202544 A 7T (BB9RR)

HAREERRSE

B

874291

EELAAE1—D4—L

H A e HEA il 2 OTF R B 2018 (20 194F HUBTAR) (Z HEHLL THRERK

}'“E'I“:‘Eﬂigﬁljl “ERERMENFEE

UV CRETHERR ) RS 51 °
mm;@aﬁuim;ﬁ%ﬁu%(;;%—Esm%mmﬁglzxnﬁmu:a BLINCYTO

— Y (g

#l

&

R R AR TS 7

HAHOBRHERER S

G715 S SN IR SN AR S
e e

&
o
o
]

B —U P A N R A 350g
INAT AT YT~ GBI FHZ) %38.5 nga A
MIARBF O R EZFEICAN CRRAIESILTRY, EHHKS mLCEELz
L&xIZ12.5 pg/mLE72%,

- 4 4

4.7V vE~7 (B liz) (JAN)
P4, : Blinatumomab (Genetical Recombination) (JAN) . blinatumomab (INN)

HWERTARZEFAR
REmEXEREEFEAR
fR 5t BA %5 £ A R

3% IR 5T A R AE H B :20184F9H 21 H
s R e YE U H AR A B 20184211 H 20 H
A EFLE I 350g 0% 72 B kA 4E A B :20184E11H27A

B

WERT (@A) -
RE-BREXTSHA

%\é 75 7’X?57\§%;1'31°5Kﬁ%ﬁ

EXWHREIEFD
- % 5%

5 IANE = o - -

T LAY oA St

AT AHNA LT F A= ar#— TEL 0120-790-549
= B 1T 1
https://www.amgen.co.jp/products/for-physicians

T AT T ARMIERR

AT A INA T FA—arrZ— TEL 0120-189-371
PEPENEF 3 A H YA b (Astellas Medical Net)
https://amn.astellas.jp/

ARIFIF20254F4 H WETOE SN IR CEOR#IC R SEWET L,
BT OB I, INTATEOE N B3 5 R A S O [ 38 G R R — U CRERB L TLIE &,




IFFIADFEIZ0OBE
—BXRREEXE —
(202044 A &&3iT)

1. EESRAUAE 12—+ — LIERR DR

3 5 3K S D SE AR 22 BRI & U C L R RIS S0 (LU T IR S0 2305, &
PEBLLG C R - SEAN M A5 O FERAEFF DY H O EHB T B2 B 3R 5 o0 3 (EAE F S A1 3 2B

I, IR SCEIC RS IV 1 A AT T 2 BISEEMZR I A LB R G A A DY | EREDE
FENG R é%(uT MR) ZEA~DIFHOIBINFERCE I IV E BRAEM L TETD, ZORRIC
WG RN FT L7 DHE BV AR L CTER LA HE 2— T +— A (LU, IFERE
T) DA LT,

19884FIZ A AR Be AR 2 (LA . B EE) v 2/ Z B R IFONLENTT | IFRC#kk=, IF
FLEHARE L, £ D% 19984EIZ IR FEFINGE 3/ N B 2203, 20084F, 20134F1Z H IR FE = FKAF
WZ B NP EEHOWET 21T TET,

IF AL H ZEAE 2008 LARE | IFIXPDFEDE 17 — X EL TR T 2 ZENFAIE 72572, ZHUIC K
D, IR SCGED EERUET R ST B I HGET ORI T —Z A BN LT IFD 0 iRt S D 2
L&ipote, BBTROIFIL, BEHE M ERRE IR G 1A (LT PMDA) 0 B 125 38 5t 1 s 5k
~—< (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) IZ TABE LT\ 5, AR TIX
20094F LV BT = 3 5L DIFOIE A BT T D8k E L CTA 28 2 — T 4 — Aiat R 3R EL ﬂﬁlfz
DIFDRA SCEE M 7E T 28 EE A TEHREL THEUINEA - RETL Td,

20194EDTRAT SCEFTHBEFHDO L IS, TR EE2018 VARSIV, A% [ 57 ] = 3K
i DARTENE IR BEE BN BT 2 AR T A 2B DI IR D72, T O T HIRE R E LT,

2. IF&lE

FIZTRA SCEEOERAEMTEL | EAT - FEAIRTZE O ERIEFH 128> TH W EBHITN TR, &
RO MEEBOT-DDIEH ., AITEFFOT=D O H ., FHAIOT- DO, B35 i EAFE FH o
72D DOIEH . FEFW IR BF 77 O O RENEN IR A2 E B O 3L R L L
T, BRSO R B IR E L, SEAIAREE D72 (2 M 3% = 3K 5 0 RS R 52 X IRGE IC b b3
ZHVERR e QMR BEAARFEL COD 2T R SR E T B,

IFICFf 25 B ELA L B IR AR E L7 IF ALl BRI S YL L | — 5B B4 A BRE KGR O %A
NOERPFLESILD, 72720 TSR OB FIZBD 50 0 K ORI B O AT - ]l - 12
e N FIESIIFORLE FE LT 5M0, SV 58, BRERM OIS IR, R A&
B SOSREAT - W7 - BRG] 3 2L &0 10 MERAHTE T Db DLWV AR DT L&l L T
o

IFORRMLITE 77 — 2 & FEAREL | B TORARIIVATIER,




. IFDFIAICHT--T

A EARDIFIL, PMDAD EHE R HE S G AR SR O — Il s i E S TD,

BRI EIR A P 2 — T+ — DMERR D F 5| Z JIT0E> TIF AR - 1232723 IFDJR
REEEx | ERBGIIARR L TOSEBRSCIFMER RIS FEH L MEREFIC OV TR 2D
MRE~DALZE 2—IZLVFIHFH B OBRNEELRESE, IFOR AL EODLERHD, £z,
BERFGGT SNAME ] EOTEESICB T 2 FHEICBL QL. IFBNKETSNHETOMIT, TSN
T DETN R ZHLMNIC LT SCES | HDOVITEFEO B IR AL E SR — e 25 2 L0 SRH A
HEHOLENHTHEEBIT, IFOMERICH Tz TE, T OIS SCEAPMDAD & 3 i B R 1F
WO — TR T DU EN DD,

723, WIEME R ENYEDOMR DO S DRLESIVTND TV L 5. BRIREGE I SCTXIL. 2B &k},
[XIL. 5§75 1B 35 B E 3R EZ T CORWEIRD S ENDHZENHY ZDOEVFKNZIT+
SHEETRETHD,

4 FIRICERLTORER

[FZ B HEBICBWTRNT ZENTERWEFMEREEL TEHL CWeZEn, [FIZH
JRAEDEFE AT T YL E K O RIENR T TR ITHE D A EMER - f2 95, R 3K
OO DERTE RN CHHEDALE ST, Goll- BHUIEIR G, EEESREONE, A
B e DNz B ME D REPR B DVE RO JR S BRI IR B IR WIS TR &N T AN T A | B = —
R AT T Z0 T4 AEOHIK G — ERREZ T E D250, BOETEHRIRMISEI T AR T Tl
RIS GBI O FIEZ BT A MR A >V T RN EREEE NSO RO IS
CTITHIZETEL K AN ESNTEY, MREAD AL ZE 22— H LO LA 21280, FIIH
HHONIFONEE RESEERELOTHHIEEBML TEIRTIE b0, TR 3EMNE
BONDEROBFRIRIA R L, T ORBIMEAE RikE RGBT D EREHEERT5
ZLITFAROAE THY IFZF AL TH & 254 TIMEH LB DIZL TWT/EETZ,




b/ 4

I. BEICEA951EH
L B DBEIE oo 1
2. BLE DB ZIIRFE e 2
3. LT DOBBNZBIRFE o 2
4. 3@ EAE RN BIL TR _RERE 2
5. AGRGAF OVl G EOBIIRSEIE ... 3
6. RMPOBEZE ..o 3
I. &2FCBE95HIEHE
L BRTEA et 4
e D e 4
3 AEE ARSI R 4
R A=) A 003 e o~ OO TP PP UUUO 4
5. A4 (M4 1) SUIAE (oo 4
6. A, BIA . BES. BB TS oo 4
. FA5I<BEY4IEHE
L B HIPEET ooeeeee 5
2. ARGy DB TSN FICBITDEEME ..o 5
3. F RSy ORERFBRIE, ERTE o 5
V. RFICEEI HIEH
LB e 6
2. BUFUDFIK cveevveeeeeieeeeeee e, 6
3. U FRIR DAL OB oo 6
B DI et 6
5. IB AT D RIBEMEDDDIHED ..o 7
6. BUFNDKFBEM FICBITDLEME oo 7
7. FHRNE S ORISR DL TEVE oo 7
8. AN L DB EZA (B FHIZEAL) o 7
9. TRHEE oo 7
10, B8 T2 Lo 7
11 BUBHRBES VDB oo, 8
12, DM 8

V. ARICEEISHHEA

L BHRESUTZIE (oo 9
2. ZWRE SUTD R BIE T DR e, 9
3. FIVEJL OV B v 9
4. FER O SIZBE T2 o 10
B BRI v e, 12
VI. E%EB(CR§TSIER
L P BED DL S UL ERE ... 33
2. FRFEAVEF oo 33
VI. EYBRE(CBET SHIEH
Lo AR EEDHERS oo 44
2. FEWR TR /ST A—H e, 49
3. FRHEM (R 2L =gl ) T v 50
A WU e 51
B AT e 51
B AR e 51
T o, 52
8. U AR = —IZBIT DM 52
9. BHTEICEDIRET e, 52
10. FFEDE AR T DB oo, 52
L1 DM i 52
VI. R2H (EALDIFESF)ICEETHEE
1 BB NREZOBEHE oo, 53
2. BEENAELZOEE . 53
3. BWRE IR E S DR L EOHH ... 53
4. AEKR O I D1EREZOMA ... 53
5. HEAREARMNERLZOHEB o 53
6. FEDY swa AT 2EBEITHATIER . 54
T FEEAER oo, 56
8. BIE ceeeeee e 57
9. BEARMRARE R RIE TR 70
10, EFE G o, 70
L1 5B EDTEE: oo, 70

12, ZOMMDTER oo, 73



3. EVEERRE CTORTIE (i
4 B EOEE oo
5. BB TEIT R oo
6. [A]— R [FZDEE o
TOEBEFEAEFEA B e
8. BLEARTEAGRAE A A R OKGRE =,

A A A B BRGERR A B
9. ZhREX I FABIN, sk O &2 #iB %

DFEHHEOEDHNE e
10. FRRARE L, PR R ARFEH A KO

L1 PRI oo
12, BeHHARIHIRRIC BT 28
13, BFET R L
14, BRERFGHT EDTEE (oo,

XI. 3¢k

Lo BIFSTHR oot
2. ZOMDBB IR oo

XI. &F&H
L FZRAMETOFTERDL «ovvvveeecceseeen
2. WRAMCIS T BIRAR AR H oo

XI. (%
1. F7 - IR SR B CHRER T AT 5 1
T TOBER e
2. ZOMDBIHE R ..ooooooeeeee

g

7

78



BERVABOESR

WEEE X IFIRE ER/ T

ADA anti—drug antibody ST /LTI LN
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ALT alanine aminotransferase TI=TIINTUAT 2 T—F

ANOVA analysis of variance Sy HT
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BiTE bispecific T cell engager TEFFERMETHIESE

BSA body surface area R

CD cluster of differentiation AbHUERE
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CI confidence interval 13 X ]

CL clearance IVT T A
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CNS central nervous system HAX AR

CR complete remission SEARR MR
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CRS cytokine release syndrome WA N A SR

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 A~ NMEATHAR

ELISA enzyme-linked immunosorbent assay 1 S S I E T

FAS full analysis set fe RO FRAT 3 G 4L [

FDA food and drug administration K IE R L R

FL follicular lymphoma TERa LY
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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=A

INR international normalized ratio [EIFRAE L

Kp equilibrium dissociation constant LT R E R

LOD lower limit of detection o HA RS

LOQ lower limit of quantification TE s[RI

MCL mantle cell lymphoma ~ MUY > N fE
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MTD maximum tolerated dose K &
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(ON overall survival A
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PD pharmacodynamic T
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PK pharmacokinetic Sy EhRe

PR partial remission Ry EAR

PS performance status INT = AART—H A

R/R relapsed or refractory RS8O TEER M
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SD standard deviation T e 72

