XFT7v - NUV—EERHS). OHR. REEL/MRIBOERMER. Fhdam, K
FIRHFE) LT, YBERNLIBERBEOEMEL A TIEMEEEL BIE
RAOZEPHRICE L THEERVXBLE2ZIONEGIZHHZ L) | EHIZEDRA
BERTEIUFNRE-TVWEZ L,



5. BREXNBLRIBHE

[Z2t#icB+ 3 HIE])

O TRREZEYTIBEFIZOVWTRAFAOERENRBRLINTWAZ b, B#EZTT
bhwz i,

ERIDORETTH VIRBIEDSEER O H 5 BE

@ WEHMOFMIH T FRICHST 5 BEC VT, AFORE RS AR

25,

fOEFCRIRE B 2VBEICRY , HEKFRZERTH I LE2ERTE S,
MEEmRADEHIIEEDH 5 BE

OB RE CHIERE 2R 5 BE R UGB O BN SR 2 0 et b 2%
ZOMICREEEILNRZ N5 BE
HORERBOAH., XiTBMEMNLE L IERED BCAaERBORERD
HHBE

BEBHE (ELBRMRBHEELZEl) 0b5BE

ECOG Performance Status 3-4 ®V D@8

[F%hikicB3 A 8IE]
@ ZFSFFHAZESDILFRERLATIRAETEXREBEORELEROB
FIZBWTEHOHHENRIES LTV,

® TRICEYTIRHFIIATIFAORERGERAFEIZOVWTIE, FADOHRES
B ENTELT, FHOREHRLRLRW,

75 F TR 2 S LRREIC X A IBREO RV EE,
FIR OB FRRE,
fls DHUBAEREEF & DHEA,

@D BCOG o Performance Status (PS)

EE

Score

0

S ELEMCE 5, BRML AL ABEENHRR FTX B,

AERICEH LWEBHIIHBIR S 523, HITAIRET, BIERCE-s TOMERRITI L BTES,
Gl : R, FRSIER

BT TANOFOEY O Z I3 TRTARENEEIZTE R, BPD SO LIy FATARIY,

BRONTEEHDOHFDOEY DI L LATERY, BAPD S0%ULESy FAKFTBIT,

Hlw|n —

2LBFRY, BROFDEY DI LA TER, BRIy FAKFTEIT.




6. BEIZBRLTHETREHH .
O FBAXBZICML, NEREEESRETIENSCESEERNOREREES
ROEHIZLERFREZTAICEELTHLERTHZ L,

BERBRICES L, BEXIZTOREZADERGGREEZTARAL, AEEZE
ThbETZZL,

ERBHWEAD=X YAV MZOWNWT

)

®

MEERRBED b3 Z ¢ RHBDT, FROREIZHT- - Tix, NHE
W (B8h, FRREEE, S OMBERVEN X BRECERS, BB+
SITITOT &, e, HEIZSEUTHE CT, MiF~—r—S0RE®EET
T ¢,

Infusion reaction 233 Hbh 3 = &L 2% 3, Infusion reaction BFBH L -BAIC
i, BYIRAERATO & & biZ, ERBEET 5 % THREDORBZ 212815
T5Z ¢,

FIRIBEEEER L b bND Z L RH DD T, FH DR EEEITE RS
I BB R IRMSRERE (TSH, B8t T3, ERE T4 SORIE) 2T
¢,
FEERERLLLNAZ ENHBDT, FROBRERFIECREMPIX
EREIZFF#ERRZE (AST. ALT. y-GTP. AI-P, YA EVS0RIE) % £l
TBZ¢E,

SEIBEE WMERRCLEERERESD) SOEBRBEERHODIS
IERBHBOT, EHHCBOREOEELRBTS L, £, ROREN
BOLNTHAITIE, EPHICERBEL2ZL2TIIOBEE2BETIZ L,
FHROBREIZIY, BEOCARAFERIGICERT S LE X b dHke REBORIE
BhrbbnaZiibsd, RERBRDONEHEAICIE, BRELABRIZE LK
B2 L BRR 2 FOEM & B L TEYLEFIRBE 21TV, BEDOKRE
RIS & 2 BIfERBEDN 2/AITIX, FARIOKREX TP, RUBIBREE R
NERIOBESR2ERTHZ L, 2B, BIBREFRNVELOREIZLYEIME
ROBEIBD bNRVERITIE, BIBRESNVE Y UNOREMHF OB
LEETDIZ L,

BEXKTH, AR OE I ABAL THrORERARRAT I AL S0,
FHORERTHRICOBVERORRIZTHICETTB &,

1 BRA (BIE | ERKBZ2E) Bbbbh, BRAEESY v TV F—v 2
ICEBZERHDOT, O, B, BHEOERORRSCOBED LAIZ+
PEBTH I L, | BERBREDN RGBS LZPEL, 1R 8
RogEEDFNRLEBEITH> Z &,

A OEARRBRIC BT, BEMIEND 9 B%. TOBIZE 5SS 5 1 £
6 ERIRIRE. 25BN b 1 £ 12 BRRE CEEOREE T T\ &
2BEI, AARETRENOCERRE CHREORBES S & &,

10



REERHEETA FTM
Rr7aY Xv7 (@EFHERET)
(RF4 : 4 PA—F REBE 20 mg, >4 P —F ATEE 100 mg)

~FE /1N e o ~

¥r2 9424 (FRR2 941 2 AKET)
AT EAE



B &

LY
BEIORE. 1EREF
B PR AR '
TEERIZ DU T
BEXRLRIBE
BEIZERLTEETR&FHE

IR ol

P2
P3
P4
P10
P12

P14



1. IXC®IT ' .

EXRDOHEE - TEEOHFROT=DITIE, BAXESITESWBEIERERRRD
bh3, X6, BEORZEROESIZL Y, REERR R & OEFORFRIERS
FEEGVBEBINDIPT, CNbOEERZEICLERBFICRET A Z LRNRED
BELR-oTEY BEMBEE L RECERLE 2016(FHL 2846 A 2 BEHBRE)
EWTH, EFHNEESRSOFROREEEL*RZ - L L Eh T3,

FHRERABFEERR T, EBEACR2S 7 u 7 7 A VEBRFEOERRLALNCE
RBIEMBHD, ZOED, AHERUVRLHEICET 3 HFER+2EW T3 oM.
UHERLOBELBIRITAZILBHFINIBHFICH L TERTH L L HIT,BIE
ARBELEBISLERIS L L 5 Z L BNTRR—EDOES - T EFREEE cHEA
THRIENEETH S,

L7eRBoT, BHA FFA Tk, BRBESCZLETREON TV EFEEN -
BEHRHICESE, UTOEERORBREALZHET 28R OLEREL, B2
FROGCEEFRETT, '

BB, BKHAL KA 03, BMAITEREAERRERBBRAEME. ANEMAEABRRE
BREEZS, —BREFAEBEA BEXBERARES, HEHFEFIEHEA B RHBEZERV
—EEEA B ARRBEZSOB IO S LIER L,

HRERDERER : 4 PV—F RATEHE20mg, ¥4 b —F JFEHE 100mg (—
A AT u) X7 (BEFHERR))

#R L RAPENIHE : PD-L1 BB O BIRTERZRELT - HROE/NERAE

HELRARERCAR - BE. RARIZ, RaoTn) X=7 (HBEEFHEEX) LT, 1
[E] 200mg % 3 AR T 30 22 TRFFET S, '

B & IR B ¥ F : MSD HkX&4t




2. AFROKEK. ERRF .

*A PAV—F RBHE20mg KT 100mg (—4 : Xa7u) Xv7 (BETER
z). BLTF T&#A) &\ 5,) iX, PD-1 (programmed cell death-1) L ZDY H FTH
3 PD-L1 RUAPD-L2 & DA #HBEMRETS. L MLIgG4E /) 7 u—FAHETH B,

PD-1 K13 T MR AR, LN 3 1D IT B AKBRRFIA T 5 ER25EHEH
A4 v F T, PD-1 1%, BRELRBIZBWCESE T HECMREXECRAL, HOR
BERIE 2 B UALEXLRAR 2GRS 2 HMET 5, $hbb, PD-1 BRY X FLE
BTAILRIVFRRBEZL DV INVEELZAICHET 2R BZSKTH S, PDL]
DEFMBRICBITZRBATIDOTNTH IR, EL OBAMBTIXI THREROBHE 2MZ 3
IECRARMCRRALTVWS, BAMRIZEITS PD-L1 O@FmBEIL. BHIKRE., BEERE.
FFHORRAE, SRR, JE/NMIRATE R & Dffke RBRATPREFREFTHY, BEVAFESR
L ORBERREIhTWS,

BEOBADBEKRHT% L PD-L1 EHR OB S, PD-1 & PD-L1 OREIZEED
FEERIC B W TEELRRBIZE S L RTFRENTEY . Hilt R RABROEN L L
THH/FILTWS,

ZHKiX, PD-1 & PD-L1 RU*PD-L2 DY H > FOREAEXMBAETBZLizk v, EE
BNBED OBBHROMBEEET Y U RE2ER LS FEERE» BEMELT
52 ¢ CHIBB)RERIET S,

FROERBFICESCBEORBERGIC L 2BIEASERH bbh, EREXIIELTIC
ELABERDH D, FAOREPRUREHKICIT, BEOBREL 4TV, RENH
HONIHEITIE, BB LEFRITE L FFM2 MR L EREFOEM &85 L T
DRERBH 21TV, BEORERIGICL ZEWEAREDNZBEITIT. BIBREFLV
TROREFEOEY VB ZIT O BERDH B,



3. BEBRRRSE | o
PD-L1 4% D CIRR AR uB 2 1T - BR D IE/ MBI DA BRI M 21T o - TR BEHER
BROREETT,

[BZhik] .

