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ANOVA analysis of variance GaN: Sarn
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AST aspartate aminotransferase T ARG URT I NT AT 2T —F
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BSA body surface area RFR mfE

CD cluster of differentiation ax| sy
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CI confidence interval 13 X ]
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CNS central nervous system HAX AR
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CSF cerebrospinal fluid i Bk
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CV coefficient of variation ZEEREL
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DLT dose limiting toxicity FH & IR E
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EFS event—free survival e~ NMEAFHAR

ELISA enzyme-linked immunosorbent assay P S5 50 8 R E

FAS full analysis set R DTS AL

FDA food and drug administration KR A S A R
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colony—stimulating factor NN

G-CSF granulocyte—colony stimulating factor BEoR7 Bk = — A 1

GvHD graft versus host disease FEAE e 1

HSCT hematopoietic stem cell transplantation 38 I B e R

IEN interferon A —T

IL interleukin A HF—aAx

INR international normalized ratio EFREEE L

Kp equilibrium dissociation constant Efhir Bl e

LOD lower limit of detection o HA PR
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MedDRA medical dictionary for regulatory activities [E| B e 3K 35

MRD minimal residual disease P INTRATIR A

MTD maximum tolerated dose K &
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obese diabetic background

(0N overall survival A

PAS primary analysis set = AR R SR

PBMC peripheral blood mononuclear cell KA I B HR e
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PD pharmacodynamic T

Ph philadelphia chromosome TATT VT 4T Ye R

PK pharmacokinetic Sy EhRe

PR partial remission Ry EAR

PS performance status INT = AART—H A
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SD standard deviation T e 72

SEM standard error of mean EEOFFEHERR

SMQ standardised rr.le.d.ical dictionary for MedDRAFEHE R 2
regulatory activities query
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Fqh ;; W/(iﬁ(} if)iﬁc: Cuax (pg/mL) Crax L:/‘ib)f:%%@%;é\ :
. 2 (ug S A il =20 pg/mL¥ | =125 pg/ml*
PAL ) () FEMEESD o % %
IFN- Cl1, wkl: 9 (220) 86.5+376 24 (10-5362) 53.6 12.2
Cl1, wk2: 28 (208)” 25.1+76.4 10 (10-965) 21.6 2.9
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8) Topp MS et al. Lancet Oncol 2015;16:57-66
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CRIZ. ‘B HEZEERFEN5% LA F 2> D KRG BRI 7P 1 A L5 HEAR 233860 BV MR RE T,
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LEDO AN —REIE, 0.55(95%C1:0.43~0.71) TIH-7= (P<0.001, &5 log—rankii &),
Ll WTNOHE G THRERE O FELL EACR/CRh/CRUCEL RN -T2Z 8D,
EFSOHF YA I EREES 1 H ThoTz,

A
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JiE | ﬁﬁﬁﬂiﬂﬁ fﬂ%%ﬂw“ BRI AR 4 ] ONUTENE S 2 7 & 2BZ5R O B, 95 I
W AR 42200 RAE ST ALV AE K OVEL R M B ME AR BRE &5 10 CIEAR K L DA
KBRS n:_énfocz‘noto FEYEA L SRR Tl R BRE | S8R A P BRI IE . T
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TRFRIX, 18 QMG EIETHAEO SOSICHEBIL TRV (KREO TV YE~7 THOERIIRBELE
(50% A 20 [EC50]10~100 pg/mlL.) ,
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DT FH AL U RHHUE D BB 52 (S Te o T- 28D, TV~ OMBEEIEMI I AN A DR
WARTE LR WD LA RIBE N,

PBMG(DT#—#%Q‘)’/ﬂu&&%u:éﬁu+‘y=E77'ﬁ~E'r$NALM ORI R R S~ DEE

—(#522) —(#628)

i fa FaRg ==
e
&8

-10 . FiH+SEM -10 Slli-sflisem

_20 1 T T T T T T T T T T T T 1 '20 T T T T 1

o2 1.14 6 8 1012414161820222426 02468 101214161820222426
FUFIETT EINEORRE FUFVETT HINEORR

- FERYALJIFENMEL & FRHARI2x10%mol/L v FHFH AL/ 2X10"mol/L




VI. ENEREICRETSRE

LIz T TR I AL Ui E DRk
SIRNEBZDND, ZORERIE RIEMET A NIA N LS THERISND T

SEF T TV F VT ORI

G TE

720, T XY A 7 E OB RIE R A T HZEORHLE/ 2D,
FEATOARMIRIEIRIL, T ORE T T2 e OZF OO RIEMEE (IL-1, IL-6728) DA SR AR FEE5

ZUZISTREINRD DT

IAEREM LR T, AT uAREOSAER G L TRIS TH

UFLAE T KRIT
EMEDH HEIERZ AR S

EMEDDOREIENZ

ERTDE, AR PRAE LIPSO ENEZOND, £ T, 7V T MDY AN A

VA

AU RRAS BT A NI A L OB

TLAVRIES I,

IRTDARAS L BT T S A2 O D

1=/
2

IERDHIVT A RAX L DRITLE]

ERET T OZENEHETHLHEE AN,

0PNt S

TIVFIERTNERS A AIUBHICHT AU AV BERBE T T Y AZT U EDHRAZIRT

(pg/mL)
5,000

4,000
i 3,000
ET
u 2,000

1,000 -

0 -
(pg/mL)
1,000

750 -
o
g 500

250

(pg/mL)
500

400
i 300
8
o 200 +

100 +

0 -

IFN-y

#510 #523
K-

IL-6

£#510 #523
KF—

IL-10

#510 #523

FF—

F9{E+SEM

#529

FifE+SEM

#529

Fi{E+SEM

#529

o
K

(pg/mL)
100

75

(pg/mL)
1,500 —

1,250
1,000
750
500
250

(pg/mL)
15 4

IL-2

#6523
KF—
TNF

%510

#523
k-
IL-4

#510

#523
K-

%510

F19fE +SEM

#6529

Fifli+=SEM

#529

F19fE +SEM

#6529

‘ Il nELL R AR RTE

FRA AR oA AR ARS L HNE ‘

— I AVRRARZL TR A LD PEARRIL, A NI A L OB N BT Z G, #lER
T-VERIZ. TV AZ Y ORITEIRTEHLED THDHEE R BND, T2 AL RAZY VEM X FIA R 7(5 v
ET XY A EOPHICB N T T 2/ X — a2 i lE LT NALM-6HIIC BT 57U~ T4

TEPEY AL 2 MR EA iR

TR L RIE S0t

3) In vivorEE M (9 R )12

IDPNSAOVIN

AALL, MCLK OV =y M EH RO MNESG AR B L -~ 2R AEE T L &

MNT, 7V E~7 O TR RROMHIE A 2R L7z, [FETEBAEE 7 L2 O ZREBRIZ IV T
AAFIFER M 2Rl L 72,



VI. ENEREICRETSRE

TVFYE~T I~ T ACDIERB LN D, Ty~ ORI RE2F M 5720120,
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DADR FIc&E Lz, 7V FYE~7 210 H BChlzo CTRIEFIRNE 5 LIZE2A, T XTOHEIZB N
THEEH A B MEIE TR OB ENFRD BT (P<0.05, ANOVA), SRERK TH (26 H) 121, 7UFY
BT B GO BRI, RO E RS AR LDS /NS o7, 26 B BT, O RO 2H)
W CIEE R L=, 7V YE<70.013, 0.067 % 110.334 mg/kg/ H #&GRETIL, ZH 2 10T H14]C,
1OPEHI3PE, J OMOPEH UL TR ASTH R LTz,



VI. ENEREICRETSRE

Rajic b/ s—Fyh) o R EREBEETIVICEITHT)FYEITORERER

(cm?)
25

—e— T hO—JL(PBMC#5#%L) (n=5)
& O ba—J(n=10)
-&- FYFUEYF0.334mg/kg/H (n=10)
v JFUETT0.067mg/kg/H (n=10)
20+ | w4 FYFUETF0.013mg/ke/H (N=10)

T SEM

1.5

E iR

10

0% TYFIETTHE

00 - - IIPUUIERPRS, SE . S |
0 10 20 30(8)

MR 5 #OIE

EIFHIRNC R 27 VY e~7 O R AT 35720 . MCLO BB E TIEE T T L& AW =il e 32
i L7z, s #R2 FRET L 72NOD/SCID~ 7 AIZMCL H 3K Granta-5 19l & §# RN £ 5- L, 8 B % IZE TR %
JERENFE G- LT, ZOMATIEEET WIS L CE, B— DR =B e 7 = 72—l L, &
WA O THIN (2 X 107 cells) 25T D LB H-7-7-8 . CDIFEIEMIRAHIESH | IL-23F NZHICD2,
PLCD3 K OHICD28HL 1A% VN Cin vitro CIEMEAL LT, 7V Y E~7 O GI3EGMRBR%Z 11 B BICBHAA
L. BERIZIHITHIRRI A7 MTIHUTV 26 A A2 G-I E LT, 1 H LEIERIRIN UL P& 5Lz,
AL, WTNOHRERBICENTH, T X TOHER THEICIER SN (P<0.01, log-rankff &) ,
TV BT ORI G-R O A F R O 91X, 0.003, 0.027 % 100.267 mg/kg/ H D& TENZE
#160.0, 49.5 K% TM0.0 H THY | VI FRFED H Ul (23 B) IZH AR TH ERIEE N RO O (P<0.01,
log-rankffi /&) , 7V VE~7%0.133 mg/kg/ H O HETH TG LIEHO T IEIX42 B THY | IR
BEELE ARG EITIER LT- (P<0.001, log-rankif iE) .

Granta-519§fifa%x RiEBHEL /=NOD/SCIDT I RIZHITS
T)FYEITDHIRARVE TREICKIEFESTROER"

T)FIVERTB/E
) (18108, & &K268%T)
100 ' — 2O (THBRS L) (n=5)
— axpA-I(n=10)
=== FUFVETT0.267me/ke/B. BRAES (n=10)**
FUFVETT0.027me/ke/B. BIRAIES (n=10)**

- FUFYETT 0.003me/ke/ B BEBRPIES (n=10)***
] ' ! e FUFYETT0.183me/ke/ B, E TS (n=10)**

L +*P<0.01,***P<0.001 (log-ranki&E)

..................

