AL 0927 FH 1 &
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#woE R

| BRESTRE S [ mEEER R kB
ool K

JEAE G AR R - AR AR S R R A B R
C »~ H & B )

=R~ (Blafliz) WAOE S HAEET A R T 1~
(HHHIR P F U N E) O—HgEIZ DN T

R BOE S & O IR FEF 2016 (AL 28 4E 6 A 2 HEZRE) 12
BWT, EHMERLOEHORECHEEZXD Z ENEVAENTZ &
T C, FOERE G A IS E e BE IR T D 72 oD 12 e i HE
A RTA v ZERL TWET,

=R~ 7 (B z) WE (k4 - 472 —RaiEE 20 mg,
[ S8 100 mg. [GETEETE 120 mg M OVNELETE#7E 240 mg) % drdipy
RUF Y UREIZH L THERT2BEOEEFHEIZONWTL, =R~ T
GEAs TR 2 ) BAIOFwE M AHEE T A4 BT A > GE/ANHRE e, iR
GE, GESHEEE . B, AR O ) ol B, M
&, mEE~A 27V T T4 PARLZENE MSIT-High) #2HT 540 -
B R OVBIERE) O EIZSW T (B 24 11 A 27 BHAFF 3R A3
TR 12T H 1 FEAERBEIER - AEHAERERLFEETHBEE®EMN)
X RrLCnWET,

S, =R~ Bl z) fMHZOWNT, R TR U R
fEIZ T2 HiE - HEO AN AR I NI I EHEITHEN, Y4 KT
AVEHHOLBOVKIFWNWELELEO T EENOEEKRE N OZER I3
THEMEBENLET, 2k, WEZOREEHMEET A RT 14 0%, 3l
WEEDLEBY TY,



RIS

HHAR X ) RO REE RHEE T A R T A OWETEPT CIIR%RER)

E<lh [&;

Y= (FHRERIBED) MY =T (BHBREBHIER)

2= 1. 1ZU®Iic 2= 1. 1ZU®Iic
(%) (%)
B ARKITART A T, MNSATERENEIEK N E B ARITA RT A 0F, MSATEGE NESE N E
RS AR TS . AISFEEIE N B ARG RIS 22 RS AR OIS . AN ARFEEIE AN B AREGIR IS 72
—MRFEEE N B AR IRNFHE 2, — R FE AR — At EIEN B ARERIR NEHE SR — e[ E A
KU F 2 kOt FEAN BANRImGE « 25 A AARMIKF=OWM IO EAERR LT,
FEOW DL EAER LT,

2= KGRI Ak - HE 2= R & e Ak - HE
WE . RACIE=R L~ BB Z) L L WE., RAICIZ=RL~T (EaFlz) &L
T, 118240 mg % 2 M REIREIFE I3 1 5] 480 mg % 4 T, 1181240 mg % 2 FREIREIFNE I 1 7] 480 mg % 4
3 [ TR C A T 5, i [ IR C AR B E T 5,
W NRICIE=A LT B Z) L L
C. 13 mg/kg (IREE) % 2 3 [EHIRE C i i
T 5, B, KE 40 kg LLEO/NRIZIE, =40
~7 (BEHHHz) LT, 1[9]240 mg % 238
[l eI baE S 18] 480 mg % 4 M REE CAfEiHES
52 EHTED,

4= @EMNH I HH5lER (NCCH1606 5ER) (® B

2 LA LL EOIRIRIE A L ORI FE IS i il




HORBHEL K D IR D 70\ (B ZR06E i e Al A i il
DIRFEIEITFFE) . 1 mEL b 24 UL T OEHETED

R Y S OEEIRYE D /N VL T [ B

BE 2SR, AH 3 me/kg % 2 3 ] & C A

FE L7, ARBRICEEINZ 26605 5 il

BT xR ) N lE 1 BlfAAN DI, £ DA

BiAhE (thET IWG criteria (2007) (235 < 05

BREEEERTHIE) X CR ThHo Tz,

=

OEWNF 1 fHaRER (NCCH1606 7#5#)
HEFEGT 2526 ] (96.2%) IZ38H L, AHI L

DORFEEFRENEE T RWVWAEFRIT 2326 4

(88.5%) T bz, FHED 5%LL EOEIE

HEFTRDOLEBY THotz, B, 260D H,

AR O ) SRR DN 1L D VR

RS R E N 25 B Th o 7.,

#£3 RN 5%LL EOFEIEA NCCH1606 #5R)

(&2 MR AT R SR L)
(F W)

ks, ATHEBEREE 7 B (26.9%) . MPREFET 4

(15.4%) . RERUTERIE/ S A3 F —3 1] (11.5%) .