OEEFASMARR (KEYNOTE-024 3E) :

{EFEFRERE D 2\ EGFR BT E R4, ALK B4 87K T PD-L1 Bk (PD-L1
ZRE LU EEHRSEDBZEE (BATF ITPSI 21 5,) 250%) " OYIRFERZREST -
BROF/ERMERE 3056, BAA40FAZEL) 2RRIC, ZH 200 mg 3 B
HRBREOADER VCREMN, 77 FH8AZ2 S EENLERE (BLT Isoc) &
W3,) ERBELTREEINE, 2B, BRFECRBETARD bABEIC. &K
BEIT 2R TERBBO bNRVWEOBERMIZERE L TVW5BE Tk, REILIEOE#
FHECTRBETRBO LN 2 X THARORE 2Rt 5 Z LSRR Shic, TEFE
EHBIIENEAFEHM (BAT [PFS) &5, ), BIRFEE B X247 (LT Tos)

EWnd,) tEh, AR FTURESTLFRELEBE LT, PFS, RT*0S (F

FfENT) Z2ARICEE L.
*: =4 BERE L THIEERAB SN TV 3 PD-L1 IHC 22C3 pharmDx ¥ =) AV TH

CE&hi,
#1 FoHERSE (KEYNOTE-024 3#ER)
A 200 mg Q3W 7o F ARt
(154 #)) e
(151 #1)
hRfE [A] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™! NF— 2 0.50
(95%CI) (0.37, 0.68) -
P " <0.001
PRfE [A] NE NE
(95%CI) (NE, NE) (9.4, NE)
os™ NPE— PR 0.60
(95%CI) (0.41, 0.89) -
PfE"™ 0.005

Cl: BHEKM. NE : &R, *1: RECIST #1 K54 > L1BucES < Mz, *2:
BB Cox leBINAF— FEFNMCE 375 FFRREZ St EREL OB, *3: Bhlu s
S UBRE. *4: PEBNROT—F :20164E5A9RL Y + A7



—— AMI0mg QIW
R _  TSFNARAGIG

(=]

REEEFNRIA]

F#)200mg Q3W 154 104 89 44 22 3 1
TSFFRRESGIEFmE 151 99 70 18 9 1 0

thRYEIZ X B PFSO BT IED Kaplan-Melerdi#t (PD-L1E{E (=50%) DREFLEMH)

at risk¥x

100 1
901 .
80 |
70

L 60 -

& 50 7

ﬁ 40
30

IR = b e

20
10

— AF0mg QW
ISFF MRS Gl YR

0

0

at risk#t |
Z#1200mg Q3W

154
T5FHAESOEEEE 151

3 6 9 12
EFmiAal
82 39
64 34

136
123

121
106

15 _1'8 21
11 2

7 1

o o

OS> P AFHTRE D Kaplan-Melerii#it (PD-L1E{E (250%) D0BHFHHAR)



@EBRt RS I /MARRE (KEYNOTE-010 3HER)
75 FFRHE ST LEREE" 287 5 PD-L1 Bt (TPS21%) ? O Y1 T 8272 4T -
BROF/NMIBRMEBEE (11,0334, BAAIFZEL) 2XHBRIC. FH 2 mgkeg3 B
HIRIRER SR 10 mgkg 3 BARMRREDEDMRVOELEN,. FEFZFXEAKTY
(LLF TDOCH 2 5,) #xBE LTREEShE, 28, EHRFE CRBETRED
SNFEPAIC, KRETERTERBRED bRV EDBKRMICEE LTV BE T,
KREICAE OB TFE THRBETHRBD bh 3 X CAFOREYFELTTRL Shic, TE
FEMHE B IX OS RUPFS & &h, FAZDOC L HEL T, OS A BICER LT,
*] : EGFR BETFERIBE X iT ALK BARGTBEOBETIL, 77 FFHAX S TLEREICL S
BRI, ThTh EGFR BRI ALK EER 2 8 3 AEEImBAIC & 5 RE
R HTABEMMBANLNE, -
*2 : PD-L1 IHC 22C3 pharmDx ¥ 2) OREFx v FEAVWTHRES Ok,

£2 EHPHHERE (KEYNOTE-010 3RER)
A% 2 mg/kg A% 10 mg/kg FEZ Xk
Q3W Q3w '
(344 #1) (346 %) (343 )
OS | &fE [A] . 104 12.7 8.5
(95%CI) (9.4,11.9) (10.0,17.3) (7.5,9.8)
NPF— FH 0.71 0.61
(95%CT) (0.58, 0.88) (0.49,0.75) -
P {i"™ <0.001 <0.001 ,
CI: B8 XM, *1: @R Cox WINY— FEFNMITL B FEF TN L OB, *2: =1
uV?V&ﬁE .
100
90 - ——— % 2mg/kg Q3W
80 - - 23M10mg/kg QIW
70 - — RuyFti
£ 60-
E 507 HiiHy
401 ) um?in:';;h'n'a Y
30 .
20 LTI
10 1
o 'mmmmmmmm
0 5 10 15 20 25
at risk#y | S (R)
28 2mg/kg QAW 344 259 115 49 12 0
FH10mg/kg QW 346 255 124 56 6 0
REeEIFEIL 343 212 79 33 ] 0

0S OR/MAFHTRF D Kaplan-Meler gi# (PD-L1EE (21%) OBERE)



(2]

OEB 4RI MR 3AER (KEYNOTE-024 3 Ek)

AERESIIAHEE 148/154 F (96.1%) KTt SOC # 145/150 #1 (96.7%) \ZFBH b,
BRELOEARBENBTETERVAFTERIZ. THhTh 113/154 fl (734%) RV
135/150 B (90.0%) 238 bz, WTFRNOBFETREEN 5% U LOBERIITRD

LBV ThHoT,
#£3 WThIHOCRARY 5%LL LOBER (REERITSRER)
BEFIKXSHE (SOC: System Bl (%)
Organ Class) : AHIRE SOC &%
3 A% (PT: Preferred Term) 154 1504
(MedDRA ver.19.0) £ Grade Grade 354k 2 Grade Grade 354k
2BMER 113 (73.4) 41 (26.6) - 135 (50.0) 80 (53.3)
migs L RY 1 REE
H i : 8 (5.2) 3 (1.9) 66 (44.0) 29 (19.3)
A M ERBD £E 1 0.6) 0 8 . (53) 2 1.3)
FPERMD IE 1 0.6) 0 34 @2.7) 20 (13.3)
M/MRBRAE 0 0 17 - (113) 8 (5.3)
P iR
FR AR AR TILERE 11 (A 0 0 0
AR EBIE T 12 7.8 0 1 0.7 0
BRI
E5 6 (39 0 17 (11.3) 0
TR 22 (14.3) 6 (3.9) 20 (13.3) 2 1.3)
Bl 15 0.7 0 65 (43.3) 3 (2.0)
ARk 4 (2.6) 0 18 (12.0) 2 1.3)
O 4 2.6) 1 ©0.6) 30 (20.0) 1 0.7
—f% - £HREL L CREHULORE :
|NIE 5 3.2y 1 0.6) 11 73) 2 1.3)
B 16 (10.4) 2 1.3) 43 (28.7) 5 (3.3)
2ot 1 (0.6) 0 9 (6.0) 0
R 16 (10.4) 0 8 (5.3) 0
B RE ‘
T5=vT73I) TR 10 6.5) 0 7 @7 0
7 = 7 —EH{m
TARSGX BT I/ b 8 52) 2 (1.3) 5 (3.3) 0
5 AT =5 —ERm
M7 V7 F =i 3 1.9) 0 15 (10.0) 1 0.7
Fh R 0 0 20 (13.3) 6 4.0
A RERD 0 0 18 (12.0) 9 6.0)
A mERE L 1 (0.6) 0 16 (10.7) 3 (2.0)
REE L URREE :
BANIR 14 ©.1) 0 39 (26.0) 4 @7
Be/Xv 0 AME 1 (0.6) 0 9 (6.0) 0
BEBRRL LUK ERREY
) 13 (84) 0 4 @n 0
BT
EERE 1 0.6) 0 15 (10.0) 0
K=o — o F— 2 1.3) 0 9 (6.0) 1 0.7
PR AR, BOERE X UNERRREE
i1 23 8 52) 4 (2.6) 1 ©.7 1 0.7
BIR% 3 L UNBL FAAMRREE
ik g 0 0 12 (8.0) 0
B RER 8 (5.2) 0 1 0.7 0
% 5 BEfE 12 (7.8) 0 3 2.0 0
% 11 (7.1) 1 (0.6) 3 (2.0) 0




B, FHAHCEEEMERRIX O F (5.8%) . KBk - BEEOTHIX 8 ] (52%) .
MEEE (¥7 2 - SU—EEHRS) X268 (13%) . FF#eEEX 2241 (143%) .
RIS RERE S 21 ) (13.6%) . TEEBEREEIT 146 (0.6%) . 1 BBERRIT 16
(0.6%) . TEHEmEE (RMETHEETRE) 216 (0.6%) . BERIX 16 (0.6%) .
$5 g - MR RRARSE 1% 141 (0.6%) KU infusion reaction 1% 5 ) (3.2%) TR¥ b,
e, BEEOEMEE (RAMRIBERRE, SHAK. BEXAEAS) | BISHRERE,
HIERENE. MR - BRE. £ 5BER, LHR, REEL/MMRBIEERNER, B
HE Mk CRFERFIIRD bhiehoiz, ‘ ’

@EF LR N/M+ERER (KEYNOTE-010 3ER)

HEERIT 2 mghkg Q3W B 331/339 £ (97.6%) . 10 mg/kg Q3W ¥ 330/343 ] (96.2%)

- RUSDOC B 297/309 B (96.1%) IKRD B, BREL OERBERATECE RVWEE
BRI, TNFh 215339 i (63.4%) . 226/343 £ (65.9%) KUt 251/309 & (81.2%)
B LN, WThPDOHETRRRRE SUULDOBERIZITEDOLBY Thol,



£4 WThhOBRTHRERN S%ULOBER (RSEMITHRHRE)

BERKSE (SOC: System B (%)
Organ Class) 2 mg/kg Q3W B 10 mg/kg Q3W B DOC &

EAE (PT: Preferred Term) . 3394 34351 3096
(MedDRA ver.18.0) £ Grade Grade3LLE 2 Grade Grade3LAt £ Grade Grade 350 E
2BIER 215 (63.4) 43 (12.7) 226 (65.9) 55 (16.0) 251 (81.2) 109 (35.3)
mikE LY A REE

Ah 10 (290 3 (09 14 @41 1 (03) 40 (129 5 (1.6

FPRBAE 1 (03) 0 1 (03) 0 44 (142) 38 (123)
Moy inRE

FLRBRB RRAE T EE 25 (149 0 23 (6.7 0 1 (3) 0
B B RE

TH : 24 (1.1) 2. (06 22 (64) 0 56 (18.1) 7 (23)