EFE

40 ! L

0 20 4o ' 60 80 100 ()



VI. ENEREICRETSRE

TVF VBTN, xR AR R O SRR A 2 in vivoE T L (N ALLOSEMeifiE & URaji
N2 RN EHEIG) 12\ TS ORI 2 A = I L=, £7-. NALM-6/iukk 2t R\PBMCE &% 10 F
RN B 5-LTENOD/SCID~ A (B RE8IL) (2388 N C IO A, i, 7V E~7 1, 5% U30 pgZ 1 A 1Al
3 F R G- U7t R VR BT FRRE L LE X CT YUY B~ 7 R SR CIAEF I O R B IER AR L (P
<0.01, log-ranki# i) 2,

(3)4F F SR T B ] - e B
TV TIEBPDGNE, FEEL TTHIBEO T34 15L& OFEFE, BAaOXE 18 & ON—i@ MDAk
HAY EFIZIOEESH T BN,

OTHEBE<SNAEAT—E2>2 89

AN D Fifge s EBR AR E % 205 KA R O TR X, WIS IER IRV MEE CRBITIK F Lz, 208
LUIIFLAMAEL TSN L DO THDHY,

WMHIOR T, TRIRUIHEINUAR S | N—ATA NG IR LT, N—ATA EIZEIE T 5 FE CTORFRIL, B
\ZEoThEA (T~30H) Tholz, X—RAT7A % LRIDZTHIIAO NN E 4 O BE RO DIV, CDABGHET
HM R K ONCDSB M THI I X CD3 B M THI R & R DBNEE 7 17 7 A L 33D BTz, THIROENEE S 177 AL
IE. FEMU7ZNHL & PALLESE TR Ch 7o, THIFEDO R —AZ A NZBIT A EIR BT R E D T2,

19 (YL BIZETHFR MM THBOEE

(103/uL)

(10%/uL)

CD3RBiETHIE

CDARZETHIRR

CD3M T E:
CDARRE TR &L

Lilo] iR
(10%/uL) CDSB T ——FUFVETTHRERAD247ILEIRICCR/CRI* F {§oh =B E
57 aa - TUFVETTHERHO2H 17N ERICCR/CRN* I 85N Eh 7B &
4l
34
& 2
z
E
#H 025 -
2
a 0.20 A
O 4

THIRR D B34 1385 G- BRAAIE . XX ERFZERO B, THIIED BEFHIIAK B G- HIZFRO HIL TS, THllE

DA R OB GEIL, 7V Y~ OHELEEL WA REMENGH S, PR GENEHE TH-7-2

R— O THIIEE O FBAKME D EINIIED o T2, ZNHOT —205, TR O FERMAEIIRKEZWEOD, T

FMR D 4347 73 S BE L CUND A REME DS RIR S LT,

FERRAR R ICIR W T, AR A B R O TR R w5~ — 71— T HCD69 J NCD25FBLDO RN EIZLD |



VI. HREIZEHISHER

THEIATEPEZ A L 7=k 5. THRIIATE PRI, B CTHACD19MEMEBHIIA D FEAE IR AL TWAZE A 5
L7 o722 MT103-1047882% 290G, THMIECD4RGEME & O'CDSEH TG L& M~ — A1 —THHCDEID
BN, B 5-BHABE 1 M O BRI LT D LML o T,

ARFIEETI)FVETT R RARILROTHBOBE"

AOW0) Sy~ T

=Y 1B5ue/M?  1B15ug/m? 1B60pg/m?
1T ]

0.70

0.60

0.50:
"
% 040
&
0,30_
0.205
0.105
0.00-—
THIFADBYEE/ S5 A—5"
FiI B (%0 5% B T Al > ¥ fE = SEM (10°/uL)
T A AE b4l NR—AF A B F il
~ 2
&512)5 ug/m?/ H 1.25 29 0.411-+0.059 0.098+0.029 0.500+0.113
—~ 2
(15:1;)0 ug/m?/ H 1.5 22 0.342-+0.056 0.068+0.028 0.729+0.175
~ 2
?fq:?)o ng/m’/ H 1.1 8 0.644+0.173 0.034+0.014 0.770+0.243
Et%ﬁﬁi; 1.25 0.120+0.033
%g;ggm /HET 8.25 36 0.503+0.070 0.220=0.031 0.605+0.111
H
(n=32) 15.5 0.158+0.051

a) W A7 > 7 135~60, 15~60% U'5~15~60 ng/m?/ H &L, LAMIZ LICHE L7,

QBffEEIRE <SHEANT—H2 >

5 ng/m?/ HLL EOHETIX, Z<DR/R B-ALLEZ 123\ TR G-H S I R A i - OB AR I DMK T
LEH FIRA &7 o 72 (MT103-206780% 16 17) , BRIRMPUIEE 2 R NRO LN EBE ITBITHE A7 LD
RIEHAR] ¢, R OBMIa O RIEITRED DD -T2,

— 5. 0.5 % N5 png/m?/ HE2HKGH LIZEBE BV TEBMaO Rl thdn bz, -, & HEE
B 5 U7 IR O CTHOBMAE O R 52 272 RE B R A DT, FFEL7-NHLEZE (MT103-1047888% 29) J& O°
ALLEFE (MT103-206 % UMT103-21 158" *) OBHEfR BN E 7 =7 7 A /WFFARIL Tz,



VI. ENEREICRETSRE

R/RB-ALLEZED 1YL BIZEITDFKMEMFDCD19E5EBMBE D RIRE™

(10%uL)
5

- JUFYETTHERAO2Y 1 7L LIRIZCR/CRh*# 1§51 - B
4 A | w TUFVETTRERIO2Y 7L LIRIZCR/CR S h i - BE

=34

3
2+ A

L
P %

BRERa%

0.25-

0.20-

0.15

010

0.05-

0.00

30 (8)
]|

BAIRAOAEYEIL 7V T~ T O B LFARL TRY, g0 EI &3R4 BIZBIFRL TV D, BRRERT7Y
FVE~T OB ENS ng/m?/ A (39 pg/ ) UL ETH-7T2BEDOLATBNT, B LUTFERITIT
WA I BRI DR E DS R OG- A7V TR BT,

B FEE DEIEILC DM EF L2286 mWT Uy B~ 7 T AR I o Bllfid & O
BEZOITEEBMILD LY RHIDHLLEEL TWDHTLAVRIRS I,

BH#IFRDHEBNEE LC.LDER"

(9./B3E)
100+
O
| |— Tl
80_
40
% 60
S
5
£
S
% 40
o
20
o T LA B B B B I T LI B B B 0 T L |
10 100 1.000 10,000 (pg/mL)

NEREEOC,

QA NIV DEE<HEAT—H2>Y

B ARHA LU TTINEF-« | -2, [L-6, [L-8, [L-10, [L-12, L4, XIXIEN-y ZHIEL-, — 5D BEFICTHB N
T ARFNEFRee SRR A 02 B I —BYED YA M4 (FITIL-10, IL-6 & NFN-vy ) D _EF 13 A5
N, NHLEE 1B OV AN A OBET a7 7 ANV % TN R LTz, BRI AN IAAEIL, % 5-Blhatk
D2A~ABIEM LANIZ AR — AT A AEETRIE LTz, ZDHZ D A7V TIE, 0D B BEF T, JVIRWTA 7
A ERAPBOONT, VANIA L OBREITFEN L 7ZNHL & OALLEE 2 W THEEIL T,
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TV FYETTEEARER TR OODY A hMYRE-BEIOI7/L

(pg/mL)

7001 N = IL6
i

\ —&- IL-10
| -#- [FN-y
600 —

500 — |

§

300

HANHA P

200

o ; 3
—24 0 24 48 72 96 120 144 168 (kM)
T ETTHREHER
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1. MPREOCHR
()AELEDTODRE
LR

(QEERSEBRTHESh-IPRE

DR ADR/R PhiE4B-ALLE &

<AEH G RBR ANE AT — 2 > (s AR R AR R ER - MT103-211) 7
A OPhfzMB-ALLEE 2 X512, 9~28 pg/ H ZFft A ffiE LI E DGR 7V Y e~ T RE%,
1 A7V B RO A7 BIZRHE L=,
TV~ T OBREEITHEICSL TR B RBIcEmL,

J)FYERTE2HBRBERELI-EEZDIR V29,7 BICETSC..

Cys (pg/mL)
1 A7V H 1 A7V H 2% A27/VH
9 g/ H 28 pg/ H 28 ng/ H
n 178 188 101
SEYIE = SD 246 +305 632+510 755+433
LB 137 500 638
s/ IME- R KAE 51.0-2,700 57.0-2,850 135-2,760
KAL) (CV%) 169 (91.4) 472 (95.7) 642 (65.3)

CV: ZElhREk

<PAEBGRER ANE T —& > (st AR B ok PR G R 7k BR 1 00103311) 112

AFBRITFE A DR/R PhEEPEB-ALLIEZ 255 L L, PREFHTIZZ VB~ 7 e G- aic 2z x4 e LT,
PKFRAT REREERIL, 24T DAF0 7246 15UEH CRERR S LT, EFIRREIZ 31T APKEENE # 59 ng/ H Tl
1427V HD2H BIZ, 28 pg/ H TiX1Y A2/ HDO15H HIZERELT-,

Mg 7V YE~T DCOFHIE L SDIE, 9 28 ng/ B 2Rt Sl s L= &2, TN h211+413
pg/mL & 8592+ 553 pg/mLTdh -7, FEDI. MEDOHINTENCW1F2.811% 720 . Col 3 & ELFI gz N
L7z, CLIZ. 3.63+3.12 L/h CE¥fE +SD) Th-7=,

TYFVERT2HHAFERILI-LED1Y LB DC R UCL(PKIEHT &R EM)

Css (pg/mL)
1% A427/VH 1% A27/VH CL (L/h)
9 ug/H 28 g/ H

n 156 191 222
SEHfE +£SD 211+413 592 +553 3.63+3.12
L fE 122 447 2.82
S IME- R KE 50.0-4,400 51.0-4,450 0.157-22.9
CV% 195.6 93.4 86.0
KA (CVR%) 139 (84.9) 431 (96.6) 2.73 (89.7)

<G RRER AME T — 2 > (S5 AR ER AR 38R - MT103-206) 16 17

AN DR/R B-ALLEFE 2% G2 . AH) 240 FIRHGE i iR L 7o L 2D C b, #5- W R MRz h )0
T —EThoTe, 7V VEYT DOCDYHMEESDIL, 5 ng/m?/ H., 15 pg/m?/H . 30 ng/m?/ H CENZEIL
16766 pg/ml, 5531238 pg/mL & T1,180%820 pg/mL T -7z, CoDF-HIEIL, FsF5Teda H &= ELBIHIIC
HAANL7=, CLIZ, 1.34%0.61 L/h/m? CE¥fE £SD) TH-7=,
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TV FYETTZ24ERF R RBIHELI-EEOPK/AFFA—2 (AR L)

Cs (pg/mL) ,
5 pg/m?/ H 15 pg/m?/ H 30 pg/m*/ H CL (L/h/m")
n 31 34 5 36
SEHIfE +SD 167+66 553+238 1,180 820 1.34+0.61
L E 159 606 696 1.14
N N 60.8-293 90.0-1,070 458-2,330 0.747-3.85
CV% 39.3 43.0 69.3 45.9

@ ADR/R Phig4B-ALLEHE

<SRRG ANEN T — 2 > (MBS T AR ER AR R 1 20120216) 10
AN DR/R PhBGMEB-ALLEBFE Z %51, 9~28 ng/ H &Rt i s LIz E DT Ve~ T7 OPK a7 7
ANEIYAZIVE ROV A7V BIZRHE LT,
CuDE¥HMEESDIL, 1 A7V B K O2Y A7)V H T, ZHE16732614 pg/mL K& NT756+=565 pg/mLTh-

77 CLIZ. 4.09(0.526~19.0) L/h[*F¥E &FilH) ] T 7=,

B ADR/R PhIGHB-ALLBEICTVFYERT 2R REIELI-LZDC. R UCL

Css (pg/mL)
1Y%A27/VH 1 %17V H 2% A27/vE CL (L./h)
9 ng/ A 28 ug/ H 28 ug/ H
n 8 28 21 38
SEHIfE +SD 1554106 673614 756 +565 4.094.04
L fE 123 534 528 2.28
/MBS RAE 50-328 50-2,490 50-1,890 0.526-19.0
CV% 68.5 91.2 74.7 98.8
B35 (CV%) 124 (84.8) 449 (125.6) 532 (128.7) 2.69 (117)

Q/NEDR/R B-ALLEH

<SRG RER ANE N T — 2 > (S 1/ AHER AR R :MT103-205) 15 19
/INBROR/R B-ALLIBE AR, MIET TV B~ T IREEZR—2T A (F5-80) o OB HD2Y A 7LD
RHZHIE LT, 1A 270 H TIIPKRT A= 5RO D7D ITRERBFIIZER ML . 291427V H TlICoafatd 5
HE)CANR—=AY YT LT,
2 AT D8P, 2~65% D231 Je T ~1Tik D 1THI D FH4A8KFI B I 7V VB~ T RENMGFONT, 7T
YVEw T OPKANTA—H|E, 5, 15K T30 pg/m?/ H O H &I TRHME L=,
BEHERGREOCL, HH5HRFZE L CTRMLFEIZ )0 DOHT —ETHY, 17V E L2 A7V H
DR EIXFRE CTh oz, CoD I EOHIMZ LW RFIRIZEINL . BB PKERLTZ, 1941
IV BIZBITHCDEHME £ SDIT, HER OCHEIZH OO T HFEEM (175 L0 ) D5 ng/m?/H., 15
pg/m2/ A &30 pug/m?/ BICBWT, FIE4162+1179 pg/ml. 533392 pg/mL & OM,520+ 1,020 pg/mL
ThH-o7-,
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INRODR/RB-ALLEEIZT)FVET T 24 BRI GE S EEILI=LEDC..