SEM standard error of mean EEOFFEHERR
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17) Topp MS et al. ] Clin Oncol 2014;32:4134-4140
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AHN Rt S FHE SN BE COMIE R AR A L REIL, & A7V ORAF| % 55
WREZIC EFU ., BEE-BAAAT 24RF [ AN IC e R L, 48R LA HA BRI AR &
THCIR F LT, 1A 27V B D9 ug/ H 3528 ug/ H~D FAEEINEFL YA A 1%
FRLERN, FOREITNESL, F2 A2V B LD EFIZIY A2 B X0 /hEho
77
TV FYERIEeFER BRI ISN-EEBICET2RENET YA A VRE
Fqh ;; 7»(%&\/ ifll)‘éﬁc: Cuax (pg/mL) Crnax L:/‘i%f:%%@%‘;é\ :
. & (ug S A il =20 pg/mL¥ | =125 pg/ml*
P ) FEMEESD | % %
IFN- Cl, wkl: 9 (220) 86.51+376 24 (10-5362) 53.6 12.2
C1, wk2: 28 (208)” 25.1+76.4 10 (10-965) 21.6 2.9
C2, wkl: 28 (113) 20.9+42.3 10 (10-315) 18.6 2.7
C3, wkl: 28 (50) 19.5+25 10 (10-167) 24.0 2.0
IL-10 Cl1, wkl: 9 (220) 598 +801 324 (10-6512) 98.2 78.2
C1, wk2: 28 (208)” 97.9+149 53 (10-1205) 75.5 23.6
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TNF-« | CI, wkl: 9 (220) 32.5+120 10 (10-1666) 25.0 3.6
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C3, wk1: 28 (50) 11.6+7.08 10 (10-53) 6.0 0
C: A7, wk: il
a) 20 pg/mLIZ/HTEOKR RS (LOD) | 125 pg/mLITERRA (LOQ) , LODAK DT —#I%10 pg/mLiL, LODE
LOQARMD T =213 GoN I % E D EERN-,
b) BeBER# G-

7) HENEEER MT103-21 1388k ¥4k I A EABR
8) Topp MS et al. Lancet Oncol 2015;16:57-66
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1,000 Fiafli+SEM 1,500 Fi9fEi+SEM
1,250
750 +
1,000
il jiid
!’Ug 500 + ,i,ﬂ_! 750
500
250 +
- T 250 —
0 - — 0 - —
#510 #523 #529 £510 #6523 %529
RFF— rF—
(pg/mL) IL-10 (pg/mL) IL-4
500 - F15E+SEM 15 FH9{E+SEM
400 -
10
g 300 .
8 4|
. e
5 -
100 - - -
0 - 0 - — — -
#510 #6523 #6529 %510 #6523 #529
R#— -

‘ Il nELL R AR RTE Fﬂ?ﬁxﬁr‘f‘/Jr'r‘/Fx&“/‘/ﬁTJM%‘

— I AVRRARL L LT XA AL ORI, AN A L OWD RO BT Z DD, BlER
TAEHIZ, TR AR L DRITRR T DD THHEEZHND, £, AL RAZ U HPI Y :M/M&//
ET XY RAZ U EOPRHICB W T 7 2/ X —flifa & B E L Th, NALM-6flildic B 57 Ve~ 74
FEVEVZ AL 7 MR R B % KT ST o T2,

3) In vivorEMpETE (RO R) 31
BN K& OV ALL MCL & OV —3 ML oSl B SR O e MESIAE 2B LT~ A BB AT T L%
FAWT, 7V e~ T O R FEBEROMGIERZZEG L7z, FFMEBAEET VA2 AW BRiz sy
AEAEWIRIE RAE R AR L 72,



VI. ENEREICRETSRE

TV TIEIvTACDIEZRIR LW TV Y B~ T OHEE N R Z M T 5720 120%,
NOD/SCID~ 7 A [ FERET PR PRI 2~ 7 A B B A E A4 (SCID) B F A B AL~ U AR KT
ERTHIIAZ BT LB NG5, K FIEEEREET /L Tld, ENTHIIG R ORISR O IRA K E R 5L
77 RFTHEBAEE T L O ALFRBRCIX. B NTHIIE M OSEE AL D8 Ak 2R 1 2§ Ak K0 #% 5- L 7=, MCL
BB T LTI, EEMRZ IR 5L, 208 HiLICe N iaz [R B OREIEN I B 5 LT,
NOD/SCID~ 7 AIZ/NALL R SEMeliE Jz UV hARAH . AZ IR (PBMC) & [RIRFIC B T # 5- LI 7 /1
IZBWWT, 7V YE~TIEISEMe ALLIERE O AZ IR LT, /NEALLO BEBEE T LICBWT, 7T
VE~T7%0.013, 0.067 X130.334 mg/kg/ H T10 H M7= CRAEFRARN % 5- U7 5 IR A
ECINHISAL, BEEANERAE LT, BABRAE THF (40 B ) (21X, 0.013 %2 1%0.067 mg/kg/ H #% 5-EED 10T HI6PC
0.334 mg/kg/ H #&5-HED 10PCHSPED EMW) CHEE 2350 mm*AKdili £ THig/ N DU NETH I LT, IR IRAEL
AT, 2 GRECREH RIS BRI AEOHIH] (P<0.05, ANOVA) XUTIEIENFRO BV,

SEMcEFB#iRaY R ERERIEETILIZEH3TUFVETITOHEEERY

(mm3)
1,500+
—o— 3 bO— L (PBMC#54L) (n=5)

® J2bO—J(n=10)
-&- FYFUETT0.334me/ke/ B (n=10)

v FYFVUETT0.067mg/ke/H (n=10)
- JYFUETT0.013me/kg/ B (n=10)

FHill =SEM
1,000

B

500

FIFVERTHRE
I |

fRR 5 & ORER

TV T OHEE R A Raji S —Fy N USRS T V2 O BRICEB W THRMEL 7=,

T 7 =7 F—iffe AR (B:T) b A 1:28 702 OIS L 72 Al i L E RPBMC DR &k A NOD/SCID~
TADR FIcEE LTz, 7V YE~7 %10 H bz TRIEFIRNZ G LIZEZA, T _RTOHEIZBW
THREFFIINCE BT O BIENN RS Bz (P<0.05, ANOVA) , BRI THE (26 H) 121X, 7V T
Ev TGOS, HREEO IS ARTEL DG /N & o7z, 26 H BT, W IR 4228
Yy CHEIS SRR LT3, 7V E~<770.013, 0.067 % 100.334 mg/kg/ H HGRETIE, ZHZFL10PEH4PT
LOPCHA3PE, e DN OPC UL CREE S H R LTz,



ENEEICEETHEE

Rajic b/ S—Fy ) U\ EREBEETIVICE 5TV FYEITOHRESRER"Y

(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 - PO——— SESNINEREPHSIFIRIEE o, S |
0 10 20 30(8)
MR 5 #OIE

RN R 27 VY B~ T O REFHN 572 . MCLO SRS TIEE £ 7 L& A =ik A 32
i 7=, IR % B ES L7=NOD/SCID~7 A {ZMCLH 3 Granta-5 19 in 2 5 AR PN 3 5L, 8 H % ICE N THIAE A
JERENFE 5 LTz, ZOMATIESET WS L TE, B~ DR =R e 7 = 77—l A L, &
LI O THIN (2 X 107 cells) ZTEHT D LER S 7-7-8 . CDIFEHEMIfAAHEFESH | IL-239F NZHICD2,
PLCD3 KL OMICD28HUAE VN Tin vitro CIEMEAL LTz, 7V E~T7 OGBSI % 11 B BIZBG
L. EEIRIZBIT DI A7 WD T O26 A A 5 EL T, 1 H URIERIRN IR Ficf5-Li,
AL, WThoOREREBICENTH, T X TOHER THEICIERE SN (P<0.01, log-rankff &),
TVFE T OENRN 5RO A7 o W 9L fiiX, 0.003, 0.027 % TR0.267 mg/kg/ H O & TENZE
#160.0, 49.5 % TM0.0 H THY | I FFED Ll (23 B) IZH AR THERIER RO L2 (P<0.01,
log—rankfR &), 7V E~7%0.133 mg/kg/ H DR TR TG LIZREO T REIT42 H THY, TR
FEL LA BIZIER L72 (P<0.001, log-rankf& &)

Granta-519§fifa%xRiEBHEL /=NOD/SCIDT I RIZHITS
TVFYETTDHRARVETREICLIEFESROER"

TUFVERTHRE
) (1810, &E268%T)
100 ' — 2O (THBRS L) (n=5)
— axpA-I(n=10)
== FUFVETT0267me/ke/B. BIRPIFEES (n=10)**
FUFVETT0.027me/ke/B. BIRAIES (n=10)**
e FUYFYETT0.003me/ke/ B B IRAES (n=10) ***
80 " ! e FYFUETT0.133me/ke/ B B TS (n=10)***
I l[ B 1 _________________ **P<0.01.**P<0.001 (log-rankig &)
04 4  emaaa L
B
Bl
tH T 1 H
40 ! I :
L,
20 w [
[v] . ‘ ] i H— ' ] H .
4] 20 40 60 80 100 (@)

AR



VI. ENEREICRETSRE

TUFYE T, k& 22 B & O o SERR R A2 in vivo® T /0 VN ALLO SEMeififie & UfRaji
PR3 N L ) 1248V CREEF O B A A I L T2, 72, NALM-6#ffaika t hPBMCE Lt 1
IR 5 5-L7ZNOD/SCID~7 A (£ HE8IL) (235 CL IO 21, i, 7V T £~ 1, 5 R UB0 ng& 1 A 1[1]
3HME G LIS R, R BRE L LR TV Y B~ 7 B G RECIAEGFHB O BIER S8 0 bz
(P<0.01. log—rankff &) 2,

(3)4F F SR T B ] - e B
TV TIEBPDIGNE, FEELTTHIEO T340 15L& O8I, BAa X5 18 & ON—i MDAk
HAY EFIZIVEESH T BN,

OTHIBE <HAEAT—2 >0 1510

AN O R s H EBR MR D . R ML O THIAEIE, WIHICIER IR MEE TRaBITIK T Lz, 208
LTS LEL TSN LD THDHY,

IO T %, TR ULRD | NX—RATAA NG IR LTz, X— AT A EICEIE T 5 ECTORERIX, B3
IZEoTHEA (T~30H) Thote, N—RAT7A % LRIDTHIKAO B MA 54 O BF ISR DO I, CDARE
THAAE & O'CDSBEMETHIIZ I X CD3FG T & [RIER OB EE 7 17 7 A L SGRD BTz, THlldOENET 17 7 A
JUE, Bl L7ZZNHL X OALLESE CRIEE ThH -T2, THIFRDO R —AZ A NZBITAEIE A BT R ED T2,

1Y 49)LBIzBI1TAFE M b TR O EEE>

u 0;” o CD3RETHEN m:’rf‘”
n=34 n=34

CDARSETHERR

- N W o
L . ) .
- N oW B

A L L

CoMRTAIE
B
COAmETRIE
&

020
0.15 0.15
010 0.10 4
0.05 - 0.05
0.00 0.00
AR s
(e CDSBRETHR

—— FUFYETTHRERAO2H17ILLANICCR/CRA* S h =B E
—a- FUFYETTHRERAO24 17V EIANICCR/CRh* Y B85 hh -1 B

CDSE3 4 THlfaZs

THERZ D FF AT 13 e G- BIAARE . XX B RFIZERO DAL, THIEOBEFHIIAA & 5 FIZERO LIV TS, THII
DA R OCHESEIL, 7V Y B~ OHBELEEL CWD A REMERH S, HIEIER G- EXE HETH -7
2R — DO THIIEE D B AR O NI o T2, ZHHDT =205, THIFE DR BT K ENHDO D,
THARE D 5347 75 B & B L QD AT REME 2 RIS T-,

FERRAR BRI T, AN A S K O TR 2R G~ — 21— THhHCD69 K NCD25 R BLO I EIZ LD,
THIIOTE M2 S U728 5. THITE MR, A THHCD IS MEBHIIAD FEAE IR AR IEL TWOBDZEMRF L)



VI. ENEREICRETSRE

L7p o722 MT103-10473882% 29-Cr, THNECDARGME & O'CDS M THIE _EDiEM:~— B —T&HHCDEID 3
BN, B G5-BAEE % K OB BRI TS D2 LN BN o7,

AEFHEETI)FVEI 2R RAERILROTHROBRE"Y

MO0 Jy3sE 7T

=Y 1B5ug/m®  1@15pg/m?
JT !
0.70-|

1860ug/m?