By 37 (109) 1 (03) 31 (9.0) 2 (06) 45 (146) 1- (0.3)

nR%k 13 (3.8) 0 7 @0) 1 (03) 43 (13.9) 3 (1.0)

TR 12 (3.5) 0 13 (38) 1 (03) 24 (78) 2 (0.6)
—fR - BT B L CREBALORE

s|hHiE 20 (599 1 (03) 19 (55 2 (06) 35 (113) 6 (1.9)

"y 46 (136) 4 (12) 49 (143) 6 (1.7) 76 (246) 11 (3.6)

SRAH R 5 (1.5) 0 4 (12 o 21 (6.8) 0

R} 10 299 1 (03) 14 @) -0 17 (55 1 (03)
BRIk EE '

PR 0 0 2 (0.6) 0 24 (7.8) 19 (6.1

A i 3R 0 0 3 (09 0 16 (52) 10 (3.2)
R L Uk BRE

REKEGE 46 (13.6) 3 (09) 33 (96) 1 (03) 49 (159) 3 (1.0
MEERL L UHARREY

3:E 13 (3.8) 0 19 (55 2 (06) 18 (5.8) 0

e 9 @7 0 10 (2.9) 0 29 (9.4) 0
AR R

GERE 4 (12 0 7 (20 0 16 (5.2) 0

K g=a—aF— . 2 (06 0 3 (09 0 28 (9.) 1 (03)
SR 3 (09 0 3 (09 0 17 (5.5 0
B X OB RS
BREE 3 (0.9) 0 2 (0.6 0 101 (327) 2 (0.6)

% D EE 25 (14) 0 32 (93) 0 5 (16 1 (03
R 29 (86) 1 (03) 44 (128 1 (03) 14 (4.5 0

728, 2mgkg Q3W B R Ut 10 mg/kg Q3W B CEhTh, MIEMMEBIX 155 (4.4%)
B 146 (41%) . K% - BEOTHRIZSH (1.5%) BT 26] (0.6%) . BEDOK
BEE (RGRRIREREEE, ZWAM, JEREES) 21461 (03%) U146 (03%) .
MEREE (X¥7 2 - NU—ERBES) 1226 (06%) KU 36 (09%) . FFisaemE
1323 B (6.8%) K T* 22 ] (6.4%) . FURBRIRAERETE i3 32 # (9.4%) KU 35 #1 (10.2%) .
TEABEREIZ 16 (0.3%) RUT 146 (03%) . BIBHERESEIX 246 (0.6%) RO
Bl (0.3%) . 1 BUBERBIE 141 (0.3%) BRU240 (0.6%) . BHfEEE (REETMEY
BRE) X468 (12%) R0 H, BRIT1H (03%) R0 H, L - $EHRAR
fEIX 161 (0.3%) KUtO0H, infusion reaction i% 2 %] (0.6%) KU 6 H (1.7%) TR
bivic, £, EEBENE. ME - BRE, BLOBER, LHR, REED/MRRD
MR, EhERLDRCRFRBIIBD bhiehol,



4. BRIZHOWT

EABEMELE LTHEARERE (SPIHE) ABELRTVBZ b, YHAELEY
WEBTEIRERTHILERDS, FOLT, *ﬂlo&“&ﬁxﬁ@tx%ﬁ%%%‘? - B E
L. FROREICLVEEREMEAZREA L LBICHINT 5 Z L BRULERED, UTD
DO~ I RTEHETERICBVWTERT IRETH S,

@ HERIZHOWT

D1 TFTEo (1) ~ (5) OVWTFhhicEYTHIERTHIZ L,

(1) BEABBHRKERBET? BADTKESILARRS EEMFRRASFESEILRRE.,
HUIR A A RS B HE I U B i&iﬁzw%ﬁﬁﬁf; ) (FR294E4 8 1 ARER 434
HEaR)

(2) ¥EisebiRbt (R 294E6 A 1 ARFA : 85 MERR)

(3) FEFRIERIBET 3B ALHEERE (RABTEEE TR, 5 ABHIEYE
BB, 2 ARBECEEHEERR L)

4) S RIEHERZRE L. S RCBHREMR 1 i3S RbZFEMER 2 ORI U
WZAEBBHZITo TWAHER (FR2844 78 1 BRER : 2540 HEER)

a)ﬁ@ﬁﬁ%ﬂﬂﬁ%ﬁMﬁomﬁgﬁk%6E&&ﬁormaﬁﬂ(1&28$7
"B 1 BEEA ¢ 1290 HERR)

@2 FEOLERERCBIEARRRRORGIC 228 L EREFOEM (TRO
WTFRHIZEEY T 5 EM) 2, YRR OFRICE T IEROBEE L LTEERSH
TWAZ L,

£

o EMAFRE%2EOVMBFELRT LERICSEULORABROBRIMELTT
STWNBZ L, 5b, 2L FIX. RAEDRELZT L LBEKREREZOMEETT
RoTWBZ &, '

o EMRFREE%22EOMNFELRT LERIC4FEU EOBREREAL TS Z
&o 5B, 3FLLI, Rﬂiﬁ@7b>/u§%ﬁﬁi%ﬁ‘tflﬁf‘9&%§ﬁ%®ﬁﬂiﬁfé‘%ﬁo"C
Wz,

- @ BRAOEXRFRTHEOEMHICOWVWT
EXLERTRIHFTIEEENEBESN, WELEMNOOHFBRBA, A - B2
ML IEFROTER CEMSICHT 3 HRRE, AEERBBELLRESORER
B, SEXFOMITOh3&EHBE->TNWDZ L,

10




® BMER~DRIHZIZOWT

@-1 HERRAHICEEY 5 Be

BREMEBRSOEERBERSRE LZEIZ, 24 FEBREHOT., YEERIX
BEERICBWT, BRELZAERCA L TAREERV CT H0RBIEADEMNLE
RBEORERENY A PIZB L, EbICRISAERERHKE>TWEZ L,

@-2 ERUEBEHFIC L35 FFRASCHT 2 EL
BABRICHEDL A EMNRABREVCEREZA T IEREFTENEAERAT=FY 7%
ﬁbk%ﬁmx&U—:yyéﬁwI%Ek%ﬂ%%ﬁf%6?—A@ﬁ¢ﬁﬁ§ﬁ
EhTwdZ i, 2B, BEEHIZOWT, BABELZORERICHFIBMEATY
3¢, '

@-3 BMER ORETRCRISITB LT

BIER (MEMEMZEBICINZ., K% -  BEO TR, FHERES. BHERET (RET
MEMEERS). NOWEE (TEAMEES. PRIBMEES. BITRERE). 18
WRA, L5 RE. Rk - BMOUHBARE., R, BEEOREHEE (BRERBIREGRR,
BALHE. BMRAESE) . infusion reaction, %K - Bk, EEMHTHIE, HiRESE (¥
5V NU—ERBS) . LKk, REEL/MRBEEIR. BnEAmn., RIERS
%) iz LT, YR XL IBEREEOEME2 A+ 5 EMm & B L BHERDR
Bt ICB L THERVXBEZITONIEHIEHB L) | ELICENRABRT
X AEHIBESTWVWEZ L, :

11



5. BRENRLRBE

[Z2tizB+ 33R]

QO TRREERYTIBEZOVTEAFORENERL ERTVE I LDL, BERTT
bignzk,
o FAIDESICH UBBHEDCBREERDOHBE

@ WBEMOFMIIBWVWTTRIEESYTIBEFICOVTIR, TR ORGIHFERI AR

B, MOBFRBRESRLZVERICRY, HEXARZERATIZLE2BRTE S,

o MEMEMEBOAHXEEOHLBE

- MMEGEKRECHERZRDS E%&Uﬁ@ﬁomhﬁﬁﬁm&%@%ﬁ%&
KOOI RIEREELRZ NI BE

s HTOARERBOASH, XiTBHMLE L IEREDE aﬁ;ﬁﬁ%wﬁﬁﬁm
HHBE

s HABHE(ELBYRBHEELZST)0H3BE

e  ECOG Performance Status 3-4 EV B

[AhiEic B3 2 3R]
@ TROBFIBWTEFOADESRIEZH TS,

o {LEWEREORV, EGFR BEFEREBHE. ALK BEBETFEMERT PD-LI
Bt (TPS=50%) DYIRTEE/RHETT - BROIE/NERIHEBE

o ZFIFTRAEESLLEEREES AT S PD-L1 Btk (TPS21%) OEIBRTEERR
H#1T - BROF/NERGERE (2B, EGFR #FERBEHEXIT ALK @&
BEFBREOBE TIX. #hFh EGFR Fu ¥ v 3 —¥HREAI XX ALK F
ad ¥ F—EREROBRRELET58%)

2B, TPSIERALAT v Y =7 (BEFHERZ) Oar=F2WE (RES :

PD-L1IHC 22C3pharmDx [# =) ) ZAWTHIET 3 Z &,

@ TFTRICEYT 3 BHFICHT ZFHORERUMERFEIZ OV T, FH OF S
B EhTELT., FAOBREXR L2,
o INBEBMLERE,
o  {LORBHIEEA L OHA,

@& BCOG ? Performance Status (PS)

BB

L£<{BEREDTES, BHMLAL B BEENHRRIITXS.

RERICH LWIEBNIHIR S h 55, BITAIRET, BIERCE-> TOMMRRITI Z LN TE S,
AN 3N S

HITTRTAROZOEY DI X iZTTAREAERIRCERY, BHO SO%LL LRy FATARIY,

BROohEEYOEDEYDZ L LxCE Ry, BHO S0%U LRy FIRFTBRIT.