(@ B




FOR IR BERE S 3 Bl (11.5%) . FEE DR GRS 2
B (7.7%) KROEEERET 2 ] (7.7%) D3FHH
N7z, F7-. 1 BIPEPRIH. infusionreaction, 5 & 9
g, THEREERERESE, TR, BUEATR, A4,
MIEPEA R, k. Rtk MEREBTERE, b
PENRAE & . JEES HH i . EEE 7 S ) 0E . EEES A i R
B DR, DEREE, FR AR ZEARE . KIB -
/NG - BERE D TR, AR - BERR S . IR RE R
IRIFERE . ALK OERITEED e n oz, K
mE BRI BE S (BRI AR 425
ip) ZEUHEHERE T,

HA=Y  [@1 Fao (1) ~ () OWFThNCEST A0 | 94—  |[O-1 Fao (1) ~ 5) OnFhncs ST 5 i
ECTHDHI &, WTHDHZ L,
(1) BT BREDMEE T 2 25 A2 BRd gL S (1) BT BREDEE T 2 25 A2 IRl
Bess (CRRIE T IR AN A2 OB HLAUR B, HUBDS A Bess (RRIENT RS A2 PSS BL W E . HUAS A
PRI AR . Hik2s A SRR, NS A BRI RE, HUE)S ARSI e L)
PUSIFERE, NS AR BE 7 L)

11 ~=— | (D2 HlBRT X ) L RO E R O] | 92— @O-2 HULH AR T F U R EOL R E K OF

TERFEBLRF DRSNS A7 72 05k & B & R D= Hh
(FROWTINICEE T HER) 25, L%k

FORFNCEAT HBEOELEF L L THE ST
WnHZk,

TERFEBURF DRI A 57 70 0k & REBR & Ff D =Rl
(FROWTINITEY T DIEAM) 25, HEL2IR

FORFNCEAT HBEOELEF L L TREINT
W5k,




#*

- ERIGFFIUS 2 FOYMINHE & T L1121
S5ELLEDO N ATBRDERIRIHMEZ1T > T\ bH Z &,
95, 2R RIE, BAEYEEE T & U ERRIE
BYOWHEARIT> TN Z &,

- ERIRFFERG% 2 FOMHIHEZE T LT-1&IC
AL EOBEKERBREZAEL NS L, 26, 34
LB, g VR 0O N A SR RTE 2 el
R FEOWHEZIT> T\ D Z &,

- ERIRETERGH 2 FOYHHEAE T L7-1%21C
5 AEPL Eo/NRIEE R OV 2 A % S e/ R
KRR AT 52 &

#*=

- ERIRFFERG% 2 FOMEIHEZE T L7212
S5ELLEDOR B DERRIHEZ1T> T\ bH Z &,
2B, 2L BiE, SAEYIRIEE L LT ERRE
BFOWHEERIT > TNDH T &,

- EEIRFFERG% 2 FOYPHEIHEZE T L7212
4L EOBERBREZAE L CNDZ L, 96, 34F
VL ik, i i ge B RS 0 23 A SR IEE % 8 Tl
IRIME S DOHHEZIT > TNDH Z &,

12—

@-3 EIEMOZEH-CRISIZE LT

BIVER (FRVEMERZE BN 2. EIER IAE, O
K. Dk, BERUTRARIE, KGR, /IR, EED
TR 1 BBEIRIA . BISERT 2R P4, TR RERE
FFo% . WEALMEARAE 28 . WK IRPERE R | T He{AHEEE
PR, FRRIEE . BIEE, RIRREE., MK, EEO
FefglEE | ke €4 0E, infusion reaction, HfE
PR MERERIEMGRE, MR, . WmED
o RO IRRG R EEE Dl (L EHIE) « AR -
ORI SE) | JRIFERSSS | B H i, 8 FL5%)
2R UCL Y% R Sl I = A B oD B 4 &