Cy (pg/mL)
i 1471 H 29 A7)V E
S5ug/m*/H | 15pg/m*”H | 30pg/m*”H | 5pg/m?/H | 15ug/m*/H | 30ug/m’/H
n 8 8 — — 4 —
I E 110 508 — — 403 —
SD 42.6 215 — — 69.1 —
B/ Ml 61.0 277 — — 313 —
2 A | P RE 92.0 437 — — 411 —
N1 176 828 — — 476 —
CV% 38.9 42.3 — — 17.2 —
RS 103 469 — — 398 —
AT CV% 37.6 44.6 — — 18.1 —
n 10 15 2 3 5 2
I iE 208 434 FHEd 456 935 FHEd
SD 275 353 FHEd 288 648 FHEd
e/ IME 81.0 58.5 1,090 148 283 310
2~6 % | PIE 129 433 2,300 502 811 755
HKAE 987 1,370 3,520 718 1,760 1,200
CV% 132.4 81.3 FHEd 63.1 69.3 FHEd
AR es) 146 303 FHEd 377 740 FHEd
BT CV% 81.9 120.8 BT 99.3 94.7 T
n 9 11 5 — 4 3
) iE 157 686 1,210 — 1,240 1,420
SD 109 510 635 — 817 722
e/ IME 53.0 170 214 — 566 591
T~17 5% | FRAqE 130 559 1,220 — 1,010 1,720
HKAE 380 2,090 1,960 — 2,380 1,940
CV% 69.1 74.3 52.5 — 65.8 51.0
R 129 567 978 — 1,060 1,250
BT CV% 73.5 70.2 106.7 — 70.5 73
n 27 34 7 3 13 5
T E 162 533 1,520 456 866 1,150
SD 179 392 1,020 288 655 701
1755 /Ml 53.0 58.5 214 148 283 310
L/LF HH A 122 498 1,220 502 566 1,200
KAE 987 2,090 3,520 718 2,380 1,940
CV% 110.5 73.6 67.1 63.1 75.7 60.8
RS 126 411 1,190 377 684 940
K CV% 66.6 93.0 104.3 99.3 79.3 90.5
— ML

BT 2B LN FIC o RIS
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INRODR/R B-ALLEFE 2T FVET T 24 BRI FHAEIELI=EZD
1942V B OMEGRT)FYETT BEDREHHDS

(pe/mL) RSN (pB/mL) bz g
10,000 = 10,000 3

g
8
g
g

LLLL
a4
1 HM

'

[
it
L 4 >

&R+ yEvTEE
g
-
|
"
|
|
|
m - .
g7 FIETTRE

] -4- Sug/m2/H

—— 15~30ug/m¥B8 | ° 1 v 15ug/m3/8B

| wmso = 5~15ug/m?/H | Fmm+so - 30ug/m?/ B
- L 10+ .

21 28 (A) 0 7 '

10

0 7 21 28 ()

14 14
RS RAEE S ERERE
@BEAABARV/NEDOR/RB-ALLEE
<AEHGRER: HARANT —2 > (EWNE 1 b/ T AR SR : 20130265) 9

N BB IZIE9~28 ng/ B /NRBEIZIE5~15 ng/m?/ B 2Rt sl i Lz, N BE 2B W T, AHl%

9 pg/ A K28 pg/ HICTHEELI-LEZD 1Y A7V B DCDIEHIE ESDIE, FHNF 1191 +£90.8 pg/mL & R

948 +488 pg/mLTéh-7-, CLOFHIE£SDIE, 2.44+1.19 L/hKTR1.62£0.925 L/h CTdh-o7-, /NEBEE BN

T AAHNZS pg/m%/ B K5 pg/m?/ B &5 LIZEE D13 A7)V B DOCDIFHIE+SDIE, FHF4113+65.0

pg/mL K% 8361+ 137 pg/mLTdr-o7=, CLONEHfE +SDIL, 2.29+1.02 L/h/m?} 82.02+1.02 L/h/m*Td-7=,

AR THARANBZICBWTHESNTE TV VBT DOC K OCLOELE ESDIZ, TN ETICE SN

MR R RBRIZ I 1T DR K OV N BB TS SV QO DFE R OEIFAN Th -7,

BRABEIZHETHMERT)FYETTREORRIHRS

(pg/mL) FUFUETT

10,000 1H9ug | 1H28ug | 1B28ug

g 1,000 o 0

x e T

i —* g

iy 100

=

R

i 10 1 .

a @ #1711 (n=13~24) | O H1o02(n=19~21)

' T T T T T T T
\ 7 14 21 28 4] 7 14 21 28 ()

B #ERE FH5ELSD

INRBEICETAMEFPTIFVEYT REDEFHES

(pg/mL) FFVERTT

10,0005 1E5ug/m? 1B15u8/m® 1B815ug/m?
| |

=
K 1000
g L o
ﬁ i
z 100
Y pd
™
ﬁ 10+ _
a e #1TN1 (n=1~7) o $4I02(n=6)

1 T T T T T T T

0 7 14 21 287 0 7 14 21 28(A)

5 &R S £SD
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RABEIZHTETVFIVEITDPKINTA—4

Css (pg/mL)
1%
VR | 1onn | eonn | BTIOR O cam | s | v
9 ng/H 28 pg/ H 28 ug/ B 98 pg/ H
n 23 25 21 8 26 24 24
SEE 191 948 1,150 1,420 1.59 2.38 6.02
SD 90.8 488 575 685 0.812 1.36 6.09
=%/ IME 72.4 288 259 604 0.442 1.19 1.75
il 173 883 1,050 1,250 1.42 1.96 3.46
5% NAE 388 2,390 2,830 2,620 3.28 6.15 29.0
CV% 47.5 51.5 49.9 48.3 51.0 57.2 101.2
INRBEIZHBITETVFTVEITDPKISTA—4
Cs (pg/mL)
1% . ;
|42V E | 194208 | 29420 A Wﬁé Ul cLmm | we® | viL/md)
2 2 2

5pg/m?°/H | 15pg/m*/H | 15pg/m*/ H 15 pg/m?/ H
n 7 7 6 1 9 5 5
T 113 361 427 780 1.88 1.92 5.05
SD 65.0 137 66.0 - 0.789 1.12 3.35
B 57.0 150 354 780 0.820 0.941 1.64
o f 100 358 429 780 1.75 1.38 3.70
N 244 592 540 780 3.65 3.40 8.93
CV% 57.4 37.9 15.5 - 42.0 58.5 66.4

—EYeL

<5 i IR R BIEEREE] (SMNE AT —4) 10 >

AHNO B G-I EITFH M Y Ch D7 | B M i B B 2 C O BIEERF A L LLF ISR,

TV V=T OPKIX, ML A EFRENICB W TRIEEZ R LT, IIGHF 7V YE~7 REHEB L,
9~112 pg/ H X1%5~90 ng/m?/ H O AEFHICEB W CURII BRI LT, G 7 Ve~ 7 BT,
B 5-BAMA% 1 B LANICE FRAEICEEL | Rt Al eI 2@ L CRBk Ch o7,

(3)hEE
G R

WRE-HAROHE
AL

2. EYEERBNNTA—2
(DA E
TV~ T OERBFE G TIL, PKX OPDRHEIZ B BYE L TN L7z R R R ER 2 30 L 720~ 72,
TV T OPKIZKHT2NREMER 7O 8% EEGBRONET — 206 /a7 — R A NE T VARNT
K ORI PKAEAT IZ L0 RO 72 CLEDFH BIX 2 ARk LRl U 7=, RESERTPKAEAT IR A K OVNE DA F83
BROGEET — 2SN T T2,

(2) R IR 32K FEE 5 3K
MG R

QRVHELRETEH
MG R



VI. EMENREICEE I SIRE

DDV T I R®
% A D ALL & O'NHL AR EF 12315 55~90 pg/m?/ H (BSAMHIEH &) Xix9~112 peg/ B ([EEH &, 5~60
ng/m*/ B HZE A &) O E#HIC 57 VY~ 7 OPKEFHELT-,
A E A A DONHL, MRDBEGEB-ALL K O'R/R B-ALLHEE | L OVH AR N ADR/R B-ALLEE & F6726112,
TV~ T g SR E L2 & CLIZ3.05+2.94 L/h CEHIE £ SD) Th-oiz,

B ADNHL, MRDBE1EB-ALLR U'R/R B-ALLEEIZH TS
B maEseIL=LZ20J)FYEITDPKINSA—4

CL (L/h) V, (L) ti/2,, (h)
B pop< ; SEEIE | Sy Rl i, SERE | S| HRfE N SR | S| H Rl
P (SD) | (CV%) (&) (SD) | (CV%) (ipH) (SD) | (CV%) (i)
MT}O:}— NHL 66 2.25 | 2.03 1.98 23 4.56 | 4.04 3.95 - 2.44 | 2.07 1.93
104% 20 (1.17) | (46.9) [(0.714-6.32) (2.50) | (51.4) | (1.86-11.6) (1.62) | (569.4) [(0.906-8.31)
MT103- 1.96 | 1.75 1.64
208220 N2 0.960)| (62.0) [(0.683-4.41) B B B B B B
MT103- | MRD Fht: 19 1.83 1.75 1.66 8 3.98 | 3.45 3.20 18 1.47 | 1.38 1.42
2021920 B-ALL (0.596)| (30.2) | (1.12-3.51) (2.36) | (57.8) |(1.47-10.8) (0.530)| (39.0) [(0.660-2.54)
MT103- | MRD Bt - 2.27 1.75 1.65 o o o - o o
203% 22 B-ALL (3.02) | (63.9) |(0.815-18.4)
MT103- | Ph etk - 2.49 | 2.30 2.16 o o o - o o
206'% 17 |R/R B-ALL? (1.18) | (39.4) | (1.27-7.03)
MT103- | Ph &% o0| 314 | 225 2.13 o - - - - o
211"% |R/R B-ALL (3.31) | (89.2) |(0.356-20.5)
00103311 | PhEEtE |, | 3.63 | 2.73 2.82 o - - - - o
112 IR/R B-ALL (3.12) | (89.7) [(0.157-22.9)
20120216 | Ph Bk i 4.09 | 2.69 2.28 - o o - - o
%19 IR/R B-ALL (4.04) | (117.0) |(0.526-19.0)
20130265 | Ph &tk 06 1.59 1.41 1.42 oy | 622 | 441 3.46 oy | 238 | 211 1.96
& R/R B-ALL (0.812)| (53.6) [(0.442-1.42) (6.09) | (85.2) | (1.75-29.0) (1.36) | (49.0) | (1.19-6.15)
A D PPN 3.06 | 2.29 2.17 i 4.89 | 4.00 3.58 75 2.19 | 1.89 1.73
SRR PeH (2.94) | (82.3) [(0.157-22.9) (4.02) | (64.3) | (1.47-29.0) (1.39) | (54.8) [(0.660-8.31)
—R%MeL

a) PG e 212 5 ¢ e

/NRDOR/R B-ALLBEE 2RI 57V E~7 OPK%E , BSAH# I #%45~30 pg/m?/ H O#iFH CRHMEL 7=, 4+
[E A X% HAAR/R B-ALLEE S E540I2 7V e~ 7 A ke S i L- X  CLIZ1.88+1.76 L./h/m?
(CEXME£SD) THo7-,