£ — 8
wiN Oa

2BiF2v., BROZOEY 0= Lz iRy, B2y FARFCBRIT,

12




® MEBEIA K54 (BEMEEEHE) 128V T, ECOG Performance Status 0~1
@D 7520l F. Xix ECOG Performance Status 2 &V 0 B#H Tix. % 3 AHHE
# (FEZFeNEg) QHABE/ERIATRIY., 75 FFHUHOERAERE
BEWEDERENRRWr—23H 5, LERER2ETIBEERTHE. 7

S5 FFRFOREEN 2L & bE 3 HREABFERN TOBRKRELF T3 BEITBY
T, AHORELXERTE B,

13



6. |EITPRLTHETEIE

@ %ﬁi%%kmzw&ﬁﬁﬁ%#ﬁﬁﬁ?6ﬁﬂ%kgd%$ﬂ®ﬁﬁ&0ﬁﬁﬁ
RAOEDICHERHESRE+HCEBRL CHLERTB &,

BRI AL, BEXIZORKCEDERCEREL+ABAL,. AELA
ThobBETEL,

FREMERD~RFX Y AL MZOWVWT

)

®

MEERERBRESbDLNBZ LBHBDT, ZROREICHT--> Tk, MIHE
R (B9, FRRERE, BR%E) ORERUIEN X WREORKY. BEE+
SITATH 2L, e, BEITHLTHR CT. hif~—br—S0RELEHET
5z,

infusion reaction 233 b 3 = L 233 3, infusion reaction BB HNT=HFBHIZ
X, E@&ﬂ%%ﬁﬁ&&%k ﬁmﬁ@ﬁ¢5ivaﬁwﬁﬁ%+ﬁm&%
T3z,

FRBSEERERH LD RHBDT, *ﬂ@&&%%?&@&#%ﬁ
HL I IR IRESARIRE (TSH, HE T3, BM T4 SORE) 2T
e,

FHSBERERH bbh 3 2 L idH 30T, AFOR 5 HBNE TR SR PIX
RO ICFFHSEBIRE (AST. ALT. y-GTP, AlP, BV AV EEORIE) % £
T35z ¢,

SO B MEARVCOEESEEALSD) SORELRREERH DN
ILRHBDOT, EHHCROREOEELHERTI L, £, BOREM
BOOLNHAITIE, EPHCERBBE*Z2T2L 58T 2BET L,
FAOREICL Y BEORBERISITEET 3 LB 2 bh ke RERABOKRE
Robobhd I tihs, REABDONIHACE, FRLEFRIE LR
B2 5050 LR BR 2 IO L L CEDARERNBN 2TV, BEORE
Rz L 3BERAREDN 3 EAITIX. FROKREXIIPIE, RUBBRESR
NEVRIDOBRESEZERTD L, 2B, BBRERNVEVOREIZX Y BME
AO%RERBD bhRVES T, BIBRERNVE Y UNORZEMEFK OBM
bYERTHZL,

BERTH. SAR»LEIABBALTHLEMEARRRTIZ 8L
FROBRELTRICHBERAORRICHICEETH L,

1 BUERA (BUE 1 BRERBEZ D) Bbbbh, ERELY FT7 v F—
REZZLRHBOT, OB, BL, BHECEROFERL LMD LRI+
SEBTHI L, | HERBAEDNESIIZELHIEL, 12 ) R
ROBE5EOFRABEITIZ L.

AHOBKRBRICBWT, BE5MMEH»S 9BE, ThUKRZ, RERWMM»L 14/

E3ERERT D LICADEOTMEITo TV L E2BBIC, FAREFIIEH

MICERRE THROMBEZITI Z &,

14



BB HET A KTA
Rh7ul) X+ (BE=Fi#z)
(RRA : 4 MN—F REBE 20mg, ¥4 MV —F KHHE 100 mg)
~EHRAE~

R294€28 (ER2 941 2 AHET)
B4 % @A

_H



A%

X I )
AHRI O, EREF
. ERIR AR o
HERIZDOWT
BENBRLRDBE

SN Lk W=

BRECEBLCEEIREFE

P2

P3

P4

P11
P13
P14



1. Ui

ERBOEME - REMORREDODITH, BEXESICESWEERERARRD
BB, &bIT, EEOBFHEMOESIC LY, REERR 2 ¥ OEFORFRIEAR
FERRREKBINZFT, ZhO0ERELHICVERBREICRET S 2 L BSRED
BEL 2> THY BEMECEY L kE0EAFE 2016 (EAL 284 6 A 2 B MEBRTE)
BV TH, EFHERREOEROREHELYREZ L& TWS,

FHREARFERAIL KBEEARERU e 7 7 A AVREHFOERL LHLNITR
RBEZEBRDHD, ZOkD, BEHERCELMECET IHEEN+LEMT 5 ToOM,
UHERAOBELM T3 L AP/ ENIBECHLTERT S L L bz, BIfE
BARRBRELEBICHERYEE L 52 L NTRR— OB 237 T EREE TEA
THZLREETHS,

Lie#SoT, AHA K54 Tid, BRBEPLZNETIBLA TV ERESEM -
BEMRHICESE UTOERRORBERERLET 2BANLLEREY, £2
 FRUBEBELTT, :

BB, AHA FI4 13, MITBIEAERLERBBEAME. ABHAEARK
BERIEE TS, —REFEA A RBERANELSR CAKHAEA B AR ERZL20HH
Db EERLE,

MNPRLRDEREER : ¥4 M —F REHE20mg. ¥4 b —F JHHBHIE 100 mg (—
B4 Ra7n) Xv7 (BEFEHEZ))

HBLROPERIDR - RIGYIRT R BHRANE _

HRELRIRERCAR : BH. RARIZ, RAaTe) X=7 (REFEHL) LT, 1
[ 2mg/kg (FHE) % 3 BBIFEMRT 30 ST TRFEHET 3,

B ¥E IR & ¥ & : MSD BkX&tt




2. RO, ERBF

¥A M —F REHE20mg R 100mg (—ff4 : RATu ) X<7 (BEFER
Z). LT & Al &v5,) i%, PD-1 (programmed cell death-1) & DY H > FTh
5 PD-L1 RU'PD-L2 L OREZHEMETS. £ MLIgG4E /) 7 u—FVHETH B,

PD-1 #RBRiT T MRS BRI RN B 7o DIZ B AMIRAFI AT 3 X2t hlE
A4 yFT, PD-1 1%, BERRBICSOTEER THROMBETCRIEL, ATk
BERE 2 ABLEIBRIL2AERIGEHET S, T4bb, PD-1 BRIV FE#
ATBZLIREIVHARZERIC LBV FVEEZARHETAZAKTH S, PD-LI
DEFEBRICBITERBAITDLTHTHIR. L OBAMBTII THIEOBHE 2iM2 3
BELARICRE LTS, BAMKRIZEIT S PDLL OFRBIL. BisE., RIEBE.
FFBRRE, SPEARE, FE/MERES OKe RERATTFRAREFTHY ., EVAEFRL
DHRBEERBEEh TV,

BEORADEKE T L PD-L1 BHOEEMED S PD-1 L PD-L1 OERIIEE D
SRR B WTEERRBZ2AD ZLARBEIN TR Y RN ARROERME L
THFIh TN, )

ZXix, PD-1 & PD-L1 RKU'PD-L2 DY ¥ FOKRZHEBETHZ LICL v, EBE
BUNRED OB RAOMEIREENT V VU AREPERL S FIEERE 2 BEE LT
5L THIERDHRERET 5,

AR OERABFICES S BEORERISIC L 3EHERS RS bbh, BEEX IR
ELREEEND D, RFOREFRURERICIE, BEORRYHHITITV. REXR
B LNEBAICIE. BB LATFRICE U EM M L SRR OEM L S L TF
GIRENBE 21TV, BEORERSICL 3EEAREDN B ITIE. BIBRERV
£ AR OHRESEOENRAE E1TO BERD B, .



3. BEPRARSt
BBV AEL BB AEOKBRICTEMEZITo L ERBRBRROBRELRT .

[B%hik])
OEMNSE I b 183ER (KEYNOTE-041 #&R)
EERERORVWXIIA Y AT (BEFESEL) AT MV haeT] 0 3,)
EESERV2 LY AVETOMEREELZETHRIGURTELBERAERE 22 4]
(BT RS 37 ) ZRRIC, AH 2 mgke 3 BAMBR CLT QW] &1 5,)
BREDFHUERUVREMVBRI SN, 23, ERFFE CREAETIERD NI HEIT,
RBETE2RTEREBD bNR2VWEOBERMICEE L TV BE T, REILIEOE
BB CTREETHEBDOOND ETHAAORE LM T S5 Z L TR E Shi, EEF
i A T & 5 FEHB/IRECIST XA K74 2 L1RICES< hRYEIZ & 3522 (CR)
XIiZEHES (PR)] 1E. 24% (95%EHEM : 12~41) Thotz, 2B, BAICRE
L7 BREIE 10% Tdh o 72, |

@M B O3B (KEYNOTE-002 3RER)

AEY AT HBREBEEETHRIGVBRABLEERCERELZHRIC. FF 2
mg/kg Q3W £ 5 K U* 10 mg/kg Q3W 5 DHMER CRLMM, (LFERE (FHNY
V. FESBIKR, AAVRTTFU, "I Y FREARBANVKSTFo+57 ) 5%
N, BT TICC B LW 5,) #xBE LTRNEh:, 2B, ERFEME CREET
BRDoNBEIC, RBETEZ T TEREBDODONRVWEOBKMIZEELTWS A
F T, KEUBROEAKFM CTRBETAROONI ETERORE LM ETH LN
AREL Ehie, EEFMEBITLLEFHM (0S) RUEMEAFMMN (PFS) & &h.
K%‘Jlﬂlﬁ%ﬁ?ﬁ& LB LT, PFS 2 ARIWCER L7z,

F1 AHHEMM (KEYNOTE-002 #A5R)

) 2 mg/kg . A 10 mg/kg (-3
Q3w Q3w '
(180 %) (181 #) (179 #1)
OS | f5fE [A] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3,19.5) (8.9, 13.8)
NP — FH"™ 0.86 0.74 '
(95%CI) (0.67, 1.10) (0.57, 0.96) —
P fE" 0.1173 0.0106
PFS" | fsfl [A] 2.9 2.9 2.7
' (95%CI) (2.8,3.8) (2.8,4.7) (255,2.8)
NP — R 0.57 0.50
(95%CI) (0.45, 0.73) (0.39, 0.64) —
P {E" <0.0001 <0.0001