10—

@-3 AIEHOZWLRESICE LT

BIVEFR (VM BN 2. EER B AE, (O
R, Wik, BBHRARIE . KGR, /MR, BEO
TR 1 BB BIENT 2 PR A, ITRERERE
FFo% . BEAGMEARAE 28 . WK IRBERERE . T HE(AHEHE
PR MRRIEE . BIEE, BIRREE. MK, EEO
FeJE bR, FRRIMAe ZEF2)E, infusion reaction, B
PR MR E RIEMERE . REEZ. ESE. WD
e SO IR VR EE M DI S (L EHE) - AR -
O PN ) | B i, JEFLEE) (2 LT
YRS R ST B AR B D S P A A 5 R




I HEEEE L (BHWEHOZErORSIZE L
THENOZEEZZITTONOIFMICHDL L), B
B 7R ALE N T DK TWnWBH Z b

EHEHE L (BEHEHOZEH-oX S ICE L THREL T
XEEZTONLRIFCHH Z L), BEHIZiET)
RUE S T&E DRI S TND Z &,
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OTEOBFITBWTAFDOH PN R STV

o

s HBEFEMBMEBHELRT LY X~ TI
HRPUME SO AT AR O 15756 SO L EER M 0y iy
SV NN ) PNt

o 2L VAU LOIREEAA L, 2o EFEE
FR AR AR K D IRIEIEE D Zp v (H S5 . i
AR AR OVEREERIIETES) . PR3 U EHEMED
HIEAR VX U RO/ N B

11—

5. BGxG LD EE

[(F5h 2 B9 % 9]
OB FEMHMLBEL T Ly F o~ 72K
PUME SO AN O B3 AT ERIR PE O & By A8 2 5%
I s s e L
S




I HEE T A R T A
=R~ T GRIE T

(Boe4s « A7V — R AR E 20 mg, A7V — AR AiEEHE 100 mg, F 72—
ARG EE 120 mg, A 72— R AT FE 240 mg)

~ R S E Y LSl

YR 2 94 A (Fn 349 HGET)
JZAE T8
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1. IZL I

IS O - BEMEOHER DT DIZ1T, BT SIESFITE S i B A A R
BND, 6T, IEOREREMOMEMRIZ L0 FUKEIRS 72 & OHH 72 3 1E A%
FPEZRLDARIND T T, 2 HOERGNZ EICHNERBFITRMLT 5 2 L BBED
FRRE L 7o TR Y RFEMBOEE & O AT EE 2016 O3 28 4 6 A 2 H M#ERE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVERRSFESR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & I D i
RHZENDD, DD, HEROLZEMEIZET HIERNHERET 5 £ TORM,
VHEIRMOREZMLZIT 5 2 EBRHIFF SN EFIC LTERT S & &bz, mIfE
RMFEBL L 7RI B 23t & D 2 & DA hE /e — 8 O B 2 7= 3 H BRI ¢ A
THZENEETHD,

L7 oT, RHA T4 Tl BARBEESINE TR LTV D ESEIREN -
BRI EED & | DUT O EIKE O el 70 8 2 HEE S 2 8L b B e ik B 2
FROEEFREEZRT,

BRI, RKHA BT A 0% MAZATBAE NEI L ERESH OHE, NS HEHEANRR
BRI o . —ARFEETE N B AR IRNBHE S, —MRAEIE AN B AR MR T2 Rk O —figtt
F¥EN B A/ NI « BAFZOWM IO b EER LTz,

WG L IR B ERN ATV — RS EE 20mg, A7 Y — R AR 100mg, AT
— AR 120 mg, A7 Y — R RUEERE 240 mg (—%4 0 =
R~ 7 (BAGFHEHELZ))

RELRDPRUIR - UM E D H R % ) Vi

MNEERDMEROAE  @H, A=A L~T GBI %) & LT, 1[0 240mg
% 2 JEEIRIFE ST 1 [[] 480 mg % 4 3 [E R C A ETET D,
WE . NRICE =R~ T (B ) & LT, 1 [E 3mgkg
(RE) % 2 HEFEMECARMEFHET 5, 728, (KAE 40kg DL ED
INRIZIE, =R~ T (B HE#z) & LT, 1[\240mg % 2
W IR ST 1 [ 480 mg % 4 HRMMR CAffFET 22 LT
& D,