INEDR/RB-ALLEF(CH TARG AT ELI-LED T FYEITDPKISSA—4

CL (1./h) CL (L./h/m?) V, (L) V, (L/m?) ti/s, (h)
% % 4%
s e | 1% | [Pommn O e | o 20| o | s B0 | o
e LY sD) | (SD “| G SD) | (SD y i ] SD y i
PR (SD) | ( )(C\/%) (L) (SD) | ( )(CV%) (L PH) (SD) (CV%) (Rt [FH)
wrios- |28 [ R/R | [o.680 [ 157 [ 152 151 T T IR B
205'% 1 | K | B-ALL (0.154){(0.435)| (28.9) | (1.00-2.17)
MT103- | 2~6 | R/R 91 1.75 2.28 | 1.50 1.44 9 3.88 | 5.08 | 3.44 3.56 9 2.41 1.96 1.69
205 | & |B-ALL|“' | 2.05) | @.47)|116.00325-10.7] 7 | 3.03) | (4.25) [a32.9)|0.821-12.0] 7 | (1.86)| (72.0) [0.862-6.04)
MT103- |7~17| R/R 16 1.61 1.49 | 1.17 1.04 1 3.70 | 2.95 | 2.27 2.24 1 2.01 1.71 1.69
205 | & |B-ALL| %] (1.05) | (1.38) | (72.1) (0.604-5.88] "' | (2.85) | (2.18) | 91.8) |0.569-6.99) ' | (1.28) | (63.2) [(0.653-4.62)
20130265|7~17| R/R 9 2.34 1.83 | 1.74 1.75 5 5.08 | 5.05 | 4.13 3.70 5 1.92 1.67 1.38
o | m |B-anL| ? | (1.63) [0.789)] (42.8) [0.820-3.65) ° | (2.43) | (3.35) | (84.3) | (1.64-8.99)| ° | (1.12) | (63.9) 0.941-3.40)
- 1.65 1.88 1.43 1.39 4.04 | 4.14 | 2.97 3.04 2.14 1.79 1.69
N A
AROERER | S |54 ) |1 76) | 80.2) (0325107 2 | 2.78) | 3.32) 105.0|(0.560-12.0 2° | (1.44) | (63.8) |0.653-6.04)
AL
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A E A A ONHL, MRDEGHB-ALLEE & OV H AR AN ADR/R B-ALLEE G567V~ 7 & i
BLIcEEDV,134.8914.02 L CEME£SD) Th-o7o, AME AT HAN/NER/R B-ALLEE A FF2561127
VY~ 7 25L& DV,IT4.14+3.32 L/m? CEBIE +SD) Th-o7z,

(6> Dt
BA1UANA

3. BERAGREaAL—3y) @
(DB AE
FHEMPKFEATICIX. #E-1-20 /R — A RPKET LA V-,

QINTGA—IEBER"
AR FIPKAEHT Tl BAONHLEE 25t % L U= 1308k (MT103-10438 882> 29) | 5 A OMRD B 4:B-ALL
(MT103-202'% 20 K O'MT103-203788#%0 22) . XIZR/R B-ALL(MT103-206'¢ 'V} TMT103-211388R"™ ®) | &
HUNMIR/R PhEFEB-ALL (201202167884 1) f g & x4 & U= 56 T ARG AR R BR D 5388k . /NEDOR/R B-ALL
BEE IR U150 (MT103-2053808% 1 1) K O A OR/R B-ALLEBFE Z x5 & L7- 1588k (00103311546
L 12Y D-FRERINOD T —H & W, LT — 2y Tl 7V FYE~70.5~90 pug/m%/ B, XIL[EE
FH&: (9~28 pg/ A ) OEHgt i s 252 T T2 BB 6 T4 DR B U= 313,629 MLIE s Bk D 7 — 2 & V=,
ZORER, TV~ T O RABICBIT DA (V,) &) 1%, A EIZIER RS, oz~
R OBESR S EEFIEED5.98 LEHEE Sz, CLOHEEEIF2.22 L/h ThH-7=, CLIZH T T R CoOHL &
DOFEBALRENL0.05% Falo7=Z 85, BEER EREMEDH DI B3 7pn e RIB Sz, Ll Ma
oy hERFT LT RE R ARET LV TIHNEEE IOV THOIZHA TETWRNW I EAURENTZ, CLIZBSA%
EOHZEZEY NRRBEFICHTHET VO A AR E LK ELZ, /NRIZBITDBSAOK/IME (0.37 m?) T
HDHBFOYA . BSAOHIAE (1.88 m?) D& LR TT VTV E~vT7 DCLA63%IK N T 55 267,
% N AZ 1T DBSAD /M K O KA (201,31 m2 K% T2.70 m?) 1%, BSAD i (1.88 m?) D HEFE &
BLC, 7Y E~T DCLNZNEN20%ID K 25% ER$THEEZ BT, LLZOEBOFLEE L,
CLIZB W TR TE 2201 48% DE{A R Z # o7 VY~ 7 OPKIZ BT 564 % DE KM Z B R HHNDH
56% D% 7B E LR L T/NED o Tz, ZDTO RN BE TV TL, BSAIZLD & IILE TIIne
Z 25T,
BSA 0.37, 1.31, 1.88 &% U2.70 m*Df NBEFIZBITHT7 VY E~T7 OFEI LRI, 22 5.11, 2.34,
1.86 2 OMLA9WFfH EHEE STz, 2D 72  1FEAE D BEBBSALREFR72<28 H DO A7 /v D1 H BIZCIZ
BT,
BSADOMZ, Mgt U7- 328 & (s, 7L 7 F =227 F A[CrCL], M5, AST, ALT, #eeULey | TV 73,
FLEERIK TR K AT e Y ) TV YE~T OCLOERRIZE) O BHENFERD LI I-b DI -T2,

4. X
M TR

5. 9%
(1)1 7 — A BE P9 & B 4
M ER R

(2) i e — A AP B
A YPRRL

5%

<~ A% AW IR BRI 3 AT 5 Pl stk B D I B W T = AR PUA TH D muS103newZ REENY)
ICHEARIS A TG L7224, muS103newDIE I ~DOBITHRERD B, JERIZEITHmuS103newd IfiLjE
EEFE T, REENM O I PR EE 0#70.013% Th -7z,
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6. {Ca
(R HEB AL R U R R

DA 2 T ERIERIZ, 7V Y~ T OREITR AN, H 2 OFERT I B~D R THHET
HENn5Y,

(QRMIBE5 T ZBER (CYPH) DS T, FEE
AL

QHELEBNROERRVEDES
AL

ORBMOFEOERRUERLL, FELE
AL

7. HEittt
(1)HEtH ERAL B U RR
UL

(ki =
EE R L

(3
AL

8. FSV RAR—4—(ZEAT H1EH
M R

9. BMEICKEKRESE
YRR L

10. BEDEREEITHEE
MEREEFTEREE (HEARUSNEAT—H)
A OVNEOR/R B-ALLEFE (MRDEGEB-ALLEE 25 Te) & OV A ONHL A (IE % B ERE B3 531
), W% R R RE R R 143451, TP AR TR AR RERR E RS 4TH) 12T VY B T R m M R LT s Ex D
CLEWHMED 1T, PR REEEE 2 (CrCL 30~59 mL/min) &1F & BHFE 23 (CrCL 90 mL/minkL )
EDRCERIG T -T2, ABIOE KR ZENIREL(CV % : B RAEI3.5%) | H5RJE T OV 45 i P RE o 75 FR
FIZBIFHCLIZIE B HERE R O#IPHN ThH o7, Lo T, BHEREREE 1 LIR L EROH D EA 5.2 o
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LEZ LD, 0. EEOBKEEREERF (CrCL 30 mL/minAi) 25t S L UM 3T EfME S TR,

BHRECLOTIFYEIITDOCL(FEREEHY)

CL (L/h/m?)

CrCL n Hh i (eI — e KA S SD CV%
?tciﬁ’f*’ffﬁim sk | 981 1.24 (0.0851-10.7) 1.76 1.65 93.5
%ﬁﬁf%fﬁffﬁﬁm) 143 1.17 (0.249-10.2) 1.51 1.36 89.6
%i%ﬁfﬁﬁfgﬁﬁiﬁ) 47 0.813 (0.161-2.85) 1.03 0.646 62.6

QF#EEEEEE (BRXARUABEAT—S)V
TVF T35 T HEITHO IR IZLH SN2 ED | ARFIO CLIZK T DIFHEEE D 22 28372
WEEZLND, TV VBT DCLER—=ATAANZBIFHALT R OASTED BB EFHEL7-fE 5. 7V
~ 7 DCLEIEHIPHOEZ R UTZALT XIZASTED RIS AH R I ZZRD BT,

11. FDh
Mg R L



VI ¥£% (ERLOIEF)ICEETSER

1L BEERNBLENER

‘I' ﬁztl:

AFEIE, BRKICTHH MG TEHEERMRICHEV T, EMBZEMLER OBRICHLTHALME - BRE

FOEMDLET, REIDRENBY EHIBSNDIEF CDNWTOHRET HTE, T, JAERFAIRICE

U6, BEXFZOREITHENERVERMEEZT2ICHRBAL. AEZF THLKREERIIKY S,
<S>

BEERBEMICEIAETEHNRESNTODIENS, ZORNWEFISEYNH ST 57280 ARH OB 51358 1 %5

EVERESH B 95 3 2R BRBR A FF O EREI OB LT, o BIEM R IUC LD B AR - BN TE DR
FEHEER T3V NT |, ARFI DL H A O B SN DIEFNZ DN T DA G- INDHZENL KRR LLETHHI L
WERE LT,
2B TRIRBRARIC SN D | BB SUTTDFBITH LT, BHEM RO TREMEL & | AFNOTEHRIZ I DA MK
OIERPEIZ DWW TR LB A G- LT, FEZREONBE IR G,