CL: XM, *1: RECIST 1 F7 A4 ¥ L1 RIZES BEERBER CIESEME 2 & 5 5%,

- *2: @R Cox LBINT — FETFVIC X BILFHE L 0L,

4

@il IRE




100
90 ] —— A% 2mgrkg Q3W
80 N = ——— ZM10mg/kg QIW
_ 70 |. ...e,.,...) 3
& 60 - R
W 50 - . ,
# 401 et
w°|. o Nivly ok
20 5 .
10
0 3 6 9 12 15 18 21 24 27 30 33 36
M 2mg/kg Q3W 180 131 95 70 61 11 0
Z#j10mg/kg Q3W 181 138 99 79 67 12 (4]
{LSE 179 115 80 60 48 9 0
OS @ Kaplan-Meier ghfi
—— AW 2mg/kg QIW
—— ZM10mgrkg QW
at risk# ol

% 2mg/kg Q3W 180 153 74 53 26 9 4
ZFR10mg/kgQ3W 181 158 82 55 39 15 5 1
{L286% 179 128 43 22 15 4 2

PFS @ Kaplan-Meier Bhi#



QM EMIARABR (KEYNOTE-006 k)
AEY A TICLBBEBEORVWXIIA ) AT 2EERN 1 LIRAVETOLE
REEL AT 5 REBORTRAEHRGERE ZHRIT, A 10 mgkg QW RERT
10 mg/kg 2 BB (LT QW) & 5,) BEDOFWERTVRLMES, A V) A
TEBE LTRE SN, 2B, BEFMHCRBETHIED bhBEIC, KEAET
BRTERNBD bNRWEOBRIICERE L TVW2 BE T, REILIEOEGFMT
RBETHERD NI ETHRRAORE 2K T 5 Z L FREL Shic, TEFMEB X
SATM (BLT T0s) &5 ,) RUGEBBATHR (LT [PFS) & 5,.) &&h,
ZRFTA LY A= T LB LT, OS RV PFS ZHRICIER LTz,

K2 HHEMRBE (KEYNOTE-006 3Ek)

AH| 10 mg/kg A# 10 mg/kg AL 4
Q3w QW
(277 ) (279 1) (278 #1)
0S" | shsfE [A] NE NE NE
(95%CI) (NE, NE) (NE, NE) ~ (13,NE)
INPF— K2 0.69 0.63
(95%CI) (0.52, 0.90) (0.47, 0.83) -
PE™ 0.00358 0.00052
PFS” | i (A] 4.1 55 2.8
H? (95%CT) (29,6.9) (3.4,6.9) (2.8,2.9)
NP — FH? 0.58 0.58
(95%CI) (0.47,0.72) (0.46, 0.72) —
P E" <0.00001 <0.00001

Cl: {EHIXM. NE: #EFRT., *1: PHEAIFTREOT—F 2015E3 A3 Ay bE7, 2. B
B Cox BN — REFNIZEBA LY AT L OB, *3: B w5 7 RE. *4: RECIST
HA R4V LIRICESS MY LEBEBRHERVIEBEEMEIC X584, *S : PRI
F—% (20149 83RHy bZ7) :



100 ==

90 -
80
70 7
& 60
B 50
$40~_
30
20 -
107

e e AFA10mE/kg QIW
Z710mg/kg Q3W
— A EULT T

0

||||||||| IR a E N A A e AR A e LA R ARl s LE AL AL

0 2 4 6 8 JOBSRE2 = 1400 65 1518

at risk#%

&M R]

FH10mg/kg Q2W 279 266 248 233 219 212 177 67 19 O
#&10mg/kg Q3W 277 266 251 238 215 202 158 71 18 O
AEULTYT 278 242 212 188" 1698157 ti7Z 051 17 O

0S @ Kaplan-Meier Hi#3

100-'=F
90 o s o e 270 10/ kg QW
80: #710mg/kg QW
g 70_— —_-fL’Ub.?j
B 60 -
E 50 mt )
g 40_ '-h—-._'*:i"ﬂm!,.l__l
& 307 i
20 L-—l
10 ] -
0 """"'I‘”".""']""""'I'""""I"‘”""l""""‘l“'l"""
0 2 4 6 8 10 12 14
at risky NS (R]
#FF10mg/kg Q2w 279 231 147 98 49 7 2 0
FH10mg/kg Q3W 277 235 133 95 53 7 1 1
AEVULRT 278 186 88 42 18 2 0 0

PFS @ Kaplan-Meier gh#z



(2]
OERNSE b ERBR (KEYNOTE-041 3RR)
HEFEHIT. 41/82 6] (97.6%) ICBH O, BRELORRBENRETETERVWEE
&L, 344251 (81.0%) ICED b, BERMN SUULOBERIITROLEBY T
Hot,

£3 BEBN S%ULOBYER (RESMMITHREM)

P (%)
BUX SOC: System Organ Class)
sgzi'ﬁﬁﬁ(ﬁ: g’mfcnédysTerm) 'va 2 mg/l;%ﬁ(%&!Wﬁ
(McdDRA ver.18.0)
2Grades Grades 3 AL
2BIER 34 (81.0) 8 (19.0)

- ARBEE e

wm&wﬂﬁ 4 - (9.5) 0 0.0)
gm0 T el
T : 3 .1 0 0.0)
eRCRRERICRSRLORE -
B . 5 119 0 0.0)

mERE W
7zzx7=¥/§7 / l~7/z7;7—-eia7m 3 1.1 0 0.0)
SRR BRI ) B 3 an 0 0.0)

- ERREURTEgME T
% 5 HEE 6 14.3) 0 (0.0)
BOR EFSR B S 6 14.3) 0 0.0)
BEEAK “ 3 an 0 (0.0)

7B, BEMENES 16 (24%) . KK - BEEOTH 241 (4.8%) . FFHsEREE 3
# (7.1%) . TERAEHERTE 2 6 (4.8%) . FRIRBIERE 6 4 (14.3%) . infusion reaction
16) (24%) RORE SHEK 15 (24%) TROOIE, . BEEE (X5 -1
V—ERMS) . BEEEES ROTHEEEAS) | BIBEE. | BERA, EE0
BGHEE (RAGKBIRERE, S, EREES) . BR, R - SSUHmAeRLE.
HEBENE, MR - BERE. OHR. REEL/MRBEDHERER., BhtER n &k Uk
FERBIIRD N0 T, '

@535 T HERER (KEYNOTE-002 RER) ‘

AEFRIL. 2 mg/kg Q3W B 172/178 51(96.6%) . 10 mg/kg Q3W B¢ 178/179 1 (99.4%)
RUICC # 167171 Bl (97.7%) BDoh, ERELOEARBRNTETCERVEE
FRIT, TR 121178 B (68.0%) . 133/179 B (74.3%) KTt 138/171 # (80.7%)
CRBOLNE, WFNDPORTREARN SUIULORERZTROLBY Thol,



£4 VThIOBCHRERS S%LEORIER (RLHARITNSAR)

SRSy (SOC: System Organ Class) B (%) .
AR (PT: Preferred Term) 2 mg/kg Q3W3aE 10 mg/kg Q3WHE ICCE
(MedDRA ver.18.0) 17884 17961 1718
2Grades Grades 321 1= 4 Grades Grades 304 L 42 Grades Grades 301 E
2BHER 121 (680) 20 (11.2) 133 (743) 25 (140) 138 (80.7) 45 (26.3)
i XY TR : ' o
A 5 (28 1 (06 7 (39 0 (00) 35 (205 9 (53
B M BR¥D 2 0 (00 0 (0.0 0 (00 o0 (00 114 @82 6 (35
FPIRED 2 1 (06 0 (0.0 1 @06 0 (00 14 (@82 6 (39
R £E 2 (A1) 0 (0.0 1 (06 1 (6. 16 (4 4 (23
el | , -
FIRBRBREEIE THE 9 (1 0 (©0 13 (73) 0 (00 0 (0 O (0.0)
B g : -
ik 5 (28 0 (0.0 9 (50 o0 (0 14 (82 0 (0.0
T 15 (@84 0 (00) 19 (06 2 (1) 14 (@2 3 (18
Bl 8 @5 o0 (0 16 (B89 1 06 56 (327 4 (23)
@t 2 @A 1 ©06 10 (G6 1 (06 26 (152) 4 (23
—f% « 2HBHE LT SHEOR , o ‘
N - 6 (G4 1 (0.6) 8 @5 1 ©6 10 68 1 (0.6)
w5 40 (225 2 (@1 52 (@91 1 ©6 62 (363 8 (@47
) 6 (34 0 (©00) 11 (@61 0 (0.0) 8 @n 1 0.6)
BARHE o S e '
/MR , 0 (0 o (©O 1 (6 o0 (0 13 (76 5 (29
Rt L REREE , ) N
poXc b S 8 @45 0 (00 .17 (95 2 (L) 26 (152 0 (0.0
BEERES L RS MRS , : ‘
BafsE 13 (73 1 ©6 12 @7 1 (0.6) 9  (53) 1 (0.6)
s 9 (1) 2 @y 7 (39 0 (00) 10 (58 1 0.6)
#ﬁiﬁ_ﬁ@ ' . ' : _ o ‘
K= 2 — 0/ F— 2 Q1 o (00 0 0O o0 (0 14 B2 2 (12
B o 1 (e 0 (0 2 (@np o () 11 (64 0. (00
A &m‘m U&Tﬁﬁﬁﬁ@ ‘ - ' : ' ' '
BELE 5 (28 0 (0.0 1 (06 0 (00 35 (05 1 (0.6)
Bk 9 (GBI 0 (00 9. (50 O (0.0) 2 (12 o (0.0)
% I FELE 37 (208 0 (0.0) 42 (235 O (0.0 6 (5 0 (00
5 21 (118 o0 (00) 18 (101) O  (0.0) g @n o (00)
HRESRES 5 (28 1 (06 10 @G6 1 0.6) 0 (00 o (00
BigiEan 10 (56) 0 (0.0) 9 (500 0 (0.0) 2 @12 0 (0.0