0.60-

0.50

THEFI 2

0.40-]
0.30 ]

0.20-]

0.10-]

0.00-|

THIRRDEYAE/ (5 A—5"

F B (%0 B 5% B T Ffa % D) fE +=SEM (107/uL)
T AE b4 R—2F A A AE B fE

— 2

&Elzg’ ug/m?/ H 1.25 29 0.411-+0.059 0.098+0.029 0.500+0.113
— 2

(15:15’)0 ug/m?/ H 1.5 22 0.342-+0.056 0.068+0.028 0.729+0.175
— 2

?3:13?)0 ug/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 0.50340.070 0.22040.031 0.605%0.111
H

(n=32) 15.5 0.158+0.051

a) Wi AT 7135~60, 15~60% O5~15~60 pg/m*/ H &L, LEEZ LI L7,

QBHMEIE <SHEANT—H2> W

5ug/m?/ AL EDHETIE, Z<DOR/R B-ALLEE 2B\ TR G- 81 R H I AR i - OB ELH IR T
U FIRAS M & 72 572 (MT103-2063888 15 17) |, B R A BUIEE 20 RO DN BE BT DK A7 LD
IRIEIAFA]C ., RAH i OB EL D [RIIE 1 TFRD HiLen 7z,

— 05, 0.5 .5 pg/m?/ B &% 5 LIz BEIZB W TUEBMIRO R 2 27t Bm A b iz, £, K@ &%
B H U2 BV TH BRI O R 52 27 BN A b T, FFML7ZNHLESE (MT103-10478842 29) K 8
ALLEFE (MT103-206 & OMT103-2115 88" ®) OBHIfREN &7 77 7 A /W IFFARIL Tz,



VI. ENEREICRETSRE

R/RB-ALLEZE D 1Y /2L BIZH+5RMEMm B D CD19E B KD EHRE"

(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)
]|

BAIIEOALIEIE T VT B~ 7 O BELERL TEY, g0 &3 EICBIRL T D, BKRER T
FUET OB EDS ng/m*/ H (U39 pg/ A) LA ETHTZEEDLITHBN T, BEALITFERITE
WA L BRI DKL Y8 DS I D F G- H A 7V TR BT,

BHUIADAVE DEIEIZC DI EF-LIZZEM D mW T U~ 7 RET, KA ML OBHE & O
BEOUTE BN DL BRI DIHEELEEL TWDHI LD RS,

BiERADHBDE|E LC..LDBR"
(o)

100+
O EAM
|| — Fmis

40

B#fifa DR BOE S

T T T e T T T T Tiee T g0 el

MEHESEDC..
QYA A1 DEESHEAT—2>Y
PAMIA ELTINF- @ | IL-2, [L-6, 1L-8, IL-10, [L-12, IL-4, XIFIFN-y ZHE L7, —HOBE T
T ARt U LB AR 02 B BN — DA A 2 (FEIZIL-10, IL-6 X NEN-y ) D EF7-B A5
Mizo NHLEBH LBIOY A N A OB T 17 7 A V% FRIR U, ER U A A1, $ 5B 61
D24~ AR LANIZ AR — AT A UAEETRIE LTz, ZDH%RDOI A7V T, IV EOBE T, LKW AhD
AV EABBOOIN, FANIA L OBREERHIGLZZNHL L CALLEA IZB W THREIL T,



VI. HREIZEHISHER

TV FYETTEEAER TR OO DY (M hS/YRE-BEIOI7/0/L

(pg/mL)

7001 N = IL6
i

\ —&- IL-10
| -#- [FN-y
600 —

500 — |

§

300

HANHA P

200

%2 0 24 48 72 96 120 144 168 (kM)
T ETTHREHER



VI. EMENREICEE I SIRE

1. AR DHER

(ARLADGOHRE

Mg R L

QERRAER CHESh -MPRE

DOFEADR/R PhIEEB-ALLEE

<GB AME N T — & > (A ARG AR RRER :MT103-211) "9

AN DPhERMEB-ALLEE 25 51T, 9~28 g/ A 2 Fift st Lo i 7 Y e~ 7 RE A,

1AV H KOV A7 0 HIZRHfLTZ,
TV w7 OB EIIHEICH L TR R TR,

TYFVERT2HHEAFRELI-EEDI1RU2Y 1YW BIZHITSC.

Cys (pg/mL)
1 A7V H 141427V H 2% A427/VH
9 ng/ 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

< AR BB ANE N T — 2 > (MES S A bsset PRI AR 3R BR : 00103311) 18 12
ARHER TR ADR/R PhI2MEB-ALLEE 2%t 8L PKIEATIZ TV VB~ T BN 5.8 =26kt 5 LT,
PKAFHT IR E ML, 24THIDBAF 57246 1F0E CRERL S LT, B FIRBEIZR T APKREN 59 ng/ H Tl

1Y A7V HD2H BIZ, 28 ng/ B CIX1Y A2/ BD15H BIZERELT-,

MyEF 7V FVE~T DCDFHIE ESDIE, 9K 128 ng/ H 2 Eift Sl Li—sxlc, ZFn211+£413
pg/mL}&% 592553 pg/mL T o7z, FAEDIIHEDOENNIENCGIF2.811%5 L7220, CulT A mELFInIZHE L

77 CLIZ. 3.63%+3.12 L/h CE#E +SD) Th-oi-,

TYFVER T2 HHmAFEREILI-LED1H LB DC. R UCL(PKIEHT R EM)

Css (pg/mL)
142 H I O/ = CL (I./h)
9 ug/H 28 pg/ H
n 156 191 222
SR +SD 211+413 592 +553 3.63+3.12
LB 122 447 2.82
e/ MBS R AE 50.0-4,400 51.0-4,450 0.157-22.9
CV% 195.6 93.4 86.0
A EH) (CV %) 139 (84.9) 431 (96.6) 2.73 (89.7)

<P FGRRBR SMNE T — 5 > (MBS TARBRIRRABR :MT103-206) '* 17

AN DR/R B-ALLEE & X2, AAFE 48 R Fre i i Lo & DO Culd, 5 PR MR 1200
5T —ETholz, 7V FHVE~T DCDEHEESDIL. 5 pg/m?/H . 15 pg/m?/ A . 30 ug/m?*/ B TENEh
16766 pg/mL., 553238 pg/mL MK T',180 820 pg/mL T o7, CoFEHIME L, BT eta & LLHIHYIZHE

NL7=, CLIZ, 1.34%0.61 L/h/m* CE#Jfi +SD) Toh -7,




VI. EMENREICEE I SIRE

TV FYETTE24ERF R RBIHELI-EEOPK/AFFA—2 (AR L)

Cs (pg/mL) ,
5 ug/m’/ A 15 ng/m?/ A 30 ng/m’/ 11 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

(FB) AFCABEN T AER OHARIZLL FOLBYTHD,
B, ZVFYE~7 BETHEZ) LT Fo#R 5 BA28 H IR A EHEL 725 14 H BRER 95, 2hE 1471l
RSV AV NAEVIR S, TDth. ZVFVE~T (BB THEZ) EL T TOR S B4 28 H M FHt A =L 72 . 56 H
KEES 2, 2 A1 AT E L KA A7V, 7o . BE ORI LV TR 5,
- {RE 235 kguL@b,%\ IV A7)VEDI~TH BIZ1H9 pg, T UBEIT1 H28 ngbd-5,
ARE A5 kg RTEDOBE IV AZVEHDOI~THBIF1HS pg/m® URFRRIAL)  EHLIEIZTH15 pg/m? (KF R &35,
772U PRE 35 kg%i@%ﬁ@&ﬁgigﬁz&b\_k

@B ADR/R Phi&t4EB-ALLE &

<A G ERER  AME T — 4 > (S T AR ER AR a5k : 20120216) 10
% AN DR/R PhEMEB-ALLBE Z %512, 9~28 ng/ B &Rt il fHE LTI Z D7V Y E~T OPKT e 7 74
W1 A7V ROy A27V BIZFHILTZ,
CoD N ESDIL, 1 A7V H K O A2V H T, ZHEI673+£614 pg/mL K& R756 565 pg/mL Th-7z,

CLIZ. 4.09(0.526~19.0) L/h[*F¥{E (&PH) I TH-7=,

B ADR/R PhEEHB-ALLEHF 2T VET T EHF mEEL-LENDC. R UCL

Cys (pg/mL)
1 %A2VH 1Y%A271H 2 A7V E CL (I./h)
9 pg/H 28 ug/ H 28 ug/ H
n 8 28 21 38
SEHfE £ SD 155+ 106 673614 756 +565 4.09+4.04
LB 123 534 528 2.28
S UN N 50-328 50-2,490 50-1,890 0.526-19.0
CV% 68.5 91.2 74.7 98.8
KAL) (CV%) 124 (84.8) 449 (125.6) 532 (128.7) 2.69 (117)
@/NRDR/R B-ALLEE
<A B G RRIRAMNEN T4 > GRS T/ TR PR SUR : MT103-205) 1 17

INEDOR/R B-ALLBE AW B2, MiET 7Y~ T BELSR— 2T 1 (B H80) R OB D29 A7 LD
RHUCHIE L=, 1 A7)V H TIEPK NI A= 22RO D726

HH CAR—AY TV T LT,

2HEATE DM, 2~67% D234 i N T~1TEE D 17D

VETT DPK/RTA—HE, 5, 15 B0 pg/m?/ H O &2 CTRHELT=,

(CRERFRQICERIMLL | 2 A7)V B TIEC R T5

DEFHASGEINS MG 7V B~ T EBENESNT-, 7T

BHERGROCIT, WM P 2@l CRILEYIZ DT —ETHY, 1P A7 VB L2 A7 LED
IR R X RIRR S Ch o7, CoD EXE I EO MWL FIRIZEE L #IEePKE R L2, 1A
NAIZBTDCOEHEESDIZ, HIELROCHZECO»»OLTOEHEM (17 F) ©5 ng/m?/ A |
15 ug/mZ/H&U“?)o pg/m?/ HIZHBWT, ZNF1162+E179 pg/ml., 533392 pg/mL K& T'1,520 = 1,020
pg/mLTCH-77,



VI. EMENREICEE I SIRE

INRDR/R B-ALLEF (2T FVET T2 4B A HEILI-EEDC,.

migh7VFIEYTRE

Cy (pg/mL)
i 1147V H 29 A7)V HE
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 —
e/ IME 61.0 277 — — 313 —
2 AT | P RE 92.0 437 — — 411 —
N1 176 828 — — 476 —
CV% 38.9 42.3 — — 17.2 —
AR es) 103 469 — — 398 —
BT CV% 37.6 44.6 — — 18.1 —
n 10 15 2 3 5 2
S 208 434 BT 456 935 BT
SD 275 353 FHEd 288 648 BT
e/ IME 81.0 58.5 1,090 148 283 310
2~6 % | PIRE 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
P RE2] 146 303 BT 377 740 BT
&5 CV% 81.9 120.8 BT 99.3 94.7 BT
n 9 11 5 — 4 3
I iE 157 686 1,210 — 1,240 1,420
SD 109 510 635 — 817 722
/Ml 53.0 170 214 — 566 591
T~17w% | PRAE 130 559 1,220 — 1,010 1,720
KAE 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 iE 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
RAE 987 2,090 3,520 718 2,380 1,940
CV% 110.5 73.6 67.1 63.1 75.7 60.8
L) 126 411 1,190 377 684 940
B CV% 66.6 93.0 104.3 99.3 79.3 90.5
— YL
BHET 2B FIc oS B HE S
INRODR/R B-ALLEEIZTYFVET T 24 BRI FH R HEINELE-EZ0D
1949V B OMEFERT)FYETTBEDZEHHDS
(pe/mL) AR (pe/mL) BEAE
10,000 10,000
. s 1 ) ST S —
1,000-] L\l .___§_______f_' ﬁ 1,000= : * : o
1 k_ — - % 3 T R
IR , i 1
" = o e
100 L -E— 1002 E--emeTT woT 1
- S |
4 - g ] -&- 5ug/m2/H
B —e— 15~30ug/m2/H | 1 ¥ 15ug/m2/8H
Ff+SD = 5~15ug/m?/H FiE+SD -4~ 30ug/m?/A
) 7 14 21 28 (\) 9% 7 14 21 28 (@)
5 %R 5%




VI. EMENREICEE I SIRE

() RANTHAFRSNTWODFAEL OCHEIZLL TO LB THD,
BH., 7V~ T (i) LU T F RS B428 H R A sHEL 7%, 14 H BREK9 5, ZhE 1 A7 8L,

RSV AINAEIET, TD%, 7V T VE~T Efa - z) LU CU T o8& 5 8% 28 H [ R i §E L7 %, 56 A [H

KRFEF B, TNHF I AL EL R RAFAZVERYIE S, 7o, BEORBIC Ll TR ET 5,

AKEH45 kgll EOBE 1Y AZ/VEDOI~TH BIZ1H9 pg, ZHLIFEIEL H 28 nge 12,

B35 kg R DOHH 1P AVNVEHDI~TH HIZ1H5 pg/m* (EFKERD 2 UBEIE1 A 15 pg/m* (KK HEFH) &7 5,
72720 REDMS kgl FOBE OB G BEABL WL,

