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1.6 FNEBE AR S
TVFVEST 1

1.6 SNEICETSERRKEFICET 2EH
1.6.1 SEICE T LHERIKRF

2018 4 6 H 30 HEIFE, 7 U TV~ T ILKEROKRMNZ ETe 56 D ETHERINLTWD, EEE
TORGIRMOFEMAZ T 1.6-1 I~ LT,

e, wol <, (I - i |
I 5. 2017 4E 6 H 28 HICAE®R WAL LOBKEICBIT L7 4 FTNT 4T
Gt AR Rk B SO X EEEME B RS ESNE Y S B S %3 2 5@ S YE R EE 21T - 72,

= 1.6-1 FEEDFAEIKR
=4 W 7e4 KERAEHH ZhEE - ZhR
k[E | BLINCYTO® | 20144E 12 H3 H | RABREICBIT D7 4 7TV 7 1 7 YO IREEME R U
GRGEE7&GR) HEAPE B RIBSMIALIERNE U o g5
2016 4E- 8 H 30 H | /NEEBHE (KE45kg RIGO-BE) BT 7 47T
7 4 T YRR FR XA B RIBRMAR A Y v
=Nk
201747 H 11 B | R AR OVNEABEIZBIT 2 B8 SUTHEEME B BB E
(5E27KER) U A = RS

2018 -3 A 29 H | RAKOVNEBRFEIZEIT 5 0.1% L EOBUNETFR A 2 H
GRERAGR) T 58— T T EAR O B BTERE SN Y SR

ik

RicsM | BLINCYTO® | 201545 11 A 23 B | RABFICBIT D7 4 7TV 7 ¢ 7Y IREME R UL
(ST KGR #EAVE B BIERSARIERYE Y 23k A IR

20184FE 6 H 18 A | (RABEICBIT D7 4 7T V7 ¢ 7 YetaRFaM: FR3 ST
(GEATKGR) #EAVE B BIBSHIARIERYE Y o3 A ISR

162 FEEDORNXE

SKE K ORRIN DOFRAT SCEOWE A 1.62.1 TN 1.622 1077, £72. KE KON O SCED R
L. W ERET —% 2 — R~ (CDS) DR EIRMT 5,




1.6 FNEBE AR S
TVFVEST 2

1.6.2.1 XEFRMNIXEOHE (FIR)
KEBA LEOMEAZ L FIORT, MEOHAFZIIRLOEAERFICEDET,

Wr7es /IRFE=tt4
BLINCYTO/Amgen Inc.

R WA N A U BHE R R O E

C o RHNEEELEBRE T, EMERNT IRICELBENDOH LA NI A v HHE R
(CRS) 7N3&E L7z, HELRICHE » CAFZ W Tk 5 2L [Hik- A8 (B23HE) | &5
EOER EorEE (B511E) 5],
KNP G5 LT-BET, BEETEMEZENT UIEICELBEND H HAREIENRER L, #
TG CARAIZ W TP i35 28 [k - HE B23H) | BEROWHH EoEE GF
521H) 2],

1 Zhie - SR
1.1 BUNERERZAGYE B ASS#HarE ALL

ARENL, 0.1%LL EORUNRAFIRAE 2T 55— XILH B o B miBEMAatEarE Y o S i
DR VN OTRIF &I & 35,

AW IE, MRD Z8303E MR F AR A 07 — 2 IS & | &R N TRRB I
7= A3 B AROMET, MRAEAIEER CHRIA HMEEZ R T 2 Z EB3E&MF L EhTn
Do
1.2 BREUTEEYED B MU ALL

AANT, FEIESUTEAMED B AIBRAIIRIE RN Y o E AR (ALL) Ok A K OVINE O 15 4 i
e D,

2 A - &

2.1 NIRRT B AUBKAEIETE ALL OJR5R

o R — AU, BAFEL LTAKZ | A 7 AEE Lictk, BR 3 A 7 0 F CHIE DL
21T

o RFIOEAFRE X ITHE DIRIED 1A 7 %, 28 BHEEGEE & Zhicki< 14 H B ORSR
W65 (GH42 BIF) .