72352 mg/kg Q3W B & U° 10 mg/kg Q3W BEHIZ B T2 heh I EHERTZR B 141 (0.6%)
BRU4H 22%) . K%k - BEEOTH 16 (0.6%) RV 64 (3.4%) . HERE (¥
v S U—IERREE) 2 B (1.1%) ROt 01, FFARERE SR 13 41 (7.3%) R Ut 15 41 (8.4%) .
BHERE (RAOTHEMETRS) 14 (0.6%) RUO146 (0.6%) . TEERERS ]
% (0.6%) BU3H1 (1.7%) . FIRIRMEEERE 14 41 (7.9%) KBt 15 Bl (8.4%) . infusion
reaction 2 B (1.1%) RO 3461 (1.7%) . BEEOKREEE (REHSRREGE, SHL
. \REES) 16 (0.6%) RU1H (0.6%) . B 14 (0.6%) RUt0 G, BEAER
I 0 BIRT 1B (0.6%) . FBiZ - BB 0 UK TS 1 40 (0.6%) . ELNTE L H K
KOBIRT 26 (1.1%) TRDOI, 7o, BITEE. 1 BERRK. HE - SHE
FRIE, DR, fefEtE i/ MRIRAMEREER, EhER LR URFRFILRO ON2H-

7"'
—o



Qs E MR (KEYNOTE-006 3%&k)

AEBRIL. 10 mg/kg Q3W B 264/277 1 (95.3%) . 10 mg/kg Q2W ¥ 275/278 £1(98.9%)
KO0 IPI 8 239/256 1] (93.4%) KBH LI, BREL OBRRBERRBEETCERVWAESF
&%, FhEN 202277 81 (72.9%) . 221/278 B (79.5%) R T* 187/256 B (73.0%) I
BOOLNE, WTRIAOFHETRERAEN S%ULOBHERIITROLEBY THhoT:,

#5 WPhLORTREENR 5% EOBHER (LM SER)

A g (%)
BENKSPA (SOC: System Organ Class) '
AT (PT: Preferred Term) lOmgékTg’&:iWﬁI 10 mgél;%{%ZW#f- gﬁj
(MedDRA ver.18.0) ZGmdes  Grades 3LLE  ZGrades  Grades3PLE ZGrades  Grades 3DLE
2RI 202 (729) 28 (10.1) 2 (95 3_(33) 18 (30) S (19.9)
mgwRE T TR T T L
PR BB 7 @5 0 (@0 17 (61 0 (00 6 @3 1 (04
PR IRROBIE T 2L (76 0 @O 25 (0 1 (04 2 (08 0 (00
ApEE o o S S
8 5 (8 0 (©0) 10 (36 0 ©0 15 (9 0 (00
KRS 8 (29 5 (18 4 (14 4 (14 19 (14 16 (63
T ‘ 40 (44 3 (1) 47 (169 7T (25 S8 (227 8 @.))
oA 11 @0 0 (0 2 (72) 0 (@0 1 (04 0 (00
B 31 (112) 1 (04 28 (101) 0 (00 22 (86 1 (04)
Tk 5 (8 0 (00) 10 (36 1 (04 14 (55 0 (00
—ft . eamgng&awmom@1 e Tl
"N 31 (112) 6 (00 32 (15 1 (©4 16 (63) 2 (08
w9 ) ‘ S5 (9 1 (04 S8 (09 0 (00 39 (152 3 (12)
\ ﬁﬁi&ﬁ ' : ' i

mwe«/&'—r— umm—wm s @) 1 G4 14 60 0 0O 6 @) 3 ©n
‘Rmﬁxvﬁiﬁ”’g B R AT A e ARt LN S

AR 18 @65 0 (0 17 (1) 0 (0 20 (78 0 (0.0
BERRBIURERREEE. . T i
BaEi 32 (116 1 (04 26 (94 0 (00 13 G1) 2 (08)

i 1at | ‘ 6 (@2 0 (00) 19 (68) 1 (04 5 @0 1 (04

BRBRUETASRE 0 . 0 e
3114 ' 39 (141) 0 (00) 40 (144 0 (00) 65 (254) 1 (04
Bisb. 37 (134 0 (00) 41 (147) 0 (00) 37 (145 2  (0.8)
SEEaN 31 (112) 0 (00) 25 (90) O (00) 4 (1.6 0  (0.0)

7233, 10 mg/kg Q3W B R U 10 mg/kg Q2W BBV TENEh , FIE MR B 4 51 (1.4%)
RUC14) (04%) . KBB% - EEOTHI 10 5 (3.6%) R 13 6 (4.7%) . HiRREE
(XF7 v« SU—EGEHE) 260 (0.7%) RUG0H, FFEERE 146 (5.1%) RU23
Bl (8.3%) . BHERE (RATHEETRE 26 (0.7%) RO146] (04%) . TE
AEEEREE 1 61 (04%) ROV 161 (04%) . FIRBRISREREE 28 ) (10.1%) R U* 33 4
(11.9%) . BIBHEE 1 61 (04%) RV 241 (0.7%) . infusion reaction 7 5 (2.5%) &
C56) (1.8%) . 1 BUBERA 14 (04%) BR046l. EEOKRMEREE (BELEBER
. ALK, EXEES) 0BIRT 16 (04%) | R 15 (0.4%) KT 141 (0.4%) .

fh - BUSUHRAREE 1 81 (04%) RUr 0B, Mgk - BERE% 0 IR 1 4 (04%) | ¥
CICEEIBEK 3 6 (1.1%) RO 14 (04%) TBHONE, E7=, BEGHEHE,

DR, fEER/MRBAERITR, BO4RANRE CRFREFIIBED bhidoTe,

10



4. HRIZOWT

ABEHL LTHARERZE (2FHE) AREONTVAZ Lhb, YKRELEY
CEMTE MR CHIUERD S, TOLT, RROBRENE R BELDH - &
L. AFIOREICL 0 BR2EERZ BB L BICHT 5 2 L BRERED, UTFO
O~QDFTRTEMWETHERIZBWTERTIRETH S,

@ HmRIZONT

D1 FED (1) ~ (5) OVWThICHKUTIERTHDZ L,

(1) EEBBHRENBET 2BALREHILARRS EHERF RS A ZREHIL AR,
B A% A B ISR, HURAABRRIR YY) (ER2944 8 1 BREA
434 %)

(2) HEHERlE (FR294F6 A 1 BRA : 85 Rk

() WEFRMFRIBET 5B ALHEESERHB (75%3*%@#%3%@%5% WA B EEYE
BAREBE. BSALREHHEERRR L)

@) ARCEREZEEZREL. SSRCBREME 1 IS RICEREME 2 OfERERE
IRDEHEToTWAHER (ERL 2847 A 1 BRI : 2540 HERR)

(5) MEMEEALFTEMBEOHERERIESBHEToTWAHER (ER 28 4£ 7
A 1 AR : 1290 MEER)

D2 BERAEOCLFRERVCEWEARAROMSIC T 2RO EERE/FOEM
(FROWTANICEY T HERM) . YRLEBOARFICETIEROBFEEL LT
BEEIhTWsZ L,

#

o EMGRIFREE 2FEOTNMFHELRT LRI SEU LORABROBERIEL
fToTWaZ ., b, 2 FLER BAEYREL XL L-BREEZEOHE
2TRoTWAH T L,

o ERAFIER 2 EOTMFELRT LKIZS ﬁutw&ﬁﬁﬁﬁ%"”ﬁwﬁ
FEREHELTVEZL, ‘

@ BE D EIE S FREROERIZOVWT
EELERTRIRFTIFEEENEESh, WL HH 5 OERARD, 7E ik - k2

. HEEZOFROTARVCEMSICH T2 EHRME. ATERBRELEBEORER
B, ERFMTbh3EHRE-TNHE L,

11



® BHMER~DHRBIZHONT

@-1 BI{ERRIRE OIS AHIZMT 2 BY
MEEHEREOEELIERANRE LB, 24 BEZSHREHOT, YRHERXIT
BEHRICEVT, BRLUEZBERIAECTARTER U CT S0RWER DEMNICLE
RREOERSYAFIE SN, EbICHSTRERERHNES-THWEZ L,

@-2 ERWFEIC L SFEHRSALITHT IEH
RABRIZED 2 EMORARE LA TIEREFESBHERT=F Y /%
BEHREERDAY Y —=V STV ERE L HHERG TE 5T — AEREHSER
ShTVBT &, 28, BREEHICOVT, RARELZORRICHAICAMSATY
5T &,

@-3 BIYERORZI-OHNIZBIL T

BIER (MEMARBICME, KBK - BEO TH, FRERE. TRIeMeE Ray
MESEERSE) . APWEE (TEAREBEE., PRBEEES. BITHREES) | 1
BBERF. S & OBk, ik - BOUGBMARIE, Bx, BEORBREE (BREBIRER
B, STAIBE. BFMME) . infusion reaction, % - BEMZs. EAEFGENRE. MiKR
B (¥F  SU—ERES) | OHE. REELMRBO KR, BhdRn, &K
FERRBE) I LT, YUBMERILEBERBBEOEMELF TS EM LB L (BlfE
ROZELHSICE L TRERVXBLZITIONIRHICH DI L) | BHITETRL
BRTEARERES-TNEZ L,

12



5. BENBRLRHBE
[Z2iiz+ 5 50E]) . ‘
O TREZYTIBELCOVTRAAORENERL ENTVB I Lhb, £E521T

biwnwz L,
o FAIORZIZH LBBIEDCBSEERDOH 5 BF

) %ﬁﬁ@ﬁﬁkkmf?%h&%?é@%uohrﬂ:tﬂo&%mﬁﬁéh&w

. MBOBFBRES2VEESICRY , BECAREERTSZ a%%@r%a
s MHEMKEBOSHIIREDOHDBE
-'m%mﬁmﬁrﬁﬁ%%ﬁb6%%&0%&&@&%@%@&%@%&%%
ORI RIERELRH NS BE
o HOAEKBOAS. IBMENLELL IBR YD B CARRABORERED
HHRE
o BBRBHE (ELBWRBHELEL) 0bHIBE
¢  ECOG Performance Status 3-4 =P D@

Kﬁ%ﬁk%?é%ﬁl
@ LBEREEORVBERVILEREEDCH S BECBVTEAAOHAMEN RS

TW3,
723, BRAF BEFER2ATI3REFIZBVTIZ, BRAFEEEAIC L 218 bER
TBH5ZL,

FRICEY T IEROBRERVERFEIZSOWTIE, ZAOFENRELEN TSR
b7, AROBRERBLEBRN,

o INEMBLERE,

o fhoREMEER L OHA.

@D ECOG ® Performance Status (PS)

B

2LHEREBTE 5. BFRATLA U AREERBERRITXS.