@BARARART/NREDOR/R B-ALLER

<KEEGRBR: AARNT —2 > (ENE 1 b/ I FHERARHER:20130265) 9
AN B ZIE9~28 ng/ H ., /WNREFIZIZ5~15 pg/m*/ H 2Rt i it L, lABREIZB VT, K%
9 pg/ A K28 pg/ HICTHEELI-LEZD 1Y A7V B DCDIEHIE ESDIE, FHF 4191 +£90.8 pg/mL & )
948+488 pg/mLTd->7=, CLOFHE £SDIL, 2.44+1.19 L/h} T1.62+0.925 L/hTh-o7-, /NEEE TR
T, AFN%5 pug/m*/ B K5 pg/m?*/ HEFG-LTI2EE D1 A27/0 B DCDEHE+SDIX, ZHE4113£65.0
pg/mL} 8361+ 137 pg/mL -7z, CLONEHBE +SDIL, 2.29+1.02 L/h/m*& 182.02+1.02 L/h/m* T -7z,
ARBCTHARANBE BN THEESN -7V FYVEYT DC M, OCLOYEEE £SDIF, TN ETICERSL-
AR R BRI Z I 1T DR K OV N BB TS SV QO DG ROEIFAN Th -7,

BRABEICETAMEPTIFVETT REDERHFMHERS

JUFuETF
Eﬁgé) 189u8 1828 1828ug
% | I ] ]
= 1,000 — o S 5
N P
P, T T
8 —% $
:I‘\ 100
=
n
i 10 1 )
a - #1701 (n=13~24) | O B4 IN2(n=19~21)
1 T T T T T T T
\ 7 14 21 287 o 7 14 21 23(g)
HBEREE FflESD
INRBEFICHTAMAERT)FYETTREOZRHER
(pg/mL) FUFUETT .
10.000~ 1B5ug/m? | 1H15ug/m | 1815ug/m?
#
ﬁ 1,000
i . o
ﬁ i
ki 100
e pd
™
i 10 )
a | H1o11(0=1~7) o B2 (n=6)
1 T T T T T T T
0 7 14 21 28 0 7 14 21 28(H)
5 %R i +SD
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RABEIZHTETIVFTIEITDPKINTA—A

Cy (pg/mL)
VR | 1onn | esonn | VIR cLam | et V(L)
9 ng/H 28 ng/ H 28 g/ A "
28 pg/ H

n 23 25 21 8 26 24 24
SEHIfE 191 948 1,150 1,420 1.59 2.38 6.02
SD 90.8 488 575 685 0.812 1.36 6.09
/M 72.4 288 259 604 0.442 1.19 1.75
g g 173 883 1,050 1,250 1.42 1.96 3.46
N 388 2,390 2,830 2,620 3.28 6.15 29.0
CV% 17.5 51.5 49.9 48.3 51.0 57.2 101.2

INRBEIZHBITETUFVEITDPKISTA—4
Cys (pg/mL)

LIAZE | 192V R | 242 Wﬁgﬁ CLAMM) | o) | V.(@L/md)

5pug/m*/H | 15pg/m?/H | 15pg/m*/H 15 pg/m?/ A
n 7 7 6 1 9 5 5
R E 113 361 427 780 1.88 1.92 5.05
SD 65.0 137 66.0 — 0.789 1.12 3.35
5/ IME 57.0 150 354 780 0.820 0.941 1.64
LB 100 358 429 780 1.75 1.38 3.70
IS ON] 244 592 540 780 3.65 3.40 8.93
CV% 57.4 37.9 15.5 — 42.0 58.5 66.4

— ML

<5 f i iR R BIEEREE] (SME AT —4) 10 >
AR OG5 T M EHE TH DT | e ML 2 B B ER A C O BER AL L, LLF IR,
TVFYET OPKIL, Bt LT-HERENICB W TRIBEZ R L, MiEH 7 VY e~ 7 BERHRIL,
9~112 pg/ H X1E5~90 pg/m?/ H O HAEEHFHICH O URE IR EE MU, [T 7V~ 7 RE L,
B 5-BAMA% 1 B LANICE FRAEICEEL | Bt Al e 2@ L CRBk Ch o7,

(1B) AF CARBISN TODHER A RIZLL FOLBYTHS,
WBE. 7V PYE~T s z) ELCUL P& 5 5428 H B FRG AR L% 14 B IR T2, Zha1h A2 el
RSP AINARIE S, D%, 7V T VE~T (EfaFH#Z) LU Fo& 5 8428 0 [ FH aimgfE L= 56 A M
WD, ZNEIP ATV L G RATAZVIEDIR T, 7ed5, BEORFEIZI VBT 5.
AKEN5 kgl EOBE 1Y AZ/VEDOI~TH BIZ1H9 pg, LI H 28 nge 12,
IREAME kg RO A IV AZNVEHDI~TH BIF1HS pg/m* KRR A LTI H15 pg/m* (BERHEFH) 92,
722U AR5 kelh EOFEOERE BEBRZ TS,

)hEE
A ERRL

WES-REOLE
A YPRIL
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2. RMEERII/ 52—
(DFRHT 7%
TV~ 7 ORISR T, PR OPDRHMA H f92 LTI L7 BB A i L2275 7,
TSV E~T OPKISH T DNRMER F O 8% EGRBROEG T — 205 /03 = A NE T VT
R ORESE M PKARHTIC L sk 72 CLE D AR BIBIZ AR L AT L 72, FESE R PKARHT IR A B OV R 043874
BROPEE T — 2 ESNTT o727,

(2)URISL53R FE 5E 3
YRR L

QRNHEEETEH
YRR L

WD)V T IR
AN DALL R ONNHLEEE 1B 55~90 pg/m?/ H (BSAKHIEFH£) Xi%X9~112 g/ A (& & H &, 5~60
pg/m?/ H LIZE R &) O E#PRICB 7V E~7 OPKEFHmLT-,
A E A DONHL, MRDFG4EB-ALL & TNR/R B-ALLEEFE | B OVA RN ADR/R B-ALLEE & 56726112,
TV~ T e MR TE L2 CLIZ3.05+2.94 L/h CEHfE £ SD) Th-oiz,

A DNHL, MRDI&1$B-ALLE U'R/R B-ALLEBEIZHIT5
B A EfsIL=LZ20T)FYEITDPKINSA—4

CL (L/h) v, (L) ti/2. ()
St POE N SERE | S| R N SERE | S| HRfE N SEE | S| i
b (SD) | (CV%) (€EEE)) (SD) | (CV%) (€EEE)) (SD) | (CV%) (€EEE))
MT103- NHL 66 225 | 2.03 1.98 23 4.56 | 4.04 3.95 23 2.44 | 2.07 1.93
104229 (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 ML 2 0960 | 62.0) [(0.683-4.41) B B B B B B
MT103- | MRD [5t: 19 1.83 | 1.75 1.66 18 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 5t - 227 | 1.75 1.65 B B - B B
203% 22 B-ALL (3.02) | (63.9) |(0.815-18.4)
MT103- | Ph[atE ” 2.49 | 2.30 2.16 - - - o o
206' 7 |R/R B-ALL? (1.18) | (39.4) | (1.27-7.03)
MT103- | Ph[atE 210 3.14 | 2.25 2.13 o o - o o
211"% |R/R B-ALL (3.31) | (89.2) |(0.356-20.5)
00103311 | Ph &tk 599 3.63 | 2.73 2.82 o o - o o
1112 |R/R B-ALL (3.12) | (89.7) |(0.157-22.9)
20120216 | Ph Bt - 4.09 | 2.69 2.28 o o - o o
%10 |R/R B-ALL (4.04) | (117.0) |(0.526-19.0)
20130265 | Ph &t 06 1.59 1.41 1.42 01 6.22 | 4.41 3.46 04 2.38 | 2.11 1.96
8 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)
YN N 3.06 | 2.29 2.17 4.89 | 4.00 3.58 2.19 | 1.89 1.73
AR A 672 (2.94) | (82.3) [(0.157-22.9) 7 (4.02) | (64.3) | (1.47-29.0) K (1.39) | (54.8) [(0.660-8.31)
— ML
a) PhiG LB 201 % & T e

/NEDOR/R B-ALLIEF IC BT 57V FVE~ 7 DOPKAE, BSAM EH &%5~30 ng/m?/ H O T L=,
SRE AN XIE B AR AR/R B-ALLEE G4BT VY~ 7 2 il L& &, CLIZ1.88+1.76
L/h/m? CE#IE £SD) Th-7=,
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INRDR/RB-ALLBEIZH T 5F K m@iEL L&D T FYETTDPKINGA—4

CL (L/h) CL (L/h/m) v, () v, (L/m) 2 ()
24 fir 4 A A
s e | 71| [P fg g | st fg g | i fg s
Lar F ‘% e Sl / Ff e Ff
% (s0) | D) | 0| G (s0) | 50 | Lol ) 50) | oo | G
MT103- [ 2% [ R/R | o [0.680 [ 157 [ 152 [ 151 T IR B
20513 19 Ry |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) | (2.47) |(116.0)((0.325-10.7) (3.03) | (4.25) |(132.9)|(0.821-12.1) (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) [(0.604-5.84) (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
& % |B-ALL (1.63) {(0.789)| (42.8) ((0.820-3.65) (2.43) | (3.35) | (84.3) | (1.64-8.93) (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
VA ASRER | e
PROERER | BE |5 (4 se) | 1.76) | 80.2) (03251002 | 2.79) | 3.32) [105.0|0569-12.0 P (1.49) | (63.8) |10.655-6.00

— RNl

(HE) AF CRBENTOD R O RIAL F L350 T,
B 7V~ GEIE AN L LU T O 5 e 28 B IESHE S EHEL /., 140 BRI 5, Sha 1y 121l

RRSVAINADIRY, 2O TV FYVE~T (a2 LU UL T o5 %28 A Mk s i L%, 56 A R

WIE D, ZNEIF ATV EL, IR RAT A7 VIR, 7o, BB ORIBIZLVE Bk ET 5,

AKEH5 kgll EOBE 1Y AZ/VEDI~TH BIZ1H9 pg, ZH LRI H 28 nge 12,

ARENS kg RO A IV AVNVEHDI~TH BIX1HS pg/m* URFR AL  ENLIEIZLH 15 pg/m? (KK HFH) L35,
2L BEDM5 kgl EOYHE OB &5 BN E,

G MEEY
A E B A ONHL, MRDBGEB-ALLEE K OVH AN ADR/R B-ALLEE S FH BTV e~ T 2%
HL7L&xDV,134.89+4.02 L CEHEESD) Tho7o, SMEAXITH A AN/NER/R B-ALLEE A 5254112
TV E~T 2R ELFEEDOV,I134.14£3.32 L/m? CEBME£SD) THo7-,

(6> Dt
SRR

3. BEM (REaL—ay) fgih
(g A&
REEFIPKAFHTICIE, BB -1-22 7 S—FARPRE T L2 2,

QINTA—FEEHER"

ARFEMPKAEHT Tl A DONHLEE 255 L U= 1305k (MT103-10438882> 29) | 5 A OMRD 5 B-ALL
(MT103-202' 29 K TMT103-203 73 Er2" 22) | XIZR/R B-ALL (MT103-206'% 'V} O"'MT103-211788&" ¥) |

HDHUVMIR/R PhEGEB-ALL (201202163888 1) E 2% G & L7226 AR ER IR SRBR D558k . /N DOR/R B-
ALLBFEZX G L LT- 1R (MT103-20558857 % 1) K OV ADR/R B-ALLEFE x5 L7 15857 (00103311
BRI 1) OSBRSSO T — & W=, LT — 2By T, 7V YE~T70.5~90 pg/m?*/ H, ik
I & 2 (9~28 ng/ B) ORGSR EHEZ 321 72 B 6 14BN DERE U 72 513,6 291 3Bt O 7 — & & Ve,
ZORER. TV E~T O RANCBIT D00 B (V,) () 1%, i EICIER IS, tho s s
FUFNDOBEM SR & [AERD5.98 LEHEESTZ, CLOHEEEIF2.22 L/h Th-o7o, CLIZXTT 25T X TOIEED
FHRAFREIX0.05% FRI-7-2 b, BRR ERSHMEDH L IE Bd e EDURIBS -, L, BmAE 7 vy
NRFTLTZAE S RET LTI/ NN B IZOWTHICHB TE QRN EDRENTZ, CLIZBSAZEZ 5
ZEIZEY N ICK T T VO A MEEE LLSGE LT, /NRIZIBITABSAD /M (0.37 m?) ThhHE
F OB BSAD I IAE (1.88 m?) DIFA LKL TV TV E~T DCLN6IWIE T 56L& 2 bz, A
BIFBBSAD /Ml M O KA (2 301.31 m2 ) 082.70 m?) 1, BSAD 9l (1.88 m?) DBRE Ll LT,