B3 I 5E 3 H NP T M UAAE




2. AKHIOFHE. 1EREF

7 — R IR ERE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K& OV A §E
240 mg (—f%4 : =R~ GEBEMEEZ) . LT, TARJ) Evd,) 1d, /hEREES
TERAKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BR7 L7t K PD-1 (Programmed cell death-1) (Z%f9 5 & N 1gG4 & / 7 v —F/LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 T 0% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z /i BhHIZ IE & BUSHITE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. Vo SBRICHfIEY 7P v LT U S ERoiEHAIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREESMBELIAMNC B b Ok~ 72 IR 785
LTHY, EMEREAELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3 HE STV %  (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHEI N, 5B LSRRI D PD-L1 ORB & itk D
ALEHIR & ORI EDOFBARRN 5 & OHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E -3 AMaiE, PUsRFER CDS Btk T M o il fafs
IEMEZ 59 S8 545, $1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET 5 &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIL, 23
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNL, FKEERER OFE R 6 PD-1 O/ ER (PD-1 U F o RFEAREIR) IS/EA L.
PD-1 & PD-1 U Y REDEEEIET DI LICLY . DAFURRERNZ T Mok
PEAL K OV AUKIIENS 59 2 MBS =G ME 2 #9585 = & TRkt 2 PUBE 20 5 2 4
ZENHER STV D,

TS OHRNS | AFNTHENENEG 6T 272 G EERICe 0 ED b0 L IS,
R U ) VOoNERE B RG L LT ERRER A S L, A, Bt R OER
PEDIERS S Tz,

AEN ORI B EOGE SOSIZ L 2EIENER & b i, B XIIETIZ
BOWREMD 5, ARNORGH KR OREGHRIZIT, BEOBIERL ToI2ATV, RE DR
O BTG EITIE, FEH U F RIS U REPIR 2 it & REBR 2 RO Rl & L T
BI72 8RR 24TV B D SIERIRT K D REIER 2 e 2 55 113, B RE AL
RO GFEDWE) IRALE 24T 9 MER D D,



3. AR
R AT HEE O R % o U RO A FRE I B 24T o 77 2 Ao e R ER o
D% I

(0]
O ENE DHFE (ONO-4538-15 #ER)

HFEEMBMRBHEE T LYo ~T XRNF U GlElafz) CLF, 7L
VYR T T L)) ITIRPUE ST D 20 sk L O SUZEHRME O & A R
Uk ol (ECOG Performance Status 0 &2 O8N 1) 17 il & %512, AA| 3 mg/kg
Z 2 AR CRETFHE L7z, ZERHMEEE Th 582035 (KET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL T, TCRJ &9 ,) X partial remission
(LR, TPR) &W9H,) DOFEIE) 11 75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMIEHE LZBIEIL 20.0% TH o7z,

@ MWpsaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H F & M T IC 7 L Y o~ I K DR E =T 72 18 UL LD FE3E
ATEEME O MR V% U LoNEBE (27— R B, ECOG Performance Status 0
V1) 80 Bl x5z, AAl 3 mg/kg % 2 BRIMNG CARMEHE L7, EHEFMERE TH 5
Zh% (&GET IWG criteria (2007) 12553 < I EIC L 5 CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FRNIHE L7-BIEIE 20.0% TH - 72,

@ EWHE THHE (NCCH1606 75k

2 LY AU EOREREEA L, o[RS MRS X DIRFREO W (AR
T M A BAE O TG RR L) . 1 UL L 24 UL FOFEHRED R V% ) Lo LR O
A TE /N MR [ TS B 2 e BT AH 3 mg/kg & 2 JER R C R L7,
ARBIRGEFEESNTZ 26 B0 5 B, HHAGR DU DoNEIT 1 BIHAAN DL, T D
S BRAENE (MET IWG criteria (2007) 12355 < JRBRE{T-EATHE) 1X CR Tho7=,

[ 41]

O EWNHE TAHRER (ONO-4538-15 kBx)
AEERIIRHNRD B, KA E ORBEBEFENGE TERWVAEFL L RHIED
DiIVTc, FHBERDN 5% EORHWERIZ TERD LB THoTz,



1 FELEN 5%LL EORITEH (ONO0-4538-15 #5h)

(L2 MR A

BRI H B (%)

FEARFE 17 5

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEH 17 (100.0) 2 (11.8) 0
Mg LY > RbEE

2 ifn. 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
HE L ORkEKESE

eI 1(5.9) 0 0
PG WA

FOPR BRFS REA T E 3(17.6) 0 0
B Ik E

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER X O G ORRE

95 2(11.8) 0 0

TSN 1(5.9) 0 0

)=V 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JERYSER K OVEE RUE

PH R 1(5.9) 0 0

fitiZe 1(5.9) 0 0
BE, PHERB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JHF R REAR A 2 1(5.9 0 0