RERICH LWEBIIIHRESh 535, SITTERT, BEECEs TOERIMTI Z LB TE S,
Bl BVEF, WBEE

BB CAZDIOED T LT < C AR CE RV, AT 60%ELEZ~<y F5F
g g

BRONEASDOEDOEY DI L LHTERY, BRO 0% EESy FAKRFTRITT,

2L{BF RV, BHDHFOEY DT LiFLL TERY, BEEy FARFTRIT,

13



6. BETRL TEETR&EIH

QO FAXESITMz, WERTESBRET IBHSCESEFAOM/EREIEE

- BOREDIEIHLERERETSCEBELTHILERTS L,

@ BEBIRICES L, BEXRFORECADHERTEREZ+LRAL. AEEE
ThbETEHZ L,

® ELREWERO<=RXTY AL MZONT

BMEEMEARD ODNAZLRHEDT, FRAOREITHT= > Tk, FHE
R (B8, MEREE. WS ORBEUEE X BREOEES., B+
ST L, ¥, BRERIGUTHE CT, Af~—r—S0RELERT
A ¢, _
infusion reaction 234 bbb 5 = & ¥ B, infusion reaction A3FBH HNT=H/AI
X, BEIRAEEITS & & BT, Eﬁz@ﬁ?%&r%ﬁoﬁﬁ%+ﬁuﬁ§
T35z,

R IRBEERIE A 3 b b5 =2 L R db 5 0T, RO 5EMETR R 55
PRI IR IRESRERE (TSH., HEME T3, HRE T4 S0RIE) 2T
Z&e

FIREREENRH Db B = L BH DD T, AF DB EEEEIR U 5/ DX
EHEZFFEERE (AST, ALT, y-GTP, Al-P, VYAV EVEORE) 2K
T35z,

SEIEK CEARVOEEREL2S0) S0EERRESERHLDNS
TERHBINDT, EHHOCIRORKOFEEZERTHZ L, iz, BORER
BOONEBEITIE, EONCEFRBBE2ZIR2 5L 5B »BE T L,

- FHOREITLY, BEOCKZERGICERT S LB X N K4 RRBORIE

RHobh3dZeRhd, RERBOLNBAITIZ. BELLERIIE R
HFAY 2500 L BR A FOEM Ll L CEYRENZKT 21TV, BEDRE
REiic X 2BERBEDIL 2 HEITIE, AFOKREXIIFIE, RUBBRES
NEVRIOBRESEEZERTHZ L, 2B, BIRRAFANEVOREIZLVENE
RAOHRBERBO bNRVEEITIT. BIBRERNVE VLSO RFIH BN
LERTDHZ L,

BEATH. BB »EYAZABL CHOoBERARRERTAZLRHHD
FHIOBERTHICHBERORBRICT+2ICEETB Z L,

1 BRI (BIE | BIERF 2 ad) Bbbbh., BRAEES F TV F—
WCEDILAHHOT, O, Bl, BHECEROERLCOMBEEDN LHIZ+
REFTHIZ L, 1BERBREDNEH/IZIRELZFLEL, 1R ) U]
HoBREEOBE2ABETS Z &,

FHRIOBRBBRIZE VT, BERH2O 3 » AUN., ThEEX, BEBHE L1

$ﬁﬁ6ﬁ%“kﬁﬁ%ﬁ®ﬂﬁ%ﬁofwt:&%é%u\K%EEW@E%%
CRROMEBEITIZ &

14



REERHEETA F54
| RATRYAT (RETERZ)
(BR#%4 : 4 b—4¥ ﬁiﬁﬁﬁi 20mg, ¥4 bA— KHEHE 100 mg)
~HHER T Y R fE~ |

YRk2 941 1A (¥pk2 941 2 AKET)
Eé%@%



BH&

XLHIT |
AEI DR, VERBFF

R PR AR '
HEERIZ DWW T
BEXNBLRBBE
BECELTEETREFER

S LA LDD =

P2
P3

. P4

P6
P8 -
P9



1. IXT®Hiz

EEROFHYE - BLMORROEDITIL, BAXELCESV-BERERNRD
bh3, &b, IMEOREHENOESIZ LY. HEERRLR ¥ ORELH 2 FTREAE
FERSFSEABISNSFT, TNONERRFHICLNERBEICRET S 2 L NRED
BEL 2o THY BHEMECEY L kEOEASSE 2016 (B 2846 A 2 AHHBRE)
ZEWTH, EFNEXRMENERORBLKELRSIZ L L EhTWS,

FRENMBFERGIT, REERAXCRR2UET a7 7/ VBRFEOERSHLAL,ICZE

RBEZLNRHD, 0D, APMERURSMICET 5 HRR+0EMT 5 £ CoR.
UHERAOBELR BT3RS ShIBHICHLTERTI L L bic, BlE
ARREE L EBCSLERRGE L5 L RTRE—EOBME 2 ERSE cER
THILREETH B,
LB oT, BHAL FI4 Tk, BREERPINETREONRTVWHERESA -
REHRMICESE, UTOERRORKERERLHET 288N b VERES, £
FROBEEEY R,

BB, BHA FFA iE, MSITEREAERERERSSRAHE. ABHMEARE
BRIEESS . —RHFEA B ABRARES R C—REFAEA B ALKELOBHD
b EERR LT,

HBRERBEER : 4 PNV—F RBEHE 20mg, ¥4 M —F REHE 100mg (—
Bz RaTue) X<7 (fiaFEERZ)) |
XEBLRAPENIDR - BRIIIHREOTRHKRIF ) 1 E
HBLRARERVAR : BE. BAIKIZ. RA7n ) X<7 (BEFME#L%) LT 1
 [E]200 mg % 3 BREIRIFRT 30 oA TREHET 3.
B ¥ fR 58 ¥ #F : MSD %X\t




2. RHO®KK. ERBF

A M —FEAEHE20mg R 100mg (—fR4 : RAa7u ) X<=7 (BEFER
Z). YT T&F &£v5,) i%, PD-1 (programmed cell death-1) & EDY H¥ FTH
3 PD-L1 RU'PD-L2 & DfEA#HEMAET 3. & MEIgGdE®/ 7 n—F 1 HETH B,

PD-1 BRI T MRS BEBE R D Dk B 1= DI B AMRBFI AT 5 T2 fbERH
ZA v F T, PD-1 %, BELRBIZBOTEMER THRBOMBRTICEBL, BRA
ERG2EOAUVEXTER 2AEREEHET S, T7h2bb, PD-1 RV PR
BTAZLICEVREZSAEKIC LAV I VEERAIHB T ZAETH S, PD-LI
DEFERBRIZBITIZRBRIIDLTILTHIN. ZELOBAMBTIEITHROBEZZMLS
FECERICERALTWS, BAMIZEITS PD-L1 OFRBERIL, BTHKRE, RREE.
Friamams. SRELE. #¢m@%ﬁ&8®%k&#hr%&$ﬁﬁ%ﬁ&b VAR
L OHEBERBREINL TV,

BEOBA DKM TF# L PD-L1 HHEOMEBMED S PD-1 & PD-L1 ORBITEFED
RBEEEEICBWTEERRBZES L BTRENTEY  Fifc2BABRROERNE L
THIFEEh T3,

ZAHix, PD-1 &£ PD-L1 RUPD-L2 O Y H > FOBEAEZMAETH I LIZLY ., [BE
ﬁ¢ﬁﬁ¢®ﬁ%%£%ﬂ@%§%T)/Aﬁ&%ﬁ&&&ﬁﬁ%ﬁﬁ%ﬁﬁﬁw?
5 L THEREDRERET 3,

ZRIDERBFICESBEORBERIGICE 2BMEASSH bbb, EBUIELTIC
ELFBMEERDH S, FHOBREPRUGERERIZIT, BEOBREEZTFITITV. RESR
HHNBAITIT, B LTRSS U B2 L BB 2 KO EM L8R L CE
PIRENZEHETV., BECRERISIZL 2BHERRERDN A HEITIT, m%&ﬁfw
%/ﬂ®&5%®®@&ME%ﬁ5%§mbéo



3. ERPRRLBR .
BRI OH AR X ) VB ORKBRICFHEE 1T > L ERERRBRO
B ZRT. .

(A %hi]
EEEt RIS DI A38R (KEYNOTE-087 &) :
BRIEBEOTROKR X ) R ERE 2104, BEA 10 AIZ2ET) DL
FTo3o0ak— ERRIZ, FA 200 mg 3 BARBIRRES OFER ELERRE
Ehiz,
- BRELBMRBHEBITHRIC. Lo YRy~ RFFUCLB3EEEZITIZA
# (aF— 1)
- BREOBERBHEIERISTHY ., MO Lo ydv=T RFFUICLBEEY
ZJ7-BE (2F—12)
- BFEMBMBRBHEBITRIZ. 7Ly YFRv<T RFFUICLBEE (—RBHE
XFBBEREDO—RLLTOT LI YFUT REF U HHERIIEE
20) ZZIFTORVWEBE (ah—F3)

2B, BRFME CRBETHIBD bNBE I, RBETETFTERIBD LRV
SOBEAMICEEL TW5BE Tk, RELEOEAFHME CREETHARBOLNDET
FRIOBEEHET I LBARBL shiz, TEFEEE THHIEHR (HIT IWG
criteria (2007) IZE-S< PRYPEIZ L 358L£E (CR) XiTHER (PR) 0FE)
XE1DLBY Thotk, 2B, BICREINEREAZTHRIZ, WTFhoak—1+E
20%TCdhH o7z,

81 AHERM (KEYNOTE-087 BAEY)

aFk— b1 aFk— b2 aF—F3

(69%1) (81%1) (60%1)

5t2£%E% (CR) 15 (21.7) 18 (22.2) 13 (21.7)
#Wsr%E%h (PR) 35 (50.7) 35 (43.2) 27 (45.0)

@f ii (SD) 13 (18.8) 9 (11.1) 13 (21.7)
#1T (PD) 3 (43) 17 (21.0) 7 (11.7)

FHEREE - 3 (43) 2 (2.5) 0

£%3R (CR+PR) (%) 72.5 65.4 66.7

(5% (60.4, 82.5) (54.0,75.7) (53.3,78.3)




[Z214])