2. RENBREETDER
D BEE (ROEBFIZITHEELEWNI L)
AHND R S35 I BOE D REEE D85 B
<R >
WBBUE k5 — A E B FHE L CRE LT,
ARAN B BE DB NS D56 AR & FH R 5922 SIS K0IBBUEN 3, EAE(LT D I REMEA E
LEZBNDTZDRELT,
BeERNZIT 072 B2 24T RAID RSy % e BN 6 LB BUE O BEE RS 72\ iR 352 L,

3. RhBER IZNRICEET HFELTDER
(V. IRRICET2EE 1225628,

4. FRZERUVAEICEET S EELTNDER
(V. IRRICEHT2EE 1225528,

5. EELGERNEELTDOER

8. EELERNMEE

8.1 MR R G L L CTEERNENHLONDIEN DD, FEBRIEORH L, B 5-FHT 25013, s
O GEERETHIE, [9.1.1, 11.11BH]

<ﬁ¥%‘@£>

RFNBE G N RAEN BT B A D IR FREL T IEEMREDT-DHFEEL,

8.2 MR FHIHES L TR, B ESNHODONDLZENHHD T, KA G T o BREIITHEHED
B EIRZ OO BB FSERNWIOFE T 528,

< fifE >

*EP%?E’J%%%ﬁi&)%bﬂé%%ﬂﬂ%é:ki)%\ HE)HEOERRE | EREZ O OBRIEEL IR NWLD ., BE

(RN T ERHVEE LT,




VI ¥£% (ERLOIEF)ICEETSER

8.3 A LI AL IHIEMEREDR S DD Z LB DHD T, AR 5B AERT M ORI 5 Hp I & B I i AR 2s
ATV, BEOREE 0 ICHIZT528, [11.1.35 0]
< R >
E NG R FERIZ I\ T AAFBE 512 IZCRS L ONREREBUE O R BN H S S TERY, R D7D R E LT,

8.4 NEIGHABERENHOONDZENHDHDO T, IMLIG B I N OB EERE 21T, BEOREE
+cEET AL, [11.1.45 0]

< figE >

E NG BRI\ T SRR ERE DR BN RSN TS0 E LT,

8.5 ‘B HEINHINHHONDZENH DD T, AAKNBE-BRAERT K OAF G- I @RI MR E21 T, B
DIRFEE I BIER 528, [9.1.2, 11.1.55 ]

< fiEnt >

EN A G AR BRI BT, B BEHI OB A SN T DT E LT,

6. RENERZETHIBEBICEHATHIE
(MEBHE-BIEBEEOHLEE
9.1 AHHE-BXEEEOHIEE
9.1.1 2V /\MAMFEOEE T IRHERERRELTEAITIEE. RUTALM A EEREF O HIRHE
REEBEZETHIEENIZTOBREREOHIESE
PR ER ORI BT 5 IS ODONIBENNH D, [8.1, 11.1. 15 H]
< fifin >
ARFN G- LA R R IS EUC B S RO DI TVAZEN D, ZRHD BF T B THER I E R OSER A
T T IHODONDIBENNH DO E L, ZNHDBE RGBT, EEICBIERAZITIZL,

912 BREFELXEHLTVDEE
B REINHNC LR GYEN BT A BTN H D, [8.5. 11.1.558 4]
< fiE >
AFN P 5L B BEIH K OURYSE IS B BEEMEAZRD S TRY B IHENIC LV EGYEN BT 28 N0 HD
T2ORIE LT, ZNHDBF TR 5203, BEICBER AT,

9.1.3 AERICERED OB MFEMEFERDE S H50%#8 X (X R 5 D B 7w 14 3 BkEAHY15,000/uL L ED
82
BIER ORBRABI T 57260  IBERIC T Y A AN L BIEEE T T2 . KA 2R 5T H5ZENE
FLUY,
< fifE >

AHIB GO PR 2RI TG CRS M OYEBE A BIE LD T B DT28 | BRE LT,



. RE(ERLDOEESF)ICEISEE

(%35 ) WA 55 A b sof FR R PR 5ABR (0010331 1585R) 1 12 K& OVE PN G AR 7Bk (201302657808%) 1235175
F XY A OGS (R 5-)
RN (185 LA 1)
WG TR COBRE TR GE2E 5L,
P 5. H5715  ARFNDEH A7 L OB BRIGETIRER LANIZ20 meZ §rARMNER 545, F B RTINS
20 mgZEFIRNIR 595, 70k REIOE G-l | #5652 BT 25 60 RERORTHR 54179,
/R (185 AT )
WG TR COBRE TR G2 EET DL,
P 5.9575 (1) AFIo PR E (1A 20 B) BihA6~ 120 FIATIZ10 mg/m2Z&%% O UTEIRN I 595,
(2) ZDt%  AFNOPEIEE (1A 27w H) BlARRT3053 LLNIZS mg/m?Z&#% 1 SUXEFARN 1 5
T2,
IR ARBNOP G HhWih B 552 BT 5580 REEORTER 552179,
RN G- OGEIET X AZ Y VU= AT VNI AL T R OG- OLGEIET X AZY L TO &
E) FEICOWTEIT VA VDR XEE SR T DL

QBEHEEETRE
BRESI TR

QFHiEETRE
R ESIL TR

(WETEREZRT HF

94 H£IEREEAT DFE
PERT D ATREPE D & L PEITIT ARAIR G- R OB B¢ T 1% — E 30 i 907200 2475 SO 8975

ZL, [9.55 ]
< >
BEHR FTRE e Lo Ml ARFIOF 5-H R O 586 T 1% — E IR 21To 28,
~ 7 ARG URZ A LT~ AR 5 VL 38 AR B s R T, IR« IR VD3 A IR BT /2D o T, ARAZE V-
B AE R I X ERES L TR B DD | BB OV SERB B 375 FIBEMEIE S B TE e,

()hE0R
9.5 1E1F
IR SUTIEAR L TOD ATRENMED 5 & MEIIE, 1R O F IEIEfatt %2 ER2 S S 538548120
B HA B AR AW AR A FEERBRI T E SN TR, AFIOEIR T OBRZEIZ LI IR D
V2 REREDN D 35 aREME RN 5D, [9.45 7]
< fifE >
TR R DARK D2 2 K O MRS L TR0,
IR 25t G L UT- AFN OB IR BRI T EFES I TORNZ LD IR OAFI OB 513, IR TlRZVELfEHEME
AN BRSBTS AGAIZDOIRTHIZE,




VI ¥£% (ERLOIEF)ICEETSER

(6)RELIR
9.6 = 3.i%
16 EOA MR ORFARBOA LB EL | RO T (LA METT 228, RAIOERLTH
~OBATIIAITHLM, BN R HIIBAT T2 MBILTVD,
< i >
IR 2R R L LT AR OB R L E RS TUORNWZENS , AFIRE NI BT T2 E90 IR T
HY, RN FEREEEL O AREMERS D720 B3R e P Ik 7235852,

(MIMNRSE
9.7 /MR
IR AR ER VR R O AR VR At G & LT B R SR BRI L FEhE L T 7eu,
< fiEn >

INRER R L LT E AR RER T IS L TOD 05 AR AT V2 K O AR RIS L C oo il AR BRI 37\ vz
DBRE LT,

)EnE
9.8 B#E
BEOWREBE B LR P OEEICR 532528, —RANAEFBEREIME FLTW5,
< it >
BB IC VT, Bl CARFIE G555 DUAZ B KT 22 L5 /RR T D85 RIFELI TRV, EiliE T
XA RE DMK FL QOB ZENZ NI ENLRE LT,

7. HEEAY

TVF VBTN IX L _IBIHCh A DG, F R a—AP450 (CYP450) J DN DO SR B L 5 12 % L ClEL
PERR B e RIF T LIV EE X HD,

— 7. 7TV~ T B MAE1I~2BIZRBE T D OV A AL D EFBCYPAS0DIEVEIZH 2 DR
OWTABZHEYEIRET T LA WO TS LR R, CYP3A4, CYP2C9 & ONCYPIA2ILE D FF[E A CLIZ%f
T LR KILERIL, TNZEN28%., 17% L T9% THY, HEOFHHEHMIZ LA AMEHESZ, 2.
CYPAS0E DIREFE T AV AN A LR OB TSR EHEE SV, AANZLD AN AL D EFHIZE-T
B R _EEROHHFE BAEH N X2 A REMEITR W EE 2 Hihs,

WBtRZESLETDER
RESH TN
QEtRZELTDER
102 BrARFE (BFRISEET H2E)
HAN 4 B R SR « FE 1 7 PP« f o K] -1~
O IF L I EBAET T %@Ltévﬁﬁvmﬁr TS | ARFNOBY L REREEERIC
IEIRMFEEL LA @Y | IR T58FN01H5,
TRAVEETTD,
< fiE >
B 23 1 5 HEPH T R TE f@@?&%x@%wﬁ@@ﬁ PRI ST TNV RW DR E LT,
PERELT2AED 7T D JFIRICEESJER DB U581, MY/ E 217528,
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8. Bl1EH

1. 8l A
WOBRWER MRS HONDZENHHD T, BIEEZH5IATV, BENROONGA TS 2 1ET 5
TR VE A TOZ L,

(MEXLZEIERENBER
11.1 EXLEIER
1111 HIEEMER
Jb i f | IME  REAEFE A, SEELINEE, JSFEE S O A H S (29.3%) HHONHZENHD,
FARIENEDFEBUL | I 5-HH T 25613, FUSBEDOER GA4BET 528, [8.1,9.1.12 /]
< i >
AHN DR LA ER IR TAVEAREFIEI O TITARWD FATHURZ A% - TR E 22 & O THI
Z WA FRIEREIC B W TRBEO A EELNIHL TODY, MR HGE U L, idhrehEE | M, i
FEAE, SETLIREE, KGHIERERHLDONDLZENHD,
PR R 2 EFHLL T, MedDRAD T T4~ —SOCH DiEHEE | THHPT, W NZMedDRA
HLGTO Tt b G AEmaBr) |, THRERE R | [IMIE ) . DS RORSRERE ) NEEEE (N —F V=X A
ZEte) |, TRRFERIFEENEC | MEIRFEE (HR A& Te) |, TEEENETTHE L OVUKEEAE || TEESE ). (38 4F (A
Zate) | ROV IMERE MR B2 L, 23D MedDRAD 75 A4~ —SOCH MR FHIHSR | ChAPTAHMEEL
Too TORER, E NG FER (201302657858) O & OV AR SR (001033111 12 20120216 ', MT103-20574
BR1S WZ BT AFI DB 5221 T BBE 2R 029.3% (44061 H1 1291) THIRRFHFR BRI, ZDHh,
T1L—R3LL EDOFES134.8% (4406 F2141) TH-7=,
ARFNP G-I BE OIRREE A ICBIZR L, BEBAROLNIHAIIE, #E ik, Pl BERE O LE
ot BN

11.1.2 BEdE
P AAT T AV AEGE (1.1%) | AifiZk (1.1%) . BUiifiE (0.9%) SEDRGYE (14.1%) 23D H LN
H5, [9.1.25 1]
<>
AANOE G- ORI R LD EE TIE, HHRIDLO I P ERHET S ORME, BT —T V& EEEREIZ LD 0EH
IR RE 2 2R UK & LTI E DY AT D3,
JEYLE B9 28 EFH SR L L T, MedDRAD 7 T A~ —SOCH [JEYLIE K VA2 UE | THAHPTAERH LT,
ZORER FE N ERR B (20130265788%) & ONMES G AR 7057 (00103311, 20120216, MT103-2055858%) (2350 T,
AENOPE G2 T T2 BB R D14.1% (44061 H16241) TREILENHEL L=, D6, 7L —R3LL EOFELT
5.7% (4401 H12561) TdH-7=,
AHFNBE G- ITBE OREE /0L, BREDPFROOLNSAICI, &5 1k, Pl RS oy E
EITHZ &,