M R 1(5.9) 0 0

RSN 1(5.9 0 0

P i Bk At 1(5.9) 0 0
Rtk L Ok RE

(iR RYNN ki 1(5.9) 0 0

KT Y 7 A dsE 1(5.9) 1(5.9) 0

BARDE 1(5.9) 0 0
B R B X OSSRk

RA i 1(5.9) 0 0

HRER 1(5.9 0 0

RG] 2(11.8) 0 0
PR E

FEWED F 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MERas . MEREs X OERm ks

e R Ao 1(5.9) 1(5.9) 0

FRGEDORNE 1(5.9) 0 0
B8 X OV T AR

JHEE 1(5.9) 0 0

dE 1(5.9) 0 0

SIERRR B % 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

L 4(23.5) 0 0




¥, MVEMENZRE 16 (5.9%)  MEECTHEARIE/ X A/ XF—2 f1 (11.8%) . K%K -
HED TR 1] (5.9%) . AFHERERE 1 61 (5.9%) . AHIRIMERERE 3 61 (17.6%) |
PR 3 5] (17.6%) M N infusion reaction 1 5] (5.9%) 2378 L, £7-. HIEM
HESE, DR, Mgk, 1 BOBERIA. S tEl MRIBUDPESRBER . TR, BHREEREE.
R IR, MM - Bl ZE, EEEO SIS, FRMeZERIE, TR E . MR KL
OSEIERITRD N2 hoTe, REWEHRBLURIUIEER S AR EERTY 25
i0) ZBUEERETRT,

@ WAL MAHRER (CA209205 FER)

HEFLIT 238/243 1 (97.9%) 2O L, AFIE OREBEGHREE T RWAE
HHT 185243 ] (76.1%) IZFRD BT, FELEMN 5% LORWERIZTRDO LB T
o7,

2 ORBIEN 5%LL EORITER (CA209205 55)  (All Treated Subjects)

P NS | B (%)

FEAGE 243 {3

(MedDRA/J ver.18.1) 4 Grade  Grade3-4  Grade 5

2RIVEA 185(76.1)  48(19.8) 0
MEFs KOV > RbEsE

Uit BRI E 13 (5.3) 6 (2.5) 0
Por WA 5

FOPR IR REA T 14 (5.8) 0 0
B iR E

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

i 19 (7.8) 1(0.4) 0
—i% - REEER X ORGSR OIRRE

i 50 (20.6) 2(0.8) 0

FEEL 21 (8.6) 0 0
BE, PHERB X OWESIHE

HENITAE D RO 33 (13.6) 1(0.4) 0
AR A

ALT #41 13 (5.3) 7(2.9) 0

AST #41 14 (5.8) 5(2.1) 0

Y R—E N 14 (5.8) 9(3.7) 0
B R B X O SRRk

RE A 19 (7.8) 0 0
TR E

S 14 (5.8) 0 0
&R KO TRk R

% O FEIE 21 (8.6) 0 0

S5 28 (11.5) 2(0.8) 0

7ok, FVEVERZER 15 61 (6.2%) . FERUHRIARIE/ X A /3F—19 fil (7.8%) . K
K BEDOTHF 66 (2.5%) . NTFHSREREE 22 1 (9.1%) . FFR 5B (2.1%) . FARAR



FEREFEE 28 1] (11.5%) . FRERRRE 40 il (16.5%) . EHgRElE 4 61 (1.6%) . Kk -
BEMEEA 1 61 (0.4%) . BEEORFESE 3 6] (12%) . FlRmFEZERE 1 6] (0.4%) |
infusion reaction 38 % (15.6%) . % 2 5l (0.8%) KOS E 9 EK 2 # (0.8%) 733

bivic, Fio, EIEMEE, OAR, Bk, | BEERE ., SefEME i Mis PSR |
I P M OV R TRAARRRREFE 1358 D DL o 7o, REWEAZBLRILIL R E F4 (R
MAEMEE 2 3T) 2 E0EIRRETT,

@ ENE [ fHRE (NCCH1606 5k)

HEFEGIL 2526 B (96.2%) IZBO LIV, AH L OREBENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FBLEMN 5% LORWERILZTRD LBV Tho
oo 2B, 266D 9B, AR X ) Lo EBE DY 1 F, /N [E R R A
25 ThH T,

#3 FEEAEN 5% EORIWER (NCCH1606 745%) (2 VEMRHT xS 4EM)