TV T DCLINZENZEI20%J0 K 25% EFA-T5LF 2072, LLZOEBOREEIT, CLIZBW
THH TEXARN8% DE R LB L7 VI~ 7 DPKIZI31T 564% OB A ZE B 3 0 DAL 56 Yo D IR FE2E
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B LTRSS T, FDOT-O N BEIZB W T, BSAICKD A BRI IVE TRV EE 2 -,
BSA 0.37. 1.31, 1.88 ) T2.70 m*D % NHBREICRITDHT VTV E~T ORI, £ F15.11. 2.34,
1.86 2 DML AQBFFR L HETE STz, F D728  IZEALE DBREBPBSALEIR/2<28 H DO A7/ D1 H BIZCWlZ
BEL,

BSADOHIZ , #iatUT- 28 & (i, 7L 7 F =027 A[CrCL] ., PRI, AST. ALT, $aEULE Y TV T3,
B A FEELEE K OINEZ e y) T VT~ 7 OCLOFERRIZE) L O BN ZED HIL-H DI 1=,

(JE) AFITEBENTOD AER R BRI FOLBY THhA,
W\, VY E~T (BEFEEZ) LU UL TR E228 H Bt AR EL % 4 HBASRT S, 2l a2 el,

RV AR, ZOH%, ZVFYE~T Bz LU TFO# 5 8428 H MERp SR i E L=, 56 H [

KRFEF B, TNHF I AL EL BRI AZVERYIES, 7o, BEORBIC Il TR ET 5,

AKEH5 kgl EOBE 1Y AZ/VEDI~TH BIZ1H9 pg, ZHLIFEIEL H 28 nge 12,

IREEANE kg RO A IV AVNVEHDI~TH BIZ1HS5 pg/m* KRR FEAE)  EALEIZIH15 pg/m? (KRS &35
72120 K E M5 kgll EOBE OB EEEBARVIE,

4. AR
AL

5. 5%
(1) i 3% — i BE P9 2 @ 14
UL

(2) i H— e B AP B 1
A YPRRL

%55

<~ A% W IR R V3 AEIC B 92 Pl s BRI B W) T~ AR HUA TH D muS103newZ BEEN) 12
RIS H FTH G L7-EZ2A, muS103newdD IF R ~DOBATHFEO IV, IR IR IZI81T 2muS103newd I i H 5
V%, REEV OO I3 IR B D%90.013% Th o7,

@B~ OBITHE
AL

WORBA~OBTHE
AL

(61 DDA DBITHE
A TPRIRL

(O)mEEOHEE
LR

6. {5
(MR B R VR B
D F etz ARG LRERIS, 7V~ T ORBIIERAEHINT, 8 & O T iE~D R THDHE T
EnaY,

@RBIZEAS§ 2BER (CYPE) DA T, H5H
B L
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QHEEBNROERRUVEDHS
AL

ORFVOFEOERERUEMSL. FELE
YRR L

7. it
L

8. FSURAIR—a—IZ8T B 1E%H
LR

9. BNMFICKERBRER
Mg R L

10. FEDERZRTHEE

MEREEETRE (BERARUVNBEAT—2)?
AL OVRNEDOR/R B-ALLEE (MRDFGHEB-ALLEE 25 1) M OV A ONHLEZE (IF F B he B3 531
5], B R B R PR S BT 14301, R RE R E B 4TH) ISV Y T B R R E LT e E D
CLYESMED 71, tha% BE B R pElE = B (CrCL 30~59 mL/min) & 1F & FEHERE -4 (CrCL 90 mL/minkA 1)
EOMTERIEG TH -T2, AANOMEIRZENTRKEL(CV% : I KAEIZ.5%) | BREE M OV 45 FE B B R F

BB DCLITIE R B RREE ORHN Th o7, Lo T, BRI E IR LE®ROHS

WG 2T8

WEeEZBNA, 70d5 . EBEOBRERE E B H (CrCL 30 mL/minAi) 2 %2 L UM S Tuen,

BHECLDTIFYEITDOCLMFEEREESHY)

CL (L/h/m*

CrCL n BN N CCUN S TN ) R fE SD CV%
{Eﬁ?%fﬁfm ppy | 931 1.24 (0.0851-10.7) 1.76 1.65 93.5
%ﬁ%f%f%%fﬁfm) 143 1.17 (0.249-10.2) 1.51 1.36 89.6
%ﬁ%ﬁfﬁﬁfgﬁfiﬁ) 47 0.813 (0.161-2.85) 1.03 0.646 62.6

QF#EEEEEE (BRXARUABEAT—S)V
TV TN I R HFITHOFFEER I LGRS NZ e n  ARFIOD CLIZ ) T DR HE D 5 28 37
WEEZBND, TV VEYT DCLER—ATAAZBITHALT R OCASTED BAREFHMEL7-fE 5, 7V
~ 7 DOCLEJEFPHDOEZ R UTZALT XITASTED N A S AH BIIERD B e -7~

1. ZDH
A YPRIL



VI ¥£% (ERLOIEF)ICEETSER

1. BEERNELTOER
1. B&
FEIE, RRBFITHARIETEIERERICEV T, EMBFEREZOERISHILTHI A0 - 25
EROEMDLET, KEIDRSNEYEHIBESNHEF T DNTDOHEET D&, £, JAEBAAIC
£IL, BEXFZORKECHNERVERIEZ T2 ISHAL. ABEZRTHLREERIGT ST L,
<>
HERBWEAICE D CHINRE SN TODIEND, ZORWERISEYN SIS D7280 | AFI O 51358 4
PR CBE 30 0 7k - R R O ERI OB & T O RIME FEBUC L B BRI T B TEDIE
PR\ T L AHI O FADNE G SR SHBIEFIC DN TO R HINDHZE N LR B THDHILL
DERELTZ,
8B IRIEBIAAIC I D | B I E DOFIRISH LT, RITEAZEBLO FTHENED & 0 | AAIOIGEIC L DA 901 &
OfEBPEIZ DWW TR LR 2 1572 B¢ BN BE RS T52L,

2 ERRBLETDERA
2. BE (ROBHEIZIF/E LB E)

ARFND R V5 LI BUE DEEAE O 5

<>

WBUE T2 — e B FHEL GRELT,

ARFN RSB BUE OB LB S 5856 ARAE B OG- 352 LIS LDIMBUE A R, EAE(L 95 ATREMEA &

LEZ LN ELR,

B G-I 7e R 21 T RBID RSy %8 e SUAN ot LB BUE O BEERE RS 2\ ) B 352 8,

3. IREXR [IZHRICEEET HEELTDER
[V =-2. e TR E T A B I 22T 528,

4 BERUAEICEET S IR ETNER
(V-4 fiEROHRICBEETOER 22T DL,

5. FELEXRNIEELTNDER
8. EELEKKITE
8.1 MR FIIFESRLL TEBIBEIENHLDONAIENH D, BIEIEORIT% W EFHET58551%, ik
MO HAEETHZE, [9.1.1, 11.1. 18]
< iR >
AR 5% TR ENBBLIZGAO IR TPEEL T, RO DR E LT,

8.2 MR FHIE G CEBERIE, Bl ESNHLONLZENHHO T, AFI G HOBEITITHBED
A G R 2 PEO MR O BB SRV IR 52,
< it >
IR EINFRDBHODNLBENDRHHI DD, AENHEOEILRE | fERE OO B EZ ST L0, B
\ZHE RS T ENH VR E LT,
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8.3 VT AMIALMHIEERENRHHONDZENH DD T, AHFIF GBI AERT M QAR B 5 P13 @ HIH i s
TEZITV, BEORIEEZ HoIcB8g2T 528, [11.1.325]

< e >

[E N MR AR BRI Z 3BT ARHN R 512 IZCRS M OSEREBUE DR BN S S TR BN O 7= 0O E LT,

8.4 JEIEEEGERENHLONDZENHDHD T, ML P EME IR L OB REMREZ1TH%, A DIREE
+3cEERT AL, [11.1.453 8]

< i >

ENAMEERFABR 2B CL S A EEEREO R BN A SN QDT R E LT,

8.5 ‘HHEMHINHOONDIENBDD T, ARFNBE5-BHAGET S OARA# 5P 13X E M Mg Z21T), R
HOREE 3 1B T 528, [9.1.2, 11.1.56504]

< S >

EN MR BRI BT, B BEHI OB SN T AT E LT,

6. BRENEREZATHIBREICEHATIHIE

(MEHHE-BREESOHIBE

9.1 AHHE-BXEEEOHIEE

911 AUV N\BENRDFE T RHRERRELTE I LHEE. RUTAL A, EEREZDODRBER
KEZETHIEEXIZOBREEDHIESE
MR FEROIERN AL T2 IH b BENIH S, [8.1, 11.1.15]

<t >

ARFN B LA R R IS HUC B S RO DI TVAZEND, ZRHD BF 2B THE I E R OSER A

AL T L XNIHHDONLIBENRHLTZORE LT, ZNHLDEREIZHEGTHRIL, BEICBEA1TOIZE,

912 BREFELXEHLTVDEE

BN LRGYEN B L T DB ENAHD, 8.5, 11.1.55H ]
< fiE >
AFNFe G- L5 BE I K OV GYE S B BB ASZRO B TRY B I LV EGYE N B LT 28 F N0 HD
T2ORE LT, ZNHDBREF TG HBR1F, EEICBIEREAI T2,

9.1.3 AEAIZEHT OB MK MEFERDE| S H50% 8 X (X R M & D B MM 7w 1% F BREAHY15,000/uL L ED
£2E
BIEH OB T 5720  IGEFNIT 2 A2 AL DIBEEToT- 1% AR ZE G520
FLUY,
< fiE >
ARFNFE GAE R A EE 52 . CRS M QMBS AR EESEERED TR D 720 iR E LT,




. RE(ERLDOEESF)ICEISEE

(535 ) VAN 56 AR ekt B RGP 3Bk (0010331 15R68%) 1 12 & OVEI N B PR 3Bk (201302653858 ) Y12 8175
F XY AL ADOP G T 1% (B )
BN (185% LA F)
W T RCOBRE TR G2 FEMTDHL,
P57 1 ARFN DA 2 )L OG- BIAERT LR LLNIZ20 meZ #RINE 545, M B B AT 1R LAPIC
20 mga FRIRN IR 535, 7ok RFIOF G- Witk £ 5% FB 328560 RO R 5517,
/N (1875 A
W T RTORE TR G &2 Ei+ 528,
Pe 571 (1) AR OGRS (1% A2V B) Blhk6~ 128 A2 10 mg/m2Z&%% A U TE RN #5345,
(2) D% AFNOWEE S (194270 BH) BRAERT305 LANIZS mg/m2 %% 1 X ILEIRN £ 5-
75,
7B RENOE G WL, 855 FT 580 RO 55179,
RN G- OGEIET X AZ Y VU AT VNI AL T R OG- OLGEIET X AZY L TO &
) BEIC O W TIET XY A2 v OB TSI/ LA BRI AL

QBEHEEETRE
RIESITUZRWN

QG FF#EEEETRE
X ESFL TR

(DETEREEZR T HF
94 £FEREZH T HF
TEART 2 W REMED B D L MEITIE, ARF I G o OV A4 B 4% 48R R 36 U Tl 3 2 B K OV B)
PRRHEEIZ DWW TR 528, [9.55 0]
< it >
IEART 2 FTREMED B2 LT3 LT RFI OB G- o OV &A% 574 48R R 30\ ClELT 3 2 A B ME e DN B 72
BETIEICOW TR ZITHZ &,
~ U A HURZ M Uiz~ AR Jih VAL B B2 Ok, R IR RO AT B T e o T, ARHN %
ATEF A B ERBR L ST WS DD | BEIROY L SERES D 4 ATREME IS E T AFI O ML 1
IR 275 i UBE AT 3 ) 2 A 1 - e OV P - 142 A8 R L% E LT,

(O)4EsE

9.5 1EiF
TR XATIIEL TOD RTREMED B D et I2iX, 1IE _EO A ISMENfGRRIEZ ERID &SN 5558120

BB G B E, RAE WA E B RBR T S S Qe AREIOAENRH OIREE IZ LV iR IR
DY SERESAD D AT ReME R %, [9.45 H]
<R >
IR BT AARFN D22 M OV I IRESL L Ty,
a2 G E LT AR ORI I S TN END, IR OAF O 513, I 1R TR IS fakEiE:
A MEDS REID S ESNDIG I DOHRITITE,
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(B)}RELIm