ERERS IHRR (KEYNOTE-087 3ER)
AEHFRITRBREMKET 202/210 §)] (96.2%) 1238 b, BIFEMIX 144/210 41 (68.6%)
EDbohe, BREN SR UALOBERIIER2DLEBY THo T,

R2 BEEN S%IULORBER (RSAEMRHTHRAR)

BENKSE (SOC: System Organ Class) G;f&g/;
HA&EE (PT: Preferred Term) 21081

(MedDRA/J ver.19.0) Z Grado Grades 3L

2RER 144 (68.6) 23 (11.0)

hIRFERY V2 IREEF |
!e}tP ﬁﬁ/})ﬁ 11 ¢.2) 5 249
RIS ABIE T 42 o | 26 (12.4) 1 ©5)
TH 15 @a.n 2 (1.0)
B ,, 12 67 0 0.0)
e 19 9.0 1 (0.5)
%ﬁ& 22 (1075) 1. (05) ]
gw o 3 6n 0o @O

VRRER, R L UWERRE o o | . S
w 12 G o 05)
% 16 (1.6) 0 (0.0)

7235, FIEMMRBIZ 6 Bl (2.9%), KB%K - BEOTHIZ 3 F (14%). MiERE
(X5 « SU—ERBES) 12161 (0.5%), FFSEREIL 8 61 (3.8%). PiRIRHE
21T 29 6] (13.8%) . 5 9% - BREUHRAAREE 1 2 #) (1.0%) . Infusion reaction iX 17 4 (8.1%) . .
SYSEEIT 26 (1.0%) RULHEIE 16 (05%) TRHLNE, £, BEOR
EREE (SRR RR, ZHAM, BERXEES). TEAKERE. BITHERE.
1 BUBEIRR . EHRERE (RMEMEMERS) . Bk, EEHENE. MK - BRE.

St i/ MRBERBER, B4R R CRFRFIBDO oA 107,



4. BRIz HOWT

ABERMGL L THEBRERE (20R%) BRELATHWAZ LD, YUBKRAEL2E
ICEETEZ IR THILERH S, TOLT, FAORENE 2BEL LN - &
EL, ZFOBRECIVERZEEAZREA LBRICHIST 5 Z L BBELRED, UT
DO~QDFRT W THRICBVWTERTIRETH S,

@ H#iz-oWT

@1 TR (1) ~ (5) OVWThITHETIERTHDZ L, _

(1) EEFBHRENBET 3 BNADRESENAFRS EFEFRSA SRS ARG,
Mg A3 A RS HOBEESHL AR, IR A RBRFERRZ L) (B 29464 A 1 BRGA : 434
HEgR)

(2) el (FK294 6 A 1 ARFA : 85 HEgk)

- (3) FHENRAOBESEBET D BADRELRRE (BARKEREERE. BATIER

- BAWRBE. RABRESHEERZ L)

(@) ARIEBHMERLRE L, AL BRENE 1 XA RS RENE 2 DR
WRHEHEZIToTWVWAHER (ER 28478 1 HRR @ 2540 fERR)

() HEMEEALS TEMEOHRRERICRDBHET> TVAHR (EAL 28 £ 7
A 1 BREA : 1290 HEER)

(D-z TROFTCF ) VR EOCERERVCBERARRBOMSIC O RaMRE R
BREBEOEM (TROWTHNICEKY T AERM) 25, YUBKBERBSOXAIZEET 51880
FEEL LTREBEIhTWS I,

#

. EERIEREE 2 EOUME ST L EIC S EL DR A TR O BRTEE T
| ocwarr, 5b. 2EN bR, RAEDRESE L LEERESEOTERT
o sz &,

s EMAFMBE2EDTNHNMELRT LERIC4EU LOBREREFEL TS Z
L. 96, 3FELU LR, EMBREHEEORAEYFELS UEEEIE.&%OH@%
ToTWBZ &,

@ BRNDOEXRLKIFREEROAHIZTHOVT |

EELHREBRIRTTIEEENEBSh, NESCENSOHFRBO, A K
SMERENFROTER CEME AT 2 HHERME, FEHERKNBELELHEEOHE
I, SRFONIITON D EHBE-TVWEZ L, <




® BHER~OHRIBITONT

@-1 HeEgedhlizBi¥ 5 B4
FIEMRERZEOESRBERNRAE LB, 24 BEAZREHOT., YUEZERX
IGEEERICB VT, BHRLUZBERICE CTAREER G CT £08I1ER ORI 4
HLRREOERVYAPIZE L, EbIZHGAIBREHBIETWEZ L,

@-2 ERUEFHICLIFBFRNBICHTIEHS

BABEICEDIEMNLRMBREVCERE* AT EREFTERBERAT=4) 7
EEDREBORI ) —= v 2TV ERELHREXAF TE 2T — L EREHNE
WEhTWBZ L, 28, BHEEMCOVWT, XABE LZORERCHFTAMENT
WwazZé, -

®-3 BIfEROZEFCRITICBIL T

BIVER (RIEMEMRBICMA, K% - BEOTH, FFEEREE. BieRE (R
TEREEERS). AOWEE (TEEMEEE, TRIMSERS, BITRERS . 1
RFERA. S & OBk, Bk - SNBRAE, BE, BEORBEST (REHERIRER
B, S, BXMEES). infusion reaction, MM - BAMYE. EEMEAE, MR
B (¥T v S—ERES), DR, SEEL/IMERO R, B0, &K
HFHBE) T LT, YHIER UTEHERBEOEME LA ToEMLEE L (BIE
ROZWCHGICE L THRERVUIBERZITIONIEMHICH D I L) | HbITEGRL
BERCEDERHNE-TVWDZ L,



5. BERNBPLRIBE

[ZeticBT 3 FE]

QO TREEUTIBEFZOVWTEHFAOBRENRERLINTWAZ NG, BREZRTT
biwnwz e, ’ ' -.
o EFORSITH LBEBEOCRERO D 2 BE

@ BEAMOFEMIBVTTRICKYT 3 BEIZOVTIE. AF OB EIIHR IR

B, MOBRBREBLZWVEEIZRY, HEZFAZERT2ZLE2BRTE S,

o MHEMEMEBOAHIIREOHZBE

o MHERRE CHER RO 5 BE R UEEME O BB B ORI &
S OMICRERTERSE LS B

s BHORERBOASH XTBMMNLELLIBERED B CARERBDOEERD
HoHBHE

- BBRBHE (GEhRERBEEZSD) Ob28F

o  ECOG Performance Status 34 EVDB#H

[(H#hiz B3 3 FIH]
O BFEORERBBICEREXBIAMEOCERNIZIEREOLTHHOFI XY
NEBEIZBWTERIOFMERRENTWS,

@ TREEYTIBEFIHNTIZAOBRERERAFEIZOWTIE, FROFLZHEN
BXINTELT, FHOBREMNRLRLRY,
o {LREIERIAIMOBE,
o fhoHEMEEA L OHFA,

&D  BCOG M Performance Status (PS)

re B

2<{MERLEHTES, BMATERA L AFEENHRRIITXS,

AEMOIH L WEBIIHIRE N D45, HITAERT, BERCES TOERIRITI Z B TES,
Bl : EVFEY, TESER ‘

BONEEYDHEDOEY DL LHCERV, AHD S0%UEE~Ny FABFTBIT,

slwlv| - |o]8

ST, BROFOEY D Lz CERV, BEREy FIRFTARITT.

BT THYOEDOE Y D= LT TRTAREMMERIITE RV, BHD 50% EIX~Ny FATBIT.




6. BERBRLTERETRENH |

O HMAXESCML, BERFBEEIBET 2RESICESEFAOHFER BEIER

- ROEDIIKERERETAICEFELTHLERTS L,

@ WBEBSICEN D, BEXRXFORRCADERVERELZ +LOBAL. AEE2E
ThroRETHZL,

® EREMERO~=XT AL MZHOWT

BEEREBRRD LbhBZ e RHBEDT, ZFOREIZHT-- Tik, MHE
R (B8, FRRERE, wHE) ORBRUBRE X BREOCOERS, B8+
SIS e, Fo, BEZSCTHE CT, Aif~—V—S0RELXERET
5k,

infusion reaction 233 Hbh 3 = L R % 3, infusion reaction H3EBH LB AIT
X, BYRAEBEITO L LB, ERBERTIETHREORBE -0 ICHE
THZE,

RIS E N & b b3 Z & B 5 DT, KA O 5B K U 51/
PRI PR IR R (TSH, W8 T3, T4 SORIE) 2 EETS
Z &,

FAHSEERE R H S bhd Z L B H D DT, AR DR 5T R VR EMREPIX
R IFHRERE (AST. ALT. y-GTP, Al-P, E YV AVEVEORIE) % EHE
TAHIE,

SEIER (CEARVIEEHREREZSD) SOERERBESENEHbDND
IeBHBOT, BHHCIROREOFELHEBTIZ L, £ RORHH
RBOLNEHAITIE, EOHICERBE2Z2 T2 5BE2HBE T L,
FHRIOBEICEL Y, BEOREFIGIZER T3 L E1 b3 Hk4 REBORIR
BHobhndZ tidbd, RERBDLNTHAITIE. BRALEBFRIIS LR
HRNRMER L SR FOEM & E L TEYRERNRZI 21TV, BEORE
BRI X ZBHERARERDON A BAITIX. RRIOKEXIIPIE, RUBIBRER
NVEVRIORESEEEBTDII L. 2B, BIBRERNVEVOREIZ LY EHE
RAoOBERBD bNRWVERITIE., BIBREFRNVE LU ORISR OB
LEBTHZ L,

BEETE. BRM»OEIAZB L THLEERARRRTILBHH1D,
FROBREMRTRICHLEWERORBRICHYICEETA L,

1 BUERE (BIE 1 BIERBEZ ) Bbbbh, BRFES P TV F— X
KEZZLBHZ0OT, OB, Bd, BHEOCEROBRCMFEHED LR IZ+
NEBTHZ L, 1 HERAREDNEHAITIEEZPEL, AV RY VR
HoBEL0@EN20BEEITI>Z &,

@ FAOBEKBRRIZEBWT, HERBEND 12 BT LICHEIMEOFEMEITo TS
LEBEI, FARBREFIIEHOICEBRE CHROBBEITI Z &,