113 YA AU R IEIR R

YA RIA L FEHIEBERE (18.2%) BHHLNDHIENRHY | FELEM L LT, AL, M) JE, 88 ., (K1
JE. LD SR B SRR E NEEE SN H LD ENH D, F7-. infusion reaction (63.6%)
RTFTT747F 2 —2av7(0.2%) BdHHONLIENR DD, [8.35 ]

<R >

CRSIZ, AFID I THIAEZTEMEAL 32 IEAN O I LD @A TR BIL , =7 =7 X2 —Hila LRk, A0

FERIEL TWOD TR YA NI AL D IMES D Z LI LD, T ANIA L DMEFEER I SN D L, FE

JE/HRME . GER L MRER, AL /MR N, MR AR SUER. IR/ BEETR SRR . K OV S Ol e E O fiE
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WREFIEEZT, ZLOBE BV UERITRENSHEETHLN, JAIlLo QIEER, AMa g7 i
T AHA LB (A A L AR—L1) AT bH 5,

BEFPES L L C, ISR E5 BRI ME NEBESHLDONDLZENBD, 7B, T 747F% —av /il o
infusion reaction?¥& 5D ENBHY | infusion reactionD i & OMEARTLCRS & iR R I HI BIA K2 Z &35,
CRSIZEHHE I 24 EFH 5L T, MedDRA PTO [ M0 &Ik HEGERE ) . T BMME E@rEmRm), A rh1
B T ANIATIEGERE ) AN A L AN—2 ) AN AR ) K O & AR MR R ERE | 24551
L7o, EDORES. EINERAR R (201302655808580) M ONMEAM i AR#ER (00103311, 20120216, MT103-20575%) (235
W, RFID 152521 T -BFH 2R 18.2% (440411 H180151]) TCRS M O'CRSIZBIEL 7 HR MR ELLTZ, £ DD
B, 7L —R3LL D FELIT5.0% (44061 Fh2245) TIh-7-,

ARFNF G-I LB OIREE 0 ICBIER L, B DROLNTHAICIE, 51k, P, &2 O/ ALE
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5 B S N E 0(0.0) 0(0.0) 1(1.1) 0(0.0)
—f - L HEEBL OB 5N ORE 6 (66.7) 4(44.4) 62(66.7) 16(17.2)
FEEL 6(66.7) 4(44.4) 61(65.6) 15(16.1)
T 1(11.1) 0(0.0) 5(5.4) 1(1.1)
s 0(0.0) 0(0.0) 4(4.3) 0(0.0)
TR 0(0.0) 0(0.0) 5(5.4) 0(0.0)
N D I 0(0.0) 0(0.0) 1(1.1) 0(0.0)
Mo g 0(0.0) 0(0.0) 1(1.1) 0(0.0)
ek 1(11.1) 0(0.0) 1(1.1) 0(0.0)
PR RSPV I 0(0.0) 0(0.0) 1(1.1) 0(0.0)
2 1(11.1) 0(0.0) 4(4.3) 1(1.1)
AR 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AL T VTR R 0(0.0) 0(0.0) 2(2.2) 1(1.1)
FFREE SRR 3(33.3) 1(11.1) 10(10.8) 10(10.8)
EEUAE UILE 3(33.3) 1(11.1) 8(8.6) 8(8.6)
SRR 0(0.0) 0(0.0) 1(1.1) 1(1.1)
iRy RoRetiiid 0(0.0) 0(0.0) 1(1.1) 1(1.1)
EREE 5(55.6) 0(0.0) 15(16.1) 8(8.6)
AN AU R R 5(55.6) 0(0.0) 15(16.1) 8(8.6)
REYE B L OVE AR U 0(0.0) 0(0.0) 5(5.4) 1(1.1)
RS 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AY =2 —F T A LAY 0(0.0) 0(0.0) 1(1.1) 0(0.0)
T T I A ARG 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BKY A )L A& Y 0(0.0) 0(0.0) 1(1.1) 0(0.0)
ZINER i S G 0(0.0) 0(0.0) 1(1.1) 1(1.1)
FEVTER 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BE, PEBIUNEAPHE 1(11.1) 0(0.0) 2(2.2) 0(0.0)
it B 0(0.0) 0(0.0) 2(2.2) 0(0.0)
BEANTLES S 1(11.1) 0(0.0) 0(0.0) 0(0.0)
FRIRBRZE 6(66.7) 5(55.6) 32(34.4) 20(21.5)
JFmER LA 6(66.7) 3(33.3) 15(16.1) 14(15.1)




VI ¥£% (ERLOIEF)ICEETSER

HAAR/R B-ALL R/R B-ALL
201302653 5%° MT103-205388% > 1

E= PN | I (F2 AT ot 52 BI%R) 9301 (%2 = MEARHT T S B8
HAFE 271 —F 1L —FR3PL E £7L—F 71 —FR3PL E
A= N 1(11.1) 0(0.0) 8(8.6) 2(2.2)
TIT—BHIN 1(11.1) 0(0.0) 0(0.0) 0(0.0)
ifn LR 7k SRR S HE N 0(0.0) 0(0.0) 2(2.2) 0(0.0)
] B AZE VE LL 2(22.2) 0(0.0) 4(4.3) 1(1.1)
U R—PHEN 1(11.1) 1(11.1) 0(0.0) 0(0.0)
fLH T A HVHRAT 72 —BH N 0(0.0) 0(0.0) 2(2.2) 0(0.0)
PREH N 0(0.0) 0(0.0) 5(5.4) 3(3.2)
LT F =N 0(0.0) 0(0.0) 2(2.2) 1(1.1)
;?;;ij;ﬁ;‘ﬁ_? 0(0.0) 0(0.0) 1(1.1) 0(0.0)
CSFHE A HN 0(0.0) 0(0.0) 1(1.1) 0(0.0)
67 2 0(0.0) 0(0.0) 1(1.1) 0(0.0)
T A 0(0.0) 0(0.0) 1(1.1) 0(0.0)
If. H 7 R A R 1(11.1) 0(0.0) 0(0.0) 0(0.0)
My ~7 = VF B 1(11.1) 1(11.1) 0(0.0) 0(0.0)

RFBLOREEE 4(44.4) 2(22.2) 16(17.2) 10(10.8)
KAV A fE 0(0.0) 0(0.0) 6(6.5) 5(5.4)
IER 955 A SR A 0(0.0) 0(0.0) 4(4.3) 3(3.2)
BKROE 1(11.1) 1(11.1) 1(1.1) 0(0.0)
ARV > i fiE 0(0.0) 0(0.0) 8(8.6) 2(2.2)
BV A fE 1(11.1) 0(0.0) 0(0.0) 0(0.0)
K~ %7 LLSE 0(0.0) 0(0.0) 3(3.2) 0(0.0)
&7 VT3 mfE 3(33.3) 0(0.0) 3(3.2) 0(0.0)
{EH VT ILE 2(22.2) 1(11.1) 2(2.2) 0(0.0)
& L 1(11.1) 0(0.0) 0(0.0) 0(0.0)
KR A iE 0(0.0) 0(0.0) 3(3.2) 1(1.1)
5 R B A 1(11.1) 0(0.0) 1(1.1) 0(0.0)

ERRBI UM SHRREE 3(33.3) 1(11.1) 12(12.9) 2(2.2)
A& 2(22.2) 1(11.1) 6(6.5) 1(1.1)
B 0(0.0) 0(0.0) 2(2.2) 1(1.1)
iz 0(0.0) 0(0.0) 4(4.3) 0(0.0)
KT 0(0.0) 0(0.0) 1(1.1) 1(1.1)
ith) 0(0.0) 0(0.0) 1(1.1) 0(0.0)
R 1(11.1) 0(0.0) 0(0.0) 0(0.0)

Bk, BRI OREMARA O £

(S L O — P52 1e) 1(11.1) 1(11.1) 0(0.0) 0(0.0)
I S BS S 1(11.1) 1(11.1) 0(0.0) 0(0.0)

HRREE 5(55.6) 0(0.0) 20(21.5) 4(4.3)
S 3(33.3) 0(0.0) 11(11.8) 1(1.1)
PR 2(22.2) 0(0.0) 4(4.3) 0(0.0)
KW= 2 — /S — 0(0.0) 0(0.0) 1(1.1) 0(0.0)
fGEHR 0(0.0) 0(0.0) 2(2.2) 1(1.1)
REEIE 1(11.1) 0(0.0) 0(0.0) 0(0.0)
JE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
IRGZ RS 1(11.1) 0(0.0) 0(0.0) 0(0.0)
FRENRE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
FEED F 0(0.0) 0(0.0) 5(5.4) 0(0.0)
FEREFEIE 1(11.1) 0(0.0) 2(2.2) 1(1.1)
T I 0(0.0) 0(0.0) 1(1.1) 0(0.0)




VI ¥£% (ERLOIEF)ICEETSER

A2 AR/R B-ALL R/R B-ALL
201302653X 8% MT103-2053 8% 1> 1V
FENRSE I (F2 AT ot 52 BI%R) 9301 (%2 = MEARHT T S B8
HAFE 271 —F J1L—R3L k L1 —F Z1—R3L k
T ERIRAR T 0(0.0) 0(0.0) 1(1.1) 1(1.1)
AR IR E 1(11.1) 0(0.0) 0(0.0) 0(0.0)
TADN 0(0.0) 0(0.0) 2(2.2) 0(0.0)
W15 AE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
LR 0(0.0) 0(0.0) 1(1.1) 0(0.0)
R4 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AR 3(33.3) 0(0.0) 2(2.2) 0(0.0)
SEELIRAE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
Rz 0(0.0) 0(0.0) 1(1.1) 0(0.0)
e 1(11.1) 0(0.0) 1(1.1) 0(0.0)
ok 1(11.1) 0(0.0) 0(0.0) 0(0.0)
% 2(22.2) 0(0.0) 0(0.0) 0(0.0)
F R E 0(0.0) 0(0.0) 1(1.1) 0(0.0)
MAEZEAE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BEBLOREEE 0(0.0) 0(0.0) 4(4.3) 1(1.1)
ZIR 0(0.0) 0(0.0) 2(2.2) 1(1.1)
B RE R 0(0.0) 0(0.0) 1(1.1) 0(0.0)
PREA 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AEFERBI O ERE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BN 0(0.0) 0(0.0) 1(1.1) 0(0.0)
FRIR S, BERIS X UM R & 0(0.0) 0(0.0) 13(14.0) 6(6.5)
WK 0(0.0) 0(0.0) 2(2.2) 0(0.0)
I ] 0(0.0) 0(0.0) 4(4.3) 4(4.3)
st 0(0.0) 0(0.0) 5(5.4) 1(1.1)
I FE 0(0.0) 0(0.0) 1(1.1) 1(1.1)
Ha 7k 0(0.0) 0(0.0) 2(2.2) 0(0.0)
Jifi 7 e 0(0.0) 0(0.0) 2(2.2) 1(1.1)
AEIFIR 0(0.0) 0(0.0) 2(2.2) 0(0.0)
i v i AE 0(0.0) 0(0.0) 1(1.1) 1(1.1)
KB LU TRARES 0(0.0) 0(0.0) 5(5.4) 0(0.0)
B3 0(0.0) 0(0.0) 5(5.4) 0(0.0)
e 0(0.0) 0(0.0) 1(1.1) 0(0.0)
SABBLUNELE 0(0.0) 0(0.0) 2(2.2) 1(1.1)
EA 0(0.0) 0(0.0) 1(1.1) 1(1.1)
[E 30N 0(0.0) 0(0.0) 1(1.1) 0(0.0)
FERR O 2% 0(0.0) 0(0.0) 1(1.1) 1(1.1)
mEEE 3(33.3) 1(11.1) 18(19.4) 6(6.5)
{E ifn JE 1(11.1) 0(0.0) 10(10.8) 4(4.3)
TR 0(0.0) 0(0.0) 3(3.2) 0(0.0)
H i 0(0.0) 0(0.0) 1(1.1) 1(1.1)
& I 2(22.2) 1(11.1) 4(4.3) 1(1.1)
B A8 e L E (R 0(0.0) 0(0.0) 6(6.5) 2(2.2)