0.6 {251
i L ORI R ORI ORI B L B OMRE UL 2 BT 528, AAOERLH
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ik, P, B RV ELAIOE GO E I THZ L, o EEBIEORBIE ., B 5 H
BT 256 1, UKD 52EE 528, [8.1,9.1. 15 H]
< i >
KFN DI B LT DVERE T IZIA S TRV, FATHURZ A% A= TR LR 8 O THIA
ZRWEBEIEEICB O THREBEOA EERNEHL TODY, MR RS Tld, IehReiEE | iME, Ko
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P A LI A fix EEMERE 12(46.2) 1(3.8) 36(13.5) 9(3.4) 3(6.7) 0(0.0)
TFI4TxR—avs 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
B AN A L A— L 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 0(0.0)
A s 99 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 1(2.2)
I BUE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
BRYYER L OFAE BAE 12(46.2) 3(11.5) 37(13.9) 18(6.7) 7(15.6) 3(6.7)
fitig 0(0.0) 0(0.0) 4(1.5) 4(1.5) 1(2.2) 1(2.2)
LAY A L ASEY 0(0.0) 0(0.0) 3(1.1) 0(0.0) 0(0.0) 0(0.0)
B g 0(0.0) 0(0.0) 3(1.1) 2(0.7) 1(2.2) 1(2.2)
R S G 0(0.0) 0(0.0) 3(1.1) 0(0.0) 0(0.0) 0(0.0)
L2 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
A RAT O A VARG 1(3.8) 0(0.0) 2(0.7) 1(0.4) 2(4.4) 0(0.0)
Bt~ LR 1(3.8) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
A e~ 1(3.8) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
B Rk 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
B 1A DR I T 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
IR HIRIEIB D A VAR 1(3.8) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
=22 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
T IfE 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
B 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
Bk 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
S LT AL FIL A 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
TV H Y 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
ANV S ¢ 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
AR P A I 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
iR 1(3.8) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
V2 e B L R 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 1(2.2)
2 A 2 B P i 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
TG/ NG 2% 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
BB R 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
ELCES 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
HRIES 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 1(2.2)
[BY=3 400 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Bl 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
AR =2 —F AL ARG 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
S IHEA S 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
B v BRI M S S 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
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11 e B P R e 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
AIR 25 i R B 2% 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
o N e 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
Za— VAT A AT ANl %E 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
AUEEPERTZ¢ 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
HE MM 1(3.8) 1(3.8) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
HEATME S B VRN 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
v a—RNEF R 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
FC L S i A A 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
7R ER B 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 0(0.0)
A R 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
A 1 g A 1(3.8) 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
B P2 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
BAUfiT %% 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
SR 1(3.8) 1(3.8) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
MEBE IS 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
DA NVAME R E 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
WU AEPES =7 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 1(2.2)
EE, PEBIUALAESIHE 2(7.7) 0(0.0) 6(2.2) 2(0.7) 0(0.0) 0(0.0)
i) 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
it R G 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
BER G 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
P45 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
NS 51N 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
INEREEiY 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
RRRA 8(30.8) 1(3.8) 48(18.0) 26(9.7) 9(20.0) 6(13.3)
FRESE B 4(15.4) 1(3.8) 27(10.1) 19(7.1) 5(11.1) 5(11.1)
A= NS 4(15.4) 0(0.0) 24(9.0) 6(2.2) 1(2.2) 0(0.0)
TIT—BHN 0(0.0) 0(0.0) 3(1.1) 0(0.0) 1(2.2) 0(0.0)
i H LR /K S SR H N 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
C— IUGHERR AN 0(0.0) 0(0.0) 2(0.7) 0(0.0) 2(4.4) 0(0.0)
[ B Y L S N 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
U R—BHIN 0(0.0) 0(0.0) 2(0.7) 1(0.4) 1(2.2) 1(2.2)
A R A 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
M7 AV HVHRRT 72— HEHN 1(3.8) 0(0.0) 1(0.4) 0(0.0) 2(4.4) 0(0.0)
CSFHfuEL S H 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
CSFYL _ERE L B 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
DEBEMQTIER 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
PR AR A L 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
JHemE SR B 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
TREIE N 1(3.8) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
s ZL7F =210 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
REBLOGEEE 4(15.4) 1(3.8) 38(14.2) 13(4.9) 4(8.9) 1(2.2)
AV 2 e 0(0.0) 0(0.0) 8(3.0) 2(0.7) 1(2.2) 1(2.2)
TS5 i BB 1 0(0.0) 0(0.0) 6(2.2) 5(1.9) 0(0.0) 0(0.0)
ARG 2(7.7) 1(3.8) 5(1.9) 0(0.0) 1(2.2) 0(0.0)
Koy am; 0(0.0) 0(0.0) 5(1.9) 1(0.4) 0(0.0) 0(0.0)




VI ¥£% (ERLOIEF)ICEETSER

HZ AR/R B-ALL

R/R Phf&tB-ALL

R/R PhEF#B-ALL

2013026535 001033113 88" 12 201202163RBx% 10

. 2601 (ZZ MRS B4R 26761 (L2 EMEFENT T2 5150 4501 (2 MR B8
BRI - ; < <

%ifg # LrL—f 71;:3 LrL—f ’1;;;3 fr—p y;j‘q’
Y W if i 1(3.8) 0(0.0) 5(1.9) 3(1.1) 0(0.0) 0(0.0)
B AU AfAE 0(0.0) 0(0.0) 4(1.5) 0(0.0) 0(0.0) 0(0.0)
K~ R AUE 0(0.0) 0(0.0) 4(1.5) 0(0.0) 1(2.2) 0(0.0)
KT VT E 2(7.7) 0(0.0) 3(1.1) 0(0.0) 1(2.2) 0(0.0)
1BV 27 MfLSE 0(0.0) 0(0.0) 3(1.1) 1(0.4) 0(0.0) 0(0.0)
& Ik 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
KFH MU A iE 0(0.0) 0(0.0) 2(0.7) 2(0.7) 0(0.0) 0(0.0)
Bl 27— L fiLAE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
E R ZVRYR ffE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
15 PRI 1S 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
EIRE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
RN 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
HEHRRBIUEAIESE 2(7.7) 0(0.0) 33(12.4) 4(1.5) 4(8.9) 1(2.2)
[ENEgS 2(7.7) 0(0.0) 19(7.1) 1(0.4) 1(2.2) 0(0.0)
B 1(3.8) 0(0.0) 9(3.4) 1(0.4) 1(2.2) 0(0.0)
sz 0(0.0) 0(0.0) 8(3.0) 1(0.4) 0(0.0) 0(0.0)
IR 0(0.0) 0(0.0) 3(1.1) 1(0.4) 0(0.0) 0(0.0)
i e 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
EILTF MR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
RAfE R 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
HEEPEK T 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
iG] 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
BRI 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 1(2.2)
ESIS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)