BRI H B (%)

FEAGE 26 15l

(MedDRA/J ver.22.1) 4 Grade Grade 3-4*

RIVEA 23 (88.5) 10 (38.5)
R AR AR AT

U o SERERD 14 (53.8)  6(23.1)

AST #1 6(23.1) 1(3.8)

I I ER e 8 (30.8) 1(3.8)

s IR B3> 8 (30.8) 0

U HRER B 6(23.1) 2(7.7)

11T =l )2 2 G =i ] 2(7.7) 1(3.8)

Y= A IV NT AT =T — B 2(7.7) 1(3.8)

ALT #3/0 3(11.5) 0

M7 7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
G R X OV T AR &

R NITR SN 22 6(23.1) 2(7.7)

9 FENE 3(11.5) 0
MEFR VY R EE

2 if. 12(46.2)  4(15.4)
Rt L Ok EE

K7 V7 R IfgE 5(19.2) 1(3.8)

BRRDE 2(7.7) 0
B IBhEE

il2n) 2(7.7) 0
B L ORI R

HHEIR 3 (11.5) 0
M. MaERds K ONEhm s

DAL 2(7.7) 0
B R d KOG A FL R

Y fie 9 2(7.7) 0
AR IR

Ep 2(7.7) 0
A



LNl NG B (%)

FHARGE 26 5
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
FDR Tl FE L (B e 2(7.7) 0
FOPR IR RE AR T 2(7.7) 0
* . KBTI Grade 5 DA HHET Grade 4 & L THEBIHGE (CRF) (250
I,

¥, JITHEREREE 7 61 (26.9%) . MRRIEE 4 61 (15.4%) . BESUTRLARE/ X A/ F—
361 (11.5%) . HRARFSAERREE 3 61 (11.5%) . L O R 2 41 (7.7%) KO HRE
R 2 61 (7.7%) el bTz, F7-. 1 BERIAE, infusion reaction, 5 & 9 A, T
MBERERE S, 28, BUEM 2. A4S, FEMEMZEER, Bk, S, MERERREGERE,
WL PERRAE 26, S HIM, SERL M E, EE MRS, Ok, DIEEEE, HiRi
FRIEMIE, KB « /NS - BEO THI, MK - BERESE, BIBHREREE . JRIEsES, B
FLE OWER TR B 7eh o 7o AREWE AR BUR DX B EF S (BRI AR 2 5 10)
wETEFER 2R T,



[k - ]

AR OREMIEDBEET NV EZFIH LI I 2 b—a A2 X0 KHI3 mgke (K
H) 33240 mg %z 2 ARHFIE TG LIZEROARA O Mg HEARE Sz, € ORs
R AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZEROREE & & i
LTmEZzrmd & PRSNZbOD, AAANEREICEWTEENI RSN TV D H
% - & (10mg/kg % 2 I TR G) TARIZ&G LIZBROREE & & ik L CTRE
ZRTETHShE (FR) AT EBEOEEICR T 27 — 212 H3E | AH 3 mgkg

(RE) X% 240 mg % 2 WEIFIIE THR G L 7ZBROARA OIREE & & A 20 ST e &
DB AR DRI LUS T 7T VPR S L, YISOV TRRES DM T DAL RER
EREOME - HEOH THRME R O AER AR TRV E THIS U,

£3 AAOEYEE T A —F

M B Crax Chmind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 .760-8) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) <15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.6; '739.2) (79.9(;),'21;14) (33?,9232) (18421,1 ;13) (23$,7§3g86)

HRAE (5%, 95%47) . Q2W : 20 IR, Cinax : ANIEIFR 518 O g i M P IREE, Crinars 1 AR 5G-#2 14
HH ﬁ13475%1ﬁm{%$/%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
T2 EE MIE IR, Cuminss © EFIRBBIZI T DEARMIE HIRE . Cavess : EFIRRBIZIT 5B MIE
T