9. BRRERBRICREFIEE

ALY

MedDRA/J ver.20.0
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10. BAEERE
13. BERS
JEAR ISR AT O A 2B\ TL 1 H 30 pg/m? (e K&/ HESEFH B2 2 0) 2 & 5 L= 18I Bz
T A A U FHE RS M O AR E R 2 2D BRI DA 2N B T2 DOHERH D,

<S>

AR ARBR O R RN IS IBRIE LT,

1H30 pg/m*(MTD,/HERRH &2 2 5) 23 5- LI 1IN A A A H> - CRS K OIS AR BEE G 4 (D BUERY 7R
OAREPRBELIZEOMENH L0 | W ER G, WG Tl BEOREL 00850, 2
DB IV B FIER IS CISHERRIEZATOZ &,

1. BALEDIE

14 BARALEDEE

141 EFIFRBFOIE

1411 FEFHHK3 mLEARFN O SA T IVOWNEEZIR> THEFEPIZIEAL, IROTICNEDERRITHEL,
R+ HZ e EF% D 3.1 mL., IR E 1 12.5 ng/mL) .

14.1.2 WGiiR 22 TEALIR & AR BN D VIR NN Z & WiiR 28 TEA LR I I ASKN DS WiHE 7 N 7 i 7 = — 7 1T 45
THDOERHIHD THD,

14.1.3 AHNZIRMRE LT IR R AR Je OB TR OIS 73720 B R EATH 2 & ARFIDOWRIRIT A,
~REODHE T Do AHNDERIR D> TND UTITEE L TOD AT A LRV &,

14.1.4 KFNIT7ZNVEEY (- F )L~F L) (DEHP) L3 D &R 2 AT D AT RetE D A 7- 0, DEHP
EEA T MR Ny AR T DIy b, R OMIET 2 — 7 O IR A2l Fe AT A
TANZ— T T A0y = T —IDIRZ A EREGTEDL DO WHZ L,

14.1.5 Wi/ N 7\ AR IR A2 4 B L L 270 mLE/R 5 IR 42,

14.1.6 14.1.5D8iR/ N7 (TR 2 E AL #R5.5 mLA BEE AN %, R AN 7272 W IR IRIZIRE R 95, T
R EALIR OARE IR U FEHR T HI L,

141.7 £1, K225 E (12141 1 TRBNZEEBE LT 3A T V0SB B2 B H Ui S o 2 B SN .
TR DN T2 72 W EORRARICIR R 5, R AR E I EHE T DL,

F21 EHFHROFFAREORIR (KEA45 kel EOBFE)

AR BRI 270 mL
TR 2 e LI 5.5 mL
H= B 5 R G AN FRURE N B
24 10 mL/FF R 0.83 mL
1H9 g 48IRF[H] 5 mL/IF 1.7 mL
72858 3.3 mL/KfH 2.5 mL
96 2.5 mL/FFRE 3.3mL
241R5[H] 10 mL /R 2.6 mL
1128 g 48IF ] 5 mL /] 5.2 mL
728 3.3 mL/HFR 8 mL
96HE R 2.5 mL/HFRE 10.7 mL




e (FHEDIESE)ICETSIEH
722 FHHROFRENEOFIR (IRE45 kg AT D B
PR R 270 mL
iR 22 LI 5.5 mL
& e 5T TR PRZ M FE (m?) ARFER PRI N B
1.5-1.59 0.7 mlL
1.4-1.49 0.66 mL.
1.3-1.39 0.61 mL
1.2-1.29 0.56 mL.
1.1-1.19 0.52 mL.
1-1.09 0.47 mL.
2AIRFH 10 ml./IRFfi 0.9-0.99 0.43 mL,
0.8-0.89 0.38 mL.
0.7-0.79 0.33 mL.
0.6-0.69 0.29 mL.
0.5-0.59 0.24 mlL.
0.4-0.49 0.2 ml
1.5-1.59 1.4 mL
1.4-1.49 1.3 mL
1.3-1.39 1.2 ml,
1.2-1.29 1.1 mL
1.1-1.19 1 ml,
1-1.09 0.94 mlL.
A8IFH 5 ml./ IRl 0.9-0.99 0.85 mL.
0.8-0.89 0.76 mL.
0.7-0.79 0.67 mL
0.6-0.69 0.57 mL
0.5-0.59 0.48 mL.
, 0.4-0.49 0.39 ml.
L A5 ng/m 1.5-1.59 2.1 ml,
1.4-1.49 2 mL
1.3-1.39 1.8 mL
1.2-1.29 1.7 mL
1.1-1.19 1.6 ml.
1-1.09 1.4 mL
720 TH 3.3 L/ 0.9-0.99 1.3 mL
0.8-0.89 1.1 mL
0.7-0.79 1 ml,
0.6-0.69 0.86 mL.
0.5-0.59 0.72 mL.
0.4-0.49 0.59 mL.
1.5-1.59 2.8 ml,
1.4-1.49 2.6 ml.
1.3-1.39 2.4 ml,
1.2-1.29 2.3 ml
1.1-1.19 2.1 ml
1-1.09 1.9 ml.
O6IFH 2.5 mL/ T 0.9-0.99 1.7 mL
0.8-0.89 1.5 mL
0.7-0.79 1.3 mL
0.6-0.69 1.2 ml.
0.5-0.59 0.97 mL.
0.4-0.49 0.78 mL




VI ¥£% (ERLOIEF)ICEETSER

& e 5 TR PRZE M FE (m?) AFN SRR TN B
1.5-1.59 2.1 ml.
1.4-1.49 2 ml,
1.3-1.39 1.8 mL
1.2-1.29 1.7 mL
11-1.19 1.6 mL
1-1.09 1.4 ml
2ARE 10 ml. /IR 0.9-0.99 1.3 ml
0.8-0.89 1.1ml
0.7-0.79 1 ml
0.6-0.69 0.86 ml.
0.5-0.59 0.72 ml.
0.4-0.49 0.59 ml.
1.5-1.59 4.2 ml.
1.4-1.49 3.9 ml
1.3-1.39 3.7 ml
1.2-1.29 3.4 ml,
L1-1.19 3.1 ml
1-1.09 2.8 ml
A8 5 mlL/IE i 0.9-0.99 2.6 ml
0.8-0.89 2.3 ml
0.7-0.79 2 ml,
0.6-0.69 1.7 mL
0.5-0.59 1.4 ml
, 0.4-0.49 1.2 ml
LR 15 ng/m 1.5-1.59 6.3 ml
1.4-1.49 5.9 ml
1.3-1.39 5.5 mlL
1.2-1.29 5.1 mlL
11-1.19 4.7 ml.
1-1.09 4.2 ml.
T2 3.3 mL/REf 0.9-0.99 3.8 mL
0.8-0.89 3.4 ml,
0.7-0.79 3l
0.6-0.69 2.6 ml.
0.5-0.59 2.2 ml.
0.4-0.49 1.8 mL
1.5-1.59 8.4 ml.
1.4-1.49 7.9 ml
1.3-1.39 7.3 ml
1.2-1.29 6.8 ml.
L1-1.19 6.2 ml.
1-1.09 5.7 ml
96Tl 2.5 mL/ 5T 0.9-0.99 5.1 mL
0.8-0.89 4.6 ml.
0.7-0.79 4ml,
0.6-0.69 3.4 ml,
0.5-0.59 2.9 ml
0.4-0.49 2.3 ml
14.1.8 ARHFNZ S K TR, T<ITHE A LW AL, W E SRR (2~8°C, #8) L, mifEsd7
Wb, WIEARAT T D5 B 224 A B 2 722 E,
14.1.9 #E o7 A CHlEE | RIE TR SRFEL SO T4 BZB WL, TICHRERBRAELRWEG S
. IR E R TEARAT (2~8°C, YY) 752 &, MERGT T 25 A1X10 H A2V e,




VI ¥£% (ERLOIEF)ICEETSER

142 EFIREFOEE
1421 i B GO JFRIK 72 D7280 | SR S 7 BRGSO 544 TR 5T A OF IR T —T Va7 Ty
AP AR

14.2.2 SR/ 7 NHZERERE | BE DAL TA L7 04— (0.2 pm) Z8Eke LiziikR 7 2 AT, #1,
FUATRTIENEFEZHE, T 21w U R a] REZR i AN s 7 2 A TR S 5 e 5, Ll

TR D I TR T 22— T % 7 IA 7T HZE (BB BIHIR CIIT 747 LN l),
14.2.3 <)V F =2 F kDT —T N OB, AR FHO L — Aok 53528,
< S >

MR Z B O CIRIGEIR O MG SN T D, SRIRRDO R EZ RIS 572012 AR O L 5
(CBILCRAL TR ZATO7ToDICRRE LTS,

12. ZDHMDFEE
(MEERERICE ISR
15. ZDHDFE
15.1 BREREAIZE O<IER
B RSBR I BN T RFN T PR EA DR E SILTND,
<fiRan >
WANEAR BRI B W T VY B~ T HURD FEAESNER NS SN - 2SI S &R LT,

(QIEEERABRRICE D IHHR
RIESITURN



X. JFERERHERICREI STHA

1. EEHER
(EDZFEBFR
[VI. S0P B9 ATE H | B
QREMEEEMEAERS
o B FE P50 (B 548 ) = N
HEEH AR ] ¥ L s/ 51 B LT
1 mg/kg CEEER/ 5 iR1E A &
CNS VA RN (1 H 1131) 0, 0.2, 1, 5 mg/kg MEEOHD 3 ZRD BT,
(6] 5 H (muS103new) 5 mg/kglZBWTITBB
BIIERO LN Do T,
I % <A H RN 0,0.2, 1, 5 mg/kg BRI 5 7 XT A— A | T2 B 3380
e L8] H.[A] (muS103new) Y AVAYIY i
IRNIREER 2 R L 2 N[FE I 22 0SS5 A
@Iﬂy—ﬁ\ . Py =] 2] —o
FoN Y — Y ARTA L OWEREIZHE K
N [BHEAE - 451 RPN G 11A]) 5, MEDK T, LAk, K
CIER | Gz sen . | 5m 001w/ ke i, EUAEL ORE LR
B - 1 Gef BREE) | OB,