B, BEBIURMAROH Y

(L ) O i) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
B LR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
R EE 10(38.5) 0(0.0) 78(29.2) 16(6.0) 16(35.6) 2(4.4)
SER 5(19.2) 0(0.0) 27(10.1) 1(0.4) 5(11.1) 0(0.0)
PR 3(11.5) 0(0.0) 19(7.1) 1(0.4) 4(8.9) 0(0.0)
SEELT 0(0.0) 0(0.0) 8(3.0) 0(0.0) 4(8.9) 0(0.0)
K= 2 —r S — 2(7.7) 0(0.0) 6(2.2) 0(0.0) 0(0.0) 0(0.0)
TBIHR 1(3.8) 0(0.0) 6(2.2) 1(0.4) 0(0.0) 0(0.0)
FEIE 1(3.8) 0(0.0) 4(1.5) 1(0.4) 2(4.4) 1(2.2)
MR & 0(0.0) 0(0.0) 4(1.5) 1(0.4) 0(0.0) 0(0.0)
e 0(0.0) 0(0.0) 4(1.5) 4(1.5) 1(2.2) 0(0.0)
IRGZ RS 0(0.0) 0(0.0) 4(1.5) 0(0.0) 0(0.0) 0(0.0)
PREREE 0(0.0) 0(0.0) 3(1.1) 1(0.4) 0(0.0) 0(0.0)
LML~V OET 0(0.0) 0(0.0) 3(1.1) 1(0.4) 0(0.0) 0(0.0)
FEED O 0(0.0) 0(0.0) 3(1.1) 0(0.0) 2(4.4) 0(0.0)
EFEE 0(0.0) 0(0.0) 3(1.1) 0(0.0) 0(0.0) 0(0.0)
ALl 0(0.0) 0(0.0) 3(1.1) 0(0.0) 1(2.2) 0(0.0)
PR 0(0.0) 0(0.0) 3(1.1) 0(0.0) 0(0.0) 0(0.0)
REAEFE AR 0(0.0) 0(0.0) 3(1.1) 0(0.0) 0(0.0) 0(0.0)
R IEE 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
It rE—XR 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
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PR R IR E 0(0.0) 0(0.0) 2(0.7) 0(0.0) 2(4.4) 1(2.2)
Feh R SE IR 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
TEE) KR 0(0.0) 0(0.0) 1(0.4) 1(0.4) 1(2.2) 0(0.0)
Jib4 i 1fin. 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Tih A S 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
HEIRS IR P 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
GIEE S fautiin 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
AR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
S 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
T ERIRIK T 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
R e 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
REGIEE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
TADA TR AR 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
— B AN I 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
= SRR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
U 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
%R 1(3.8) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
71N M A 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(4.4) 0(0.0)
A 5 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
BEUR RS RE (R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
FErRRREE 1(3.8) 0(0.0) 18(6.7) 2(0.7) 3(6.7) 0(0.0)
SEELIRAE 0(0.0) 0(0.0) 6(2.2) 1(0.4) 3(6.7) 0(0.0)
K 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
KR4S 1(3.8) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
%5 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
RRE 0(0.0) 0(0.0) 2(0.7) 1(0.4) 0(0.0) 0(0.0)
MR i 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
T 0(0.0) 0(0.0) 1(0.4) 1(0.4) 1(2.2) 0(0.0)
=R 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Moo%Ly 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
y%’ﬁ/\ 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Rk 2L 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
K[k 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
BRLUREES 0(0.0) 0(0.0) 5(1.9) 0(0.0) 1(2.2) 1(2.2)
AR E 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
1AL S I P A 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
PRIEYA 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
AEIR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
EAR 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
R7a—PIEGERE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 1(2.2)
EFERBIOERE 1(3.8) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
A% 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Ji H 1. 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
iEgiisr) 1(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MRk EE, MR X OMERaEE 1(3.8) 0(0.0) 16(6.0) 4(1.5) 3(6.7) 3(6.7)
WK 1(3.8) 0(0.0) 6(2.2) 0(0.0) 0(0.0) 0(0.0)
I [ 0(0.0) 0(0.0) 5(1.9) 3(1.1) 2(4.4) 2(4.4)
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L%-o<Y 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
St 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(2.2) 1(2.2)
NIz EFhd 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
JitileE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
a7k 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
kg 6 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
Sl 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
BB FRRES 2(7.7) 0(0.0) 24(9.0) 3(1.1) 7(15.6) 2(4.4)
W5 1(3.8) 0(0.0) 11(4.1) 0(0.0) 3(6.7) 1(2.2)
EOPEIE 0(0.0) 0(0.0) 5(1.9) 1(0.4) 1(2.2) 0(0.0)
Jit e 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
Bz R w05 0(0.0) 0(0.0) 2(0.7) 0(0.0) 1(2.2) 1(2.2)
ia[hi¢ 0(0.0) 0(0.0) 2(0.7) 2(0.7) 0(0.0) 0(0.0)
SIBERER S 1(3.8) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
TUILX— PR [ % 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
ZITIE 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
BT 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
At 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
SRR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
F € S 3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
W RS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(2.2) 0(0.0)
EREE 2(7.7) 0(0.0) 16(6.0) 1(0.4) 2(4.4) 0(0.0)
LETINER 1(3.8) 0(0.0) 9(3.4) 0(0.0) 2(4.4) 0(0.0)
AL 0(0.0) 0(0.0) 6(2.2) 0(0.0) 0(0.0) 0(0.0)
1FTY 1(3.8) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 0(0.0)
Hiifn. 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0)
&3 IfL 0(0.0) 0(0.0) 1(0.4) 1(0.4) 0(0.0) 0(0.0)
MedDRA/J ver.20.0
GN/GNE
HZAAR/R B-ALL R/R B-ALL
201302653X8%° MT103-2053 8% 1V
FENRSE Bl (L2 MEARAT R B BIEK) 936 (Z2 & MEARHT o 518
HATE £JV—K J1—R3LLE £J1—K J1—R3LL |k
BIfE SR BGI S (RBLE) 8(88.9) 8(88.9) 80(86.0) 56 (60.2)
MERBE Y/ SREE 4(44.4) 4(44.4) 42(45.2) 34(36.6)
b BRI 3(33.3) 3(33.3) 14(15.1) 14(15.1)
FEENE i v BRI 0(0.0) 0(0.0) 10(10.8) 9(9.7)
M/ R E 1(11.1) 1(11.1) 15(16.1) 15(16.1)
=gl 3(33.3) 3(33.3) 18(19.4) 15(16.1)
1 ifn BRI i 3(33.3) 3(33.3) 14(15.1) 14(15.1)
U2 SERAE 3(33.3) 3(33.3) 5(5.4) 4(4.3)
B A AR R ERE 0(0.0) 0(0.0) 2(2.2) 1(1.1)
i B 2(22.2) 0(0.0) 7(7.5) 2(2.2)
TR M PN 0(0.0) 0(0.0) 7(7.5) 0(0.0)
HHERE R 4 0(0.0) 0(0.0) 1(1.1) 1(1.1)
DS 0(0.0) 0(0.0) 6(6.5) 2(2.2)
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HAAR/R B-ALL R/R B-ALL
20130265388%° MT103-20538% 1> 1V
FENRSE I (F2 RMEARAT ot 52 BI%R) 9301 (£ = MEARHT T S B8
HAFE 271 —F J1—R3L k L1 —F Z1—R3L k
HENR 0(0.0) 0(0.0) 5(5.4) 0(0.0)
IR 0(0.0) 0(0.0) 1(1.1) 0(0.0)
DEPERER A 0(0.0) 0(0.0) 1(1.1) 1(1.1)
DM IR 0(0.0) 0(0.0) 1(1.1) 1(1.1)
IREEE 0(0.0) 0(0.0) 5(5.4) 0(0.0)
RJ 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AR A 7 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AR 7 1f. 0(0.0) 0(0.0) 1(1.1) 0(0.0)
IR 5 J] [ e e 0(0.0) 0(0.0) 1(1.1) 0(0.0)
W 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BREE 5(55.6) 0(0.0) 22(23.7) 4(4.3)
ML 1(11.1) 0(0.0) 10(10.8) 0(0.0)
T 2(22.2) 0(0.0) 1(1.1) 1(1.1)
% 1(11.1) 0(0.0) 2(2.2) 0(0.0)
A 1(11.1) 0(0.0) 6(6.5) 1(1.1)
fE R 0(0.0) 0(0.0) 1(1.1) 0(0.0)
R 4(44.4) 0(0.0) 5(5.4) 2(2.2)
PR R 1(11.1) 0(0.0) 0(0.0) 0(0.0)
fiE7k 0(0.0) 0(0.0) 2(2.2) 0(0.0)
S 1(11.1) 0(0.0) 0(0.0) 0(0.0)
AL A 0(0.0) 0(0.0) 2(2.2) 0(0.0)
HE B S EE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
— - 2R EERI OB S ORE 6(66.7) 4(44.4) 62(66.7) 16(17.2)
FEEN 6 (66.7) 4(44.4) 61(65.6) 15(16.1)
W5 1(11.1) 0(0.0) 5(5.4) 1(1.1)
L 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 0D I8 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)
[y 1(11.1) 0(0.0) 1(1.1) 0(0.0)
FR R 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)
AT IR R 0(0.0) 0(0.0) 2(2.2) 1(1.1)
FFIEEREE 3(33.3) 1(11.1) 10(10.8) 10(10.8)
BEE UL ULE 3(33.3) 1(11.1) 8(8.6) 8(8.6)
JHpeE 0(0.0) 0(0.0) 1(1.1) 1(1.1)
B35 - 0(0.0) 0(0.0) 1(1.1) 1(1.1)
GEREE 5(55.6) 0(0.0) 15(16.1) 8(8.6)
AN A LR 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)
i 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AY = —F A LAY 0(0.0) 0(0.0) 1(1.1) 0(0.0)
T T I A I ARG 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BK™7 A /L A 0(0.0) 0(0.0) 1(1.1) 0(0.0)
7INER A S G 0(0.0) 0(0.0) 1(1.1) 1(1.1)
TR 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BE, PEBIUNBAPHE 1(11.1) 0(0.0) 2(2.2) 0(0.0)
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HAAR/R B-ALL R/R B-ALL
201302653 5%° MT103-205388% > 1
E= PN | I (F2 RMEARAT ot 52 BI%R) 9301 (£ = MEARHT T S B8
HAGE 271 —F 71 —FR3PL E £7L—F 71 —F3PL E
it B - 0(0.0) 0(0.0) 2(2.2) 0(0.0)
EATHED RO 1(11.1) 0(0.0) 0(0.0) 0(0.0)
R 6(66.7) 5(55.6) 32(34.4) 20(21.5)
rhEsE B 6(66.7) 3(33.3) 15(16.1) 14(15.1)
L= N 1(11.1) 0(0.0) 8(8.6) 2(2.2)
TIZ7—EHh 1(11.1) 0(0.0) 0(0.0) 0(0.0)
ifi. H LR R K SR B SR HE N 0(0.0) 0(0.0) 2(2.2) 0(0.0)
] B E L S N 2(22.2) 0(0.0) 4(4.3) 1(1.1)
U R—PHIN 1(11.1) 1(11.1) 0(0.0) 0(0.0)
MLHT A HVHRAT 72 —BHE N 0(0.0) 0(0.0) 2(2.2) 0(0.0)
REIGM 0(0.0) 0(0.0) 5(5.4) 3(3.2)
s ZL7F =N 0(0.0) 0(0.0) 2(2.2) 1(1.1)
;?;;;i;ﬁfﬁ_? 0(0.0) 0(0.0) 1(1.1) 0(0.0)
CSFR 8 0(0.0) 0(0.0) 1(1.1) 0(0.0)
i 67 2 0(0.0) 0(0.0) 1(1.1) 0(0.0)
TR s 0(0.0) 0(0.0) 1(1.1) 0(0.0)
L7 R HER 1(11.1) 0(0.0) 0(0.0) 0(0.0)
M3 7 =) F 1(11.1) 1(11.1) 0(0.0) 0(0.0)
RFBIOREEE 4(44.4) 2(22.2) 16(17.2) 10(10.8)
KAV 2 fE 0(0.0) 0(0.0) 6(6.5) 5(5.4)
JIEE 5% A S A 0(0.0) 0(0.0) 4(4.3) 3(3.2)
TARIBOE 1(11.1) 1(11.1) 1(1.1) 0(0.0)
ARV > i 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 L AE 0(0.0) 0(0.0) 3(3.2) 0(0.0)
&7 N7 E 3(33.3) 0(0.0) 3(3.2) 0(0.0)
{EH VT ILRE 2(22.2) 1(11.1) 2(2.2) 0(0.0)
& Ik 1(11.1) 0(0.0) 0(0.0) 0(0.0)
KFH NI A iE 0(0.0) 0(0.0) 3(3.2) 1(1.1)
e PR R 1 1(11.1) 0(0.0) 1(1.1) 0(0.0)
TERRBIUE A MIBES 3(33.3) 1(11.1) 12(12.9) 2(2.2)
NG Ri:3hi] 2(22.2) 1(11.1) 6(6.5) 1(1.1)
e 0(0.0) 0(0.0) 2(2.2) 1(1.1)
DU fie g 0(0.0) 0(0.0) 4(4.3) 0(0.0)
MR F 0(0.0) 0(0.0) 1(1.1) 1(1.1)
it 0(0.0) 0(0.0) 1(1.1) 0(0.0)
HHER 1(11.1) 0(0.0) 0(0.0) 0(0.0)
B, BHERBIUBMAROH Y
(S O — T B ) 1(11.1) 1(11.1) 0(0.0) 0(0.0)
SHIIRTS T PANElE 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)
SEYR 3(33.3) 0(0.0) 11(11.8) 1(1.1)
=311 2(22.2) 0(0.0) 4(4.3) 0(0.0)
K= a—m/F— 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AGEHR 0(0.0) 0(0.0) 2(2.2) 1(1.1)
SREIE 1(11.1) 0(0.0) 0(0.0) 0(0.0)
JisgsiE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
T BIRR 1(11.1) 0(0.0) 0(0.0) 0(0.0)
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H 2 AR/R B-ALL R/R B-ALL
20130265388%° MT103-20538% 1> 1V
FENRSE I (F2 RMEARAT ot 52 BI%R) 9301 (£ = MEARHT T S B8
HAFE 271 —F J1—R3L k L1 —F Z1—R3L k
SR 0(0.0) 0(0.0) 1(1.1) 0(0.0)
FEE FN 0(0.0) 0(0.0) 5(5.4) 0(0.0)
R A 1(11.1) 0(0.0) 2(2.2) 1(1.1)
TEE) R 0(0.0) 0(0.0) 1(1.1) 0(0.0)
T ERIRAR T 0(0.0) 0(0.0) 1(1.1) 1(1.1)
JEN YA SN 1(11.1) 0(0.0) 0(0.0) 0(0.0)
TADA 0(0.0) 0(0.0) 2(2.2) 0(0.0)
fii 1 0(0.0) 0(0.0) 1(1.1) 0(0.0)
FLHETE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
/537 0(0.0) 0(0.0) 1(1.1) 0(0.0)
EEE 3(33.3) 0(0.0) 2(2.2) 0(0.0)
PETLINAE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
NS 0(0.0) 0(0.0) 1(1.1) 0(0.0)
e i 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)
Fe R E 0(0.0) 0(0.0) 1(1.1) 0(0.0)
NEZAL 0(0.0) 0(0.0) 1(1.1) 0(0.0)
BEBIOREKEE 0(0.0) 0(0.0) 4(4.3) 1(1.1)
2R 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)
AR PIOAEREE 0(0.0) 0(0.0) 1(1.1) 0(0.0)
M R 0(0.0) 0(0.0) 1(1.1) 0(0.0)
kAR, MERis L OWERRRE & 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 F#E 0(0.0) 0(0.0) 1(1.1) 1(1.1)
itk 0(0.0) 0(0.0) 2(2.2) 0(0.0)
fii 7 0(0.0) 0(0.0) 2(2.2) 1(1.1)
AR 0(0.0) 0(0.0) 2(2.2) 0(0.0)
it v i i 0(0.0) 0(0.0) 1(1.1) 1(1.1)
KB RBL O TRRES 0(0.0) 0(0.0) 5(5.4) 0(0.0)
5 0(0.0) 0(0.0) 5(5.4) 0(0.0)
TR LA 0(0.0) 0(0.0) 1(1.1) 0(0.0)
AR BLUOARLE 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)
[ ES3R 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)
18 1 1(11.1) 0(0.0) 10(10.8) 4(4.3)
TAL 0(0.0) 0(0.0) 3(3.2) 0(0.0)
Hi 1. 0(0.0) 0(0.0) 1(1.1) 1(1.1)
e I 2(22.2) 1(11.1) 4(4.3) 1(1.1)
B U L A A 0(0.0) 0(0.0) 6(6.5) 2(2.2)
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9. EFERERHRICRIZTEE
FESN TR

10. BEERS
13. BEHRES
FER 18R AT D B IZIBNT, 1 H 30 ng/m* (e Kt &, HELEH B4 2 %) 25 5 LIz 18I A aE )
T A NI AL B EGERE K O B B R A PEO BAE R DR BN BLL I EOME R H D,

<tz >

WEINERR SRR O RS R SERE L,

1H30 pg/m*>(MTD,/HEE B AR 2 5) 2% G- LI 1N A f &2 >4 CRS K ONE IS AR BEE G RE 2 PO e 72
DARENRBLUIZEOWENH DT B GRHIE, #0NIC B G RRL, B OREEZ o BigsL, B
WGRD LN B ITIHIERITIG CTo R HEFIEZITIZ &

1. ERALEDIEE

14 BARALEDEE

141 EFIFEBFOTE

1411 FEFHHK3 mLEARFN O SATIVOWNEEZIR> THEFEPIZIEAL, IROTICNEDERRITHEL,
it 52 & %D B 3.1 mL., Fc i 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

THDERIHEDTHD,
14.1.3 AN TR LTI DRI S O iR Th DR 3720 ) HBLHERB 21T 2 &0 AR DIRRITEE

~ BB DUE T Do AHN DOV TND UTIEEL TSRS A L2228,

141.4 KENXT7 ZNVEEY (2-=F )v~F V) (DEHP) LT DLk A 5/l REME 5728 . DEHP
EEA T DM Ny AR T DIy N, R OMIE T 2 — 7 O IR D2k, Fo AT A
TANA—TIEE TRATY 2 T —InDIRZ R EREEEDOL O E WL L,

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

14.1.6 14. 1.5DWE Sy 7 (2R 22 EALR5.5 mLa MR AN R VIR DNENLT A WO LORRIR IR 975, Wi
R EALIR OARE IR U FEHR T HI L,

141.7 1, K22 B E 2141 1 TERENEEM LT AT VS LERE 2 B0 H Uik S 7 I BRI Z .,
WIS ANLTZ 72 W IR 32, A AR XY BEEE 3528,

K1 EHROEIEOFIR (IKE45 kgbh ED )