7o ABIOREFEDBREET VAR Lz I 2 b— 3 12k D AHKI480mg
% 4 TG CHG SUIBEARR O ik « FH B TR U 72 BR O ARK o i o B 23 et
Sz, ZORER., AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
TEHIRE (LT, TCagss) V9, ) 1E, AHI 240 mg % 2 WRHIFIR TG L7ZERD Caygss
CHUT DTSN (FR) o 72, AKHAI480 mg Z 4 EMMHNRE TG LIZBEOE
FORBEICR I DR MIETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 H R
FIRR TG LTZBRD Chaxss £ LB L CEEZ /R T & TRISIZ OO, HARANEFIZE
WTEARPENHER STV D ML - I8 (10 mgkg % 2 BRI T#HE) TAF Z &5
L72BED Coanss & I LTI A T & FRI S (FHR) . M2 T, #EHoEREICE
5T —ZIZHAD X KA 3mgkg (KE) F72id 240mg % 2 BN, 7 L < ITAA)
480 mg % 4 BN TG L 72BOARF OIRGE R & A0 32 et & o B % M
TARBSOCTT AR SN, YZEEICOWTRBM TR R, LRk -
A BEOR THIWE R VL EVEICHM 2 28T Vv & TRl E vz,



K4 FHOKMERENT A —4

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)

S meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712’203) <23-33?‘539-0) 602670.9) (10;5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mglkg QW (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

PRl (5%, 95%%) . Q2W :

2AMFERE. Q4W : ARG, Cumax 1 HIEIFE 514 0 fi i ML HH IR EE
Crmina2s : PN 5-1%28 A HIZ 31T 2 SR PR, Caveazs : IR 51428 A H & T2 i ik EE |
Crnaxss © EFARREIZIS T 2 B MG FHEE . Crmninss  EWIRRBIZ I D S RILIE PILEE, Cavess : EHIREE
(30T 2 R R L
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. JEERIZOWT

ARBEM & U THHRERE (25 Ao Tnd 2 &b, Ykl 2w
UNCEf TE Dk THOIMEND D, TDO LT, AKF OGN @Y7 BFE 220 - 5
E L. AFIOREIC XY BEZREWEMNZIBL LIZERICRIGT 2 2 &gl LI
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O {4 1ANe

O-1 TRED (1) ~ (5) OWTNNITHEYT IR THDH Z L,

() JEAEFBRENEET 503 AHEEEILERRES ERE T RS AR EE L SRR
HiE A3 A RSB RUR e, B AU BB . /NS ARSI AN AL
bR )

(2) FrEREREIPT

(3) HENFRENFDEE T D 03 V2RISR (D3 ARSI BT, 3 A2
W 1IEBE, 23 AR HEE R /e &)

(4) ANHRACFEIEEZ R E L, SR RIEINE 1 XTSRS BN 2 Ofitisk FEYE
(AR D &2 1T > T B fitiak

(5) DU AL T & BN O sk FEI AR B Ji H 21T 2 T B filiak

@O-2 HIER T F U N EOATRRIE M ORIE S8 BLE O SIS 45 7 sk & %
Rz OBEM (FROWTNNISEKETHEM) 25, SR OARFNEE T 2 inED
HEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 UL ED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 2FL EIF, PAEYEEE I & UIERRIESGFONHE %
1THoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKRKEREZA L T\ D
ZE, 9B, 3FEL T, EMmEREMENEL O 2 A SEY IR IE 2 B TR IR MR S OAHE
EITHoTCWNAZ L,

o [ERIRFFISER 2 FOMMNHEZE T L7cRIC 5 2L Eo/NR IR & OVNER A
Ea e/ NERERRRE AT 5 Z &,

© BENOEEMIGFHE B OEKHIZ DN T

ISR PICEE T 2 5T DR E S, REEAEN O OFWRED ., A2 - %
EVEFERFE OB L EANE T D FmR it AEFRPRE LS E0WE
. EDRERMNATONDIRHINE S TWnWD Z L,
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@ BIEA~DHIGIZHONT
@-1 faa Az B3 2 Eif:

VR M A D BB 7R BIE R 3 3842 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIPERNICIE U CABRE B KON CT ZOFIVER ORI 4
FRBADORERIY AHRIZE LI, BEHICRHSATRERAR NS> T Z &,