o HBENEREBIOHIEHEN PR P a— W3k 1 22RO &, 45kg UL EOBEIZITEEH &
ZPeE L. 45 kg KD BFIITBE OREER (BSA) »oREEELRET S,



1.6 FNEBE AR S
TV FVEwT 3

& 1 WNEHFRZEBY B AISRMEMSE ALL OBRICE T 5FFIOHERERUVR 7P a—)L

BERE BENRE
FA o 45 kg LA I 45 kg A
(B E /) (BSA #7111 4)
BARIED 1A 7 IVE
1~28 HH 1 H28ug 1 H 15 pg/m?
(1 A28ug 28z 700> &)
29~42 H H 14 H ORI 14 H A OIRSEH ]
HiE HFEEED 2~4 %A1 7 )L H
1~28 HE 1 H28pg 1 H 15 pg/m?
(1 H28ug 28200 = &)
29~42 H H 14 A M ORIEHIH 14 H [ OIRIEHRH

o I HAINVEDOEYOI HEE 2V A 7 VEORYO 2 HREIX, AFBENAHERIND, DEOS
YA 7 NVORER O (5% 4 RERILLEHRE L72356%) Ion ik, EREFEEICLD
B SUIABERHERE S L D
o BUNERAFINZEGNE B AiBSMIRErE ALL (ZXH 5 7 L K= > XILIAE O AN L DRI 5-
- BABEOLGE. &V A 7 NV OXRAWIEE AT, & 5-8816 1 FFRIATIC 7 L F=Y" 100 mg
RN 5 SUTFZEOFER (B 7T A XY > 16 mg) ZRiEST 5,
- NRBEOLGA. 1A 7V HORAWIER G L O A 7V H T 4 RFELLEPETR &
BT, T A XYV 5mgm® (k20 mg) Z R GT 5,
o  AKHlOEE
- 24 FFESUT 48 IR DT 5 B GAZOW T 25 HAZ RO Z &
- WHEEREZAET D 09%H T MU U AESR (USP, 0.9% X AT va—LEf) &M
W2 7 B GACOW TS 26 HEZBRO Z &, KE 2 kg A EOBEICHEm TS Z LA
T& 5, 22kg RO BEITITHELE L 2200,

22 FESUIEEATED B fIBEME ALL OIEH

AR —AX, AL L LCRBIZRR 2P A 75 L, E6I23 YA 7 L& HifE OFE
ELTHEE L%, K4V A 70 TREIRIEZTT O,

ARFN OO H ARV ST HUE OFRIED 1A 7 %, 28 AR EE L 2 ki< 14 B OARIE
W65 (GH42 HIFD .

AR OREREHRAED 1 A 7 V1F, 28 HREIFEEE & 2l < 56 HFRIORIESIFH 722
(Gt 84 HIHD .

BERENOHIEHBE L PR P a—dk 2 25O &, 45kg DL EOBFITILEEH
PG L. 45 kg RGO BEITIZEF OREEME (BSA) oG EAZRHIT 2,

il



1.6 FNEBE AR S
TVFVEST 4

& 2 BRXIIFHAMO B MY ALL DBRICETAFFNOHERERVR 721 —)L

BERE BENRE
¥ 7L 45kg LI I 45 kg A
(L EH &) (BSA #HIE/H &)
HNFEO 1LY A 7 VHE
1~7 HH 1 H9pg 1 H 5 pg/m?
(1 A9ug #2720 = &)
8~28 HH 1 H28pg 1 A 15 pg/m?
(1 H28ug 282700 = &)
29~42 HH 14 H M OIKRIEHIM 14 A M ORIEHIH
HNFEO2 YA 7 VA
1~28 HH 1 H28pg 1 H 15 pg/m?
(1 A28ug 28z 200> &)
29~42 HH 14 H A OIRIEI ] 14 H [ OIRSEHART
HIFEDIEED 3~5 A 7 LA
1~28 HH 1 H28pg 1 A 15 pg/m?
(1 A28ug 28z 20>> &)
29~42 HH 14 H [ OIRIEHAR 14 H [ OIRSEHAR
AkfEIRIE D 6~9 A 7V H
1~28 HH 1 H28pug 1 H 15 pg/m?
(1 H28ug 2882700 = &)
29~84 A H 56 H ORI 56 H [FORFEMAIH

o 1V AINVADORYD HEE 2V A 7 VEHDOKRMD 2 B, ABifiRsns, o4

P A 7 VOB KLOFE (5% 4 REL BRI L725GE6%) 20T, EREEFEICED

B I ABER R S D,

o TXYRXXVUOREE

- RABFOYE. &V A 7V ORMPEE AT, HERT QYA 7 VEO8 AR | KDY
4 WEFHICA Bt |23 5- 2 B BIE. BB | RERRIRTIC 7 % A % ' 20 mg & Rl
535,