R PRI 270 mL
iR 2 AR 5.5 mL
& e 5-1E T AFNER SRR LN B
24 10 mL/IRf 0.83 mL
169 pg 481 RH 5 mL/ ] 1.7 mL
T2 ] 3.3 mL/IH¢ ] 2.5 mL
96 ] 2.5 mL/IF¢ ] 3.3 mL
Q4[] 10 mL/ M 2.6 mL
128 g 48HHF [ 5 mL/ ] 5.2 mL
T2 3.3 mL/IH¢ ] 8 mL
9B [ 2.5 mL/IH¢ ] 10.7 mL




e (FHEDIESE)ICETSIEH
22 FEHHEOFRENEO IR (IKE45 kg RO EFH)
PRI 270 mL
TR 2 EALIR 5.5 mL
& e 5 RERT TN RZ M FE (m?) ARHN BRI N B
1.5-1.59 0.7 ml.
1.4-1.49 0.66 ml.
1.3-1.39 0.61 ml.
1.2-1.29 0.56 ml.
11-1.19 0.52 ml.
1-1.09 0.47 ml.
241 10 ml./ IS 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 1.1ml
11-1.19 1 ml
1-1.09 0.94 ml.
48IRFH 5 mlL/ I 0.9-0.99 0.85 ml.
0.8-0.89 0.76 mlL.
0.7-0.79 0.67 mL
0.6-0.69 0.57 mL
0.5-0.59 0.48 mlL.
) 0.4-0.49 0.39 ml.
LH5 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
11-1.19 1.6 mL
1-1.09 1.4 mL
TIN5 3.3 mL/ 5T 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
L1-1.19 2.1 ml
1-1.09 1.9 mL
I6FH 2.5 mL/IE i 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.
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& e G- RER TN A F 1 AE (m?) ARHN BRI 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
2ATF T 10 ml/IE i 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,
11-1.19 3.1 ml,
1-1.09 2.8 ml.
A8 5 mlL/ 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 mL
1.2-1.29 5.1 ml
11-1.19 4.7 ml.
1-1.09 4.2 ml.
T2 3.3 ml/ I 0.9-0.99 3.8 ml.
0.8-0.89 3.4 ml,
0.7-0.79 3 ml,
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 mlL
1.3-1.39 7.3 mlL
1.2-1.29 6.8 ml.
1L1-1.19 6.2 ml.
1-1.09 5.7 mL
96T 2.5 ml/IE i 0.9-0.99 5.1 ml
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8.1 Pregnancy
Risk Summary
Based on its mechanism of action, BLINCYTO may cause fetal harm when administered to a pregnant woman
[see Clinical Pharmacology (12.1)]. There are no available data on the use of BLINCYTO in pregnant women
to evaluate for a drug—associated risk. In animal reproduction studies, a murine surrogate molecule

administered to pregnant mice crossed the placental barrier (see Data).

Blinatumomab causes T—cell activation and cytokine release; immune activation may compromise pregnancy
maintenance. In addition, based on expression of CD19 on B—cells and the finding of B—cell depletion in
non—pregnant animals, blinatumomab can cause B—cell lymphocytopenia in infants exposed to blinatumomab
in—utero. Advise pregnant women of the potential risk to a fetus.

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
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lymphocytopenia, advise patients not to breastfeed during treatment with BLINCYTO and for 48 hours after
the last dose.

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.

BRI E & (EU) iR {4 X E L DECEL (202552 A K i : 2025552 A EThiv)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

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

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.

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).

(2/MNREICRT HRCE
RFRICBITHEFACIII A SCED 9.7 /N | OIRIILL T O L0 THY | KE K OB DU S 1%
D,
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KERMTXELEDECH (202542 A B 5 : 2024412 A RETHR)

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 intravenously or orally, 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 Benzyl Alcohol Toxicity in Neonates

Serious adverse reactions, including fatal reactions and the “gasping syndrome,” have been reported in very
low birth weight (VLBW) neonates born weighing less than 1500 g, and early preterm neonates (infants born
less than 34 weeks gestational age) who received intravenous drugs containing benzyl alcohol as a
preservative. Early preterm VLBW neonates may be more likely to develop these reactions, because they
may be less able to metabolize benzyl alcohol /see Use in Specific Populations (8.4)].

Use the preservative—free preparations of BLINCYTO where possible in neonates. When prescribing
BLINCYTO (with preservative) for neonatal patients, consider the combined daily metabolic load of benzyl
alcohol from all sources including BLINCYTO (with preservative), other products containing benzyl alcohol
or other excipients (e.g., ethanol, propylene glycol) which compete with benzyl alcohol for the same
metabolic pathway.

Monitor neonatal patients receiving BLINCYTO (with preservative) for new or worsening metabolic acidosis.
The minimum amount of benzyl alcohol at which serious adverse reactions may occur in neonates is not
known. The BLINCYTO 72-Hour bag (with preservative) and 96—-Hour bag (with preservative) contain 2.5
mg of benzyl alcohol per mL, and the 7-Day bag (with preservative) contains 7.4 mg of benzyl alcohol per
mL. The administration of BLINCYTO as a 72-hour, 96-hour, and 7—day infusion is not recommended for
patients weighing less than 5.4 kg /see Use in Specific Populations (8.4)].

8.4 Pediatric Use
The safety and efficacy of BLINCYTO in pediatric patients less than 1 month of age have not been
established for any indication /see Indications and Usage (1)].

Minimal Residual Disease (MRD)-Positive B—cell Precursor ALL

The safety and efficacy of BLINCYTO for the treatment of CD19—positive B-cell precursor acute
lymphoblastic leukemia (ALL) in first or second complete remission with minimal residual disease (MRD)
greater than or equal to 0.1% have been established in pediatric patients one month and older. Use of
BLINCYTO is supported by evidence from two randomized, controlled trials (Study AALL1331,
NCT02101853 and Study 20120215, NCT02393859) /see Clinical Studies (14.3)]in pediatric patients with
first relapsed B-cell precursor ALL. Both studies included pediatric patients with MRD-positive B—cell
precursor ALL. The studies included pediatric patients treated with BLINCYTO in the following age groups:
6 infants (1 month up to less than 2 years), 165 children (2 years up to less than 12 years), and 70 adolescents
(12 years to less than 17 years). In general, the adverse reactions in BLINCYTO-treated pediatric patients
were similar in type to those seen in adult patients with MRD—positive ALL /see Adverse Reactions (6.1)),
and no differences in safety were observed between the different pediatric age subgroups.

Relapsed or Refractory B—cell Precursor ALL
The safety and efficacy of BLINCYTO have been established in pediatric patients one month and older with
relapsed or refractory B—cell precursor ALL. Use of BLINCYTO is supported by a single—arm trial in
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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 /see Clinical Studies (14.2)].

In general, the adverse reactions in BLINCYTO-treated pediatric patients with relapsed or refractory ALL
were similar in type to those seen in adult patients with relapsed or refractory B—cell precursor ALL /see
Adverse Reactions (6.1)]. Adverse reactions that were observed more frequently (> 10% difference) in the
pediatric population compared to the adult population were pyrexia (80% vs. 61%), hypertension (26% vs. 8%),
anemia (41% vs. 24%), infusion—related reaction (49% vs. 34%), thrombocytopenia (34% vs. 21%), leukopenia
(24% vs. 11%), and weight increased (17% vs. 6%).

In pediatric patients less than 2 years old (infants) with relapsed or refractory ALL, the incidence of
neurologic toxicities was not significantly different than for the other age groups, but its manifestations were
different; the only event terms reported were agitation, headache, insomnia, somnolence, and irritability.
Infants also had an increased incidence of hypokalemia (50%) compared to other pediatric age cohorts (15—
20%) or adults (17%).

B—cell Precursor ALL in the Consolidation Phase

The safety and efficacy of BLINCYTO for the treatment of Philadelphia—chromosome negative B—cell
precursor ALL in the consolidation phase have been established in pediatric patients one month and older.
Use of BLINCYTO for this indication is supported by extrapolation from a randomized controlled study in
adults (Study E1910, NCT02003222) and evidence from two randomized, controlled studies in pediatric
patients (Study 20120215 and Study AALL1331) /see Adverse Reactions (6.1), Use in Specific Populations
(8.4), Clinical Pharmacology (12.3), and Clinical Studies (14.3)].

Benzyl Alcohol Toxicity in Neonates

Serious and fatal adverse reactions, including “gasping syndrome,” can occur in very low birth weight
(VLBW) neonates born weighing less than 1500 g, and early preterm neonates (infants born less than 34
weeks gestational age) treated with benzyl alcohol-preserved drugs intravenously. The “gasping syndrome”
is characterized by central nervous system depression, metabolic acidosis, and gasping respirations. In
these cases, benzyl alcohol dosages of 99 to 234 mg/kg/day produced high concentrations of benzyl
alcohol and its metabolite in the blood and urine (blood concentration of benzyl alcohol were 0.61 to 1.378
mmol/L). Additional adverse reactions included gradual neurological deterioration, seizures, intracranial
hemorrhage, hematologic abnormalities, skin breakdown, hepatic and renal failure, hypotension,
bradycardia, and cardiovascular collapse. The minimum amount of benzyl alcohol at which serious adverse

reactions may occur in neonates is not known /see Warnings and Precautions (5.12)].

Use the preservative—free formulations of BLINCYTO where possible in neonates. When prescribing
BLINCYTO (with preservative) in neonatal patients, consider the combined daily metabolic load of benzyl
alcohol from all sources including BLINCYTO (with preservative). The BLINCYTO 72-Hour bag (with
preservative) and 96—Hour bag (with preservative) contain 2.5 mg of benzyl alcohol per mL, and the 7—
Day bag (with preservative) contains 7.4 mg of benzyl alcohol per mL. The administration of BLINCYTO
as a 72-hour, 96-hour, and 7—-day infusion is not recommended for patients weighing less than 5.4 kg /see
Warnings and Precautions (5.12)].

Benzyl alcohol administration may contribute to metabolic acidosis in pediatric patients, particularly those
with immaturity of the metabolic pathway for alcohol, or those with underlying conditions or receiving
concomitant medications that could predispose to acid base imbalance. Monitor these patients during use
of BLINCYTO (with preservative) for new or worsening metabolic acidosis.

10 OVERDOSAGE
Overdoses have been observed, including one adult patient who received 133—fold the recommended
therapeutic dose of BLINCYTO delivered over a short duration.
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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)].

Overdoses resulted in adverse reactions, which were consistent with the reactions observed at the
recommended dosage and included fever, tremors, and headache. In the event of overdose, interrupt the
infusion, monitor the patient for signs of adverse reactions, and provide supportive care /see Warnings and
Precautions (5.10)]. Consider re—initiation of BLINCYTO at the recommended dosage when all adverse
reactions have resolved and no earlier than 12 hours after interruption of the infusion /see Dosage and
Administration (2.1, 2.2 and 2.3)].

BRI E S (EU) iR 3XE L DT EL (202552 B B : 202542 A REThR)

4.2 Posology and method of administration

In paediatric patients, dexamethasone 5 mg/m? (not to exceed 20 mg) should be administered prior to the
first dose of BLINCYTO in the first cycle and when restarting an infusion after an interruption of 4 or more
hours in the first cycle.

Special populations

Paediatric population

There is limited experience with BLINCYTO in children < 1 year of age. Currently available data in children
are described in sections 4.8 and 5.1.

4.8 Undesirable effects
Paediatric population
The safety and effectiveness of BLINCYTO have been evaluated in paediatric patients with Philadelphia

chromosome negative relapsed or refractory B—cell precursor ALL in two open label studies: a single—arm
Phase 1/11 study (MT103-205) and a randomised, controlled Phase III study (20120215).

Study MT103-205 was a dose escalation/evaluation study in paediatric patients with relapsed or refractory
B-cell precursor ALL in a phase I/1l, single-arm dose escalation/evaluation study (MT103- 205), in which
70 patients, aged 7 months to 17 years, were treated with the recommended dosage regimen.

The most frequently reported serious adverse reactions 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%).

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 reactions were similar across different paediatric subgroups (gender,
age and geographic region).

At a dose higher than the recommended dose in study MT103-205, 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.

BLINCYTO has also been evaluated in paediatric patients with high—risk first relapsed B—cell precursor
ALL in a randomised, controlled, open—label phase III study (20120215), in which 54 patients, aged 1 to
18 years, were treated with the recommended dosage regimen for high—risk first relapsed B—cell precursor
ALL. The safety profile of BLINCYTO in study 20120215 is consistent with that of the studied paediatric
relapsed or refractory B—cell precursor ALL population.
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