-2 EFEMEEFICL DA EFRISITET 2 21

AR 2 MR i L OB e 2 AT 2 EREFEEDNEER =4V > 7
HEOIERDA YV —=0 T ZfTWEIRE LR LA TE 5 F — AERES
SN TNBZ L, B, BEEFICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BIEHOZWr=ox NIz LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, DR, Bk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATR. AR, IS TR, mifbrEpase
K. HURIRBEREREE . MRS, MRREE. BEE. RIBEE. ML, BEEDOK
JEREE . E kAR ZEARAE, infusion reaction, EEFE7R MRS, MEKERIEMRE, F5EZ.
BEdk . M DEEROS, RN, DlEbEE (O HIE) - IR - O MEIAMES) |
AREFERES . IS, BEALE) (T LT, Yakhax B ERERE O FMMEE A 5
EflEEE L (BIER ORI INICE L THRER O EEZZ T ON &M h D 2
E) L EBITEY) R ALE N TE HEHINE S TND Z &,
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5. xR L EE
[H2hz B3 5 F1E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBARBHE L QT L Y o~ TITHGE USRS 0O 38 ST
BYEO AR F U LBl BE

o 2V VAV LOIREREEZA L, ooRfEE MR X D IRREO 20
(H Z& M A AE O VBRI IXFF2) . B U TERTED i A o )
RED N B

@ TRUZEZNY T 2 BE AT 2 AR O PG K O A TTIEIZ W T AFIOAZPED

WESLSNTELT, AFDOEREGHIR LB,
o ALFERIERIGROBAE
o MOTUEMESA L O L TR Sh o B

[ 4z B9 ]
O FRICHYT 2 BFIHOVTIEAR OB EREEL SATVD T &b, 52T

bz &,
o AHNORITI R UIBBUEDORBEERE D & 5 BE

TBREATOFHMIC BV T FRRICZ S T 5 BE 2 oW TE AAIOKRGITHEE S v

. MOTEPERIUE RS NG IR Y | HRICAHZENT 52 L 2BETE D,

o [FEMMREOGHIITEDOH D BHE

o JESEMG AR A CHE R 258 O D B M OTEBYME D I B e <0 & Gu At 7%
FEDONNZRIEMEZRAL N DD B

o HORERBOAD, XUHIEMHAZRE L < IXFERMEO B O R B OB TR D
oraysecy

o EERBMEE (&R A 5 Te) O b HERE

o FEBORYSUIBEE A AT L BE

*  ECOG Performance Status 3-4 " 0

GED  ECOG @ Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, BFaiE U HEAEESHIRZ <ITx 5,
: AARIICEL LUVEENTIHIR SN DS, SITATHE T, BIEERIE > TOEEIIITO Z LN TE D,
B BNFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEEEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZEHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 24,
4 2LET RV, BOOHFORD OZ Li3e TERY, By KBTI d,
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6. WHIIBEL THET X FHH

O B SCEFEITIN | RS GEEER TR D ERME 1T D & A D FrE M OV 1E Al
DT DIZLE R ERZ 3B L THBERT 52 &,

@ IHREBIRAICIEN D BE NI E OFIRICAE DR OEREE o3 L, AR5
ThokbETHZ &,

@ FEREWEHDO~<XT AL MZDOWNT

WEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o i, Btz -+
ZATH Z &, Fl, LEIS U T CT. Mg~ —h —F 0 %2 £+ 5
Zé&,

AFNOF 1L EE D infusion reaction (2 2 CHEEARHI 43Rk D T 5 U
%477 L CRRMET 5 2 & £ 72,2 B B LR O AA# 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T H#IT A Z A
CERRET %, BEORBEL I8 52 L, 70F, infusion reaction &
FHLLUIZGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREENRH 5O 2 & 03H 5D T,
AFN D ¥ 5B aERT M O G- B I E IR N s RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTHGEITIEL, BERLEFRITL U
B 72 05k & BRBR 2 RO R Rl & i U Cal bl 2 B nRe W 217V 18 D5
FOSIT X 2 BWER 2 o 2355 1id. AFNORIE T I, K ORIE RE A
NECHOBRGELBET D L, B, BIERERLVE L OEGIZEVEIE
R OYGEERFRD IR WIGE TR, BB RE AV LISt o Sz i Fl o8
LEETDZ L

AT %, OB S8 ARRE L T LEWERDBET 2 EnbH 571290,
AR OEEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIRS 2 5 de) Db bbiv, BERFES 7V =T &
ICEDZENRHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
DERETAHZ &, 1 BBEREN DN ICiEREEZPIE L, AR 8l
Al OF 5 EDOWY L EZIT 9 Z &,

BIERF I, FFARE, IFHERERES . TR, B{LMEE RPN S b D Z E03dH D
DT, EHHIITHERRREZTV., BEOREL H2I2BET 22 &,

@ KA OEEARRERICINT, BEHANG 6 7 HURNIT 8 B T L1, TR,
BG5S TR E TIX128M 2 S IO 21T > TWz Z L 2B BT,
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