# :muS103newl . AT T22% AV 22 DHHUA (w7 ACD19 & CD3ITHT 5T v M~ T A /7a—F /L HiR) hHERITEL
F XA =— AN BAZ—JIE (CHO) fifia TR ELEW 728 DT, EhOE S AT 57V~ 7 OB FIE LR FLEE O B
PET~ T ADCD3 K U'CDITHE BT 2,

R)IE DD FREHER
VTV~ 1E, BIREGCA L CTEF R 2 A 42505, JEEMEBMIG 5 H5 352 8005, IEH 2Bl
WD R A 35, Fio. RBFNCLADTHIRAOTEPEIIL, YA NI A L OWERE & OV B iR O TE AL
ZFHET LR DY | AR OGE LSO MO E I EE KT T B Eh i dH D,

OBHIRADE D : REMEEICRIFT ATHEE D HDHHEY
TVFVERT T L PGB G LI LT A JEER TP OBHUIEEKIB0 %I LT, 41 [H] O ]
T IRHCAE B OBRUIEEU T /3 R [EE L7,

TR DD IR EE T TR B SN 8 a W TIEH 2600 7V Y e~ 713, BBl
TREGYEDFRIE R % LRS- T, MIIOERBRARBR M L7ZTF oo —0 15T, & 5&IZEN
MR RVE S AR A FEAE L T2 ZLnh | RIS T, SBRBIARIFHIZ I T, [RIE O B a R T 7L 18
PEDT AL AP RVE MR K OBEER S o7 E 2B, A T, &5 B IS RRmEDs 42 Ule vl ge ey
Dol ZEND, TV TYE= T BEEORBICE G- LI IR TH -T2,
OTBIRIETH DYV F 2~ 71280, BRI DR TR L 72D 7 F o BRRRF ORI E SR D 2L A
WESNTRYO? | BRIFE ORI 23D 7 F BRI 03 DRI TE IS B SUS 2K F S5 A REMER E 2 b
Teo VTV~ T PRFEHUSI S TOHUAMMEO LA RIT TR OWTE, BT 7 0 L OREIR AR
[ZBWTEEINTITRHI S TOZRY, Lol mtE R CBHIIE 800 KRIg 2B L7z #h 4 TH HEEY iR
(ADA) FEAEN AL ZED D IR FUR S 7E BT STV TUORNZEAVREN,

QTHRRDE L™

TVFYVET DG RIEES AR IAL THHTNF- o . IFN-y | [L-6 } VL2723 i 885 B T S5,
INHDH AN AR, ME, L ORESVEI OV, I, T OB RO EE (22 b a2 b 7= 53 LR

(2, ARSI 5| &L 2 9 RTREE 3 8 58 Y,

FEFRARFRER Tl AN A N U7 B 72 T FUT A D72 o 1203 AR ANTHRIK 35 E P

B NEBO I, TV TV~ T2 E LT oo —eBWC, BEPF R OEEZIZY AN A D

WK 9 D5 2 DA MED AL RO HIVZH ZOMEDZEAIZBL Tk, B XX RS

T B LY — IR TE e -T2,



X. JFERERHERICREI STHA

2. AR
TIVFYESTOHBEICODNT, FURr Y=k ORIy HWTHEML, SHI2, v VARBEHRETHD
muS103newZ FHVY, 7 A TR 2 Fhi L7~

(B[ 5 H 1 ERS
Al G- MR BR IS U TR L TR0,
R G#ERBROE 1 R IZB T2 &HE H OG5, fI0552MEEEICBE T2 IFELTH
Do FL R D= K O~ AT HT VYT K OPmuS103newdD DAL B IF CThHhoT-, Fr3vd—
IZBWT, 7V~ T ORGP T O S TSR I A DT,

QO RERESEHARS
B AR (P AR _ e
CHER /B &f@gﬂ;ﬁ(ﬁ? [M@%E,ﬂ;ﬁ) il BGR e
Soh FHIRA (1A L) 0. 25. 250 wa/ke HFIO P G R LT L)
[ HERE - 455 14HRIL15H [] e Y ARAYIE oY e
ForRT— 79100 S B {4 B L7 7 B
(b 451 HARR G 1) 0. 0.1 vk L OV 7SRO, H A
(M AE) | 5lEl ’ HA > DRI I Z T LD

B - 1 G BRAE) |

R R B ZAE AR BT,

muS103new D ¥ 512 kb, 9 C
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8.1 Pregnancy

Risk Summary
Based on its mechanism of action, BLINCYTO may cause fetal harm including B—cell lymphocytopenia when

administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no data on the use of
BLINCYTO in pregnant women. In animal reproduction studies, a murine surrogate molecule administered
to pregnant mice crossed the placental barrier (see Data). Advise pregnant women of the potential risk to a
fetus.

The background rate of major birth defects and miscarriage is unknown for the indicated population. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2—4% and 15-20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Due to the potential for B—cell lymphocytopenia in infants following exposure to BLINCYTO in utero, the
infant’ s B lymphocytes should be monitored before the initiation of live virus vaccination /see Warnings and
Precautions (5.11)].

Data

Animal Data

Animal reproduction studies have not been conducted with blinatumomab. In embryo—fetal developmental
toxicity studies, a murine surrogate molecule was administered intravenously to pregnant mice during the
period of organogenesis. The surrogate molecule crossed the placental barrier and did not cause embryo—
fetal toxicity or teratogenicity. The expected depletions of B and T cells were observed in the pregnant
mice, but hematological effects were not assessed in fetuses.

8.2 Lactation
Risk Summary
There is no information regarding the presence of blinatumomab in human milk, the effects on the breastfed
infant, or the effects on milk production. Because many drugs are excreted in human milk and because of
the potential for serious adverse reactions in breastfed infants from BLINCYTO, including B-cell
lymphocytopenia, advise patients not to breastfeed during treatment with BLINCYTO and for 48 hours after
the last dose.
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8.3 Females and Males of Reproductive Potential
BLINCYTO may cause fetal harm when administered to a pregnant woman [see Use in Specific Populations

8.1)].

Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to initiating BLINCYTO treatment.

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment with BLINCYTO
and for 48 hours after the last dose.

ERMES (EU) T X E L DS (2021F7HKFR)
4.6 Fertility, pregnancy and lactation
Pregnancy
Reproductive toxicity studies have not been conducted with blinatumomab. In an embryo—foetal
developmental toxicity study conducted in mice, the murine surrogate molecule crossed the placenta and
did not induce embryotoxicity, or teratogenicity (see section 5.3). The expected depletions of B and T—cells

were observed in the pregnant mice but haematological effects were not assessed in foetuses.

There are no data from the use of blinatumomab in pregnant women.

Blinatumomab should not be used during pregnancy unless the potential benefit outweighs the potential risk
to the foetus.

Women of childbearing potential have to use effective contraception during and for at least 48 hours after
treatment with blinatumomab (see section 4.4).

In case of exposure during pregnancy, depletion of B—cells may be expected in newborns due to the
pharmacological properties of the product. Consequently, newborns should be monitored for B—cell depletion
and vaccinations with live virus vaccines should be postponed until the infant’s B—cell count has recovered
(see section 4.4).

Breast—feeding
It is unknown whether blinatumomab or metabolites are excreted in human milk. Based on its pharmacological

properties, a risk to the suckling child cannot be excluded. Consequently, as a precautionary measure,
breast—feeding is contraindicated during and for at least 48 hours after treatment with blinatumomab.

Fertility

No studies have been conducted to evaluate the effects of blinatumomab on fertility. No adverse effects on
male or female mouse reproductive organs in 13 week toxicity studies with the murine surrogate molecule
(see section 5.3).
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2.2 Treatment of Relapsed or Refractory B—cell Precursor ALL
Premedicate with dexamethasone:
o For pediatric patients, premedicate with 5 mg/m? of dexamethasone, to a maximum dose of 20 mg
prior to the first dose of BLINCYTO in the first cycle, prior to a step dose (such as Cycle 1 Day
8), and when restarting an infusion after an interruption of 4 or more hours in the first cycle.

5.12 Risk of Serious Adverse Reactions in Pediatric Patients due to Benzyl Alcohol Preservative

When prescribing BLINCYTO (with preservative) for pediatric patients, consider the combined daily
metabolic load of benzyl alcohol from all sources including BLINCYTO (with preservative) (contains 7.4 mg
of benzyl alcohol per mL) and other drugs containing benzyl alcohol. The minimum amount of benzyl alcohol
at which serious adverse reactions may occur is not known /see Use in Specific Populations (8.4)].

8.4 Pediatric Use

The safety and efficacy of BLINCYTO have been established in pediatric patients with relapsed or refractory
B—cell precursor ALL. Use of BLINCYTO is supported by a single—arm trial in pediatric patients with
relapsed or refractory B—cell precursor ALL. This study included pediatric patients in the following age
groups: 10 infants (1 month up to less than 2 years), 40 children (2 years up to less than 12 years), and 20
adolescents (12 years to less than 18 years). No differences in efficacy were observed between the different
age subgroups. The efficacy has also been established based on extrapolation from adequate and well—
controlled studies in adults with MRD—positive B—cell precursor ALL.

10 OVERDOSAGE

In the dose evaluation phase of a study in pediatric and adolescent patients with relapsed or refractory B—
cell precursor ALL, one patient experienced a fatal cardiac failure event in the setting of life—threatening
cytokine release syndrome (CRS) at a 30 mcg/m?/day (higher than the maximum tolerated/recommended)
dose [see Warnings and Precautions (5.1) and Adverse Reactions (6)].

ER N E & (EU) i XE L DRE (2021F 78 A)

4.2 Posology and method of administration

In paediatric patients, dexamethasone 10 mg/m? (not to exceed 20 mg) should be administered orally or
intravenously 6 to 12 hours prior to the start of BLINCYTO (cycle 1, day 1). This should be followed by
dexamethasone 5 mg/m?orally or intravenously within 30 minutes prior to the start of BLINCYTO (cycle
1, day 1).

Special populations

Paediatric population

The safety and efficacy of BLINCYTO in children < 1 year of age have not yet been established. There are
no data for children < 7 months of age. Currently available data in children are described in section 4.8
and 5.1.

4.8 Undesirable effects

Paediatric population

BLINCYTO has been evaluated in paediatric patients with relapsed or refractory B—precursor ALL in a
phase I/II dose escalation/evaluation study, in which 70 paediatric patients, aged 7 months to 17 years,

were treated with the recommended dosage regimen.

The most frequently reported serious adverse events were pyrexia (11.4%), febrile neutropenia (11.4%),
cytokine release syndrome (5.7%), sepsis (4.3%), device-related infection (4.3%), overdose (4.3%),
convulsion (2.9%), respiratory failure (2.9%), hypoxia (2.9%), pneumonia (2.9%), and multi—organ failure
(2.9%).
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The adverse reactions in BLINCYTO-treated paediatric patients were similar in type to those seen in
adult patients. Adverse reactions that were observed more frequently (>10% difference) in the paediatric
population compared to the adult population were anaemia, thrombocytopenia, leukopenia, pyrexia,
infusion—related reactions, weight increase, and hypertension.

The type and frequency of adverse events were similar across different paediatric sub—groups (gender, age,
geographic region).

At a dose higher than the recommended dose, a case of fatal cardiac failure occurred in the setting of life—
threatening cytokine release syndrome (CRS) and tumour lysis syndrome (TLS), see section 4.4.
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