- NRBEOSE. 1A 7 VHORAIER A HERT (1A 27 VEDO -8 HAS) | K
W1 YA 7 VAT 4 ReHLL Bl Ic B 52 T 288, 7% 2%V 0 Ssmgm? (Fiek
20mg) EEMHEST 5,

o KAlDOFE

- 24T 48 FRHIC DT D GAZOWTITE 25 HA SO Z &

- WEEREET D 09%ME T N U U AESKR (USP, 0.9% X LT va—LEh) & H
W2 7 AR EICOWTIZNE 2.6 HEBRO Z L, (KB 2kg I EOBEICERTH 2 L2
T& 5, 22kg RO BFITITHELE L 220,

23 HEME

AEFERIZL LMW T AUNOGEIL. DY A 7 BT 2 PmiE o B 25 ThF 28 A
DEEGETR YA 7L LTHkRT 5, AEFERICL DTN 8 HLLEOSZET, Hiiziad A 7
NEBRT D,
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1.6 FNEBE AR S

& 3 FHIHITLAERE

w7

7L —F*

45 kg LI ED RS 45 kg A D BT

A ML T L—R3
HE e

(CRS)

BET 5 ETARZTW L, 20 [EETLIETAFZTBHL, 0
%1 H9ug CHMT D, HENE %1 H 5Spgm? CHET S, ik
FELRWEAIE, 7H%ZIZTA WEFELRWGEEIE, 7 BRI
28 ug FCHEIRT 5, 1 H 15 pg/m? £ CHEHET 5,

J1L— K4

Az FERCHIET D,

P wEE TR

2 LA EREDES G E, AAlZE2ICTIET D,

J1L—NK3

JL—FR1 (BE) LTFICRsE Z1L—FKR1 (BE) LTICRSE
TAKIAZ 3 HELLEFWE L, 20 TAKA 3 HELLEfE L, 2o
#% 1 H9ug THET D, BESAH %1 H 5Sugm> CTHET S, &t

HLARWGAE, 7HKRICL A
28pg FTHET D, 1 H9pg T
BN b NG E T EED
HOEIEIZ 8 UL L& E L 755
X, FAlZ RIS 5,

DEFR LARWGEEIE, 7 BRI

1 H15pgm?> £ THETH, 1 H
5 pg/m? TEMENRD b HEX
EEME B DORIEIZ 8 AL LA H
LI2Haid, KAl el hikd
Do

JL—1K4

ANz R T IS D,

ZTOMDOEEEN) 71—k 3
\CEEREIER

ZL— K1 (BE) UTIZhRdE
TAFZFW L, £D% 1 H9pg
THT D, #ENER LW
A%, 7 H%IZ 1 H 28 ug £ THY

B4 5, #ENSOEIEIZ 15 B

UL EZEZLIEGEIT, AFlE s
Wfikd %,

ZL—R1 (BE) LTIk sE
TAHFNZ R L, D% 1 H
5pg/m? CHEHET 5, wHENAHEREL
WAL, THZIZTH

15 pg/m? £ TH&ET 5, BEND
DOEHEIZ 15 HEL EZ B LI25GH
I, AR EEEICHIET 5,

J1L— K4

AAlZ =TT 5 2 L2 BEd 5,

* FEFLUEHESY (CTCAE) TS5, VL —R3IFEE, ZL— R4 3EGEENTELTH 5.

24 FHH

FHGER (G ARRHER G2 ET) ZRERICIA D720, REIRTHE (BEEE2aT)
KO GBI 2RISR WD 2 PO TEETH L EELAOEH Lo (5 5.10 H)

ZH]

AENT, 24 B (REARIFEEGA) B L <I1L 48 R (RIFERIFESA) . XU 7 AR (RTEAIE
B) T CEREGT 5, B 5ERNL. Wik > 7 OASHBEE K OVBE OIRE 2 EE L CHYERN
BIRT 5, 7 B GILAE 22 kg RO BB ITITHESE L 220,

ARANORE, g, JKOBT

- 24U 48 IR DT 5 B GAZOW T 25 HEZHRD Z &

- HEEREAT 5 09%H T N U U AEFHKR (USP, 0.9%~X> YT v a— I E4y) % H
W2 7 B EAZOWTIERE 2.6 HAZ MO Z &, (KE 22 kg UL EOBHIZFRATRETH
Do 22 kg AW O BEITITHERE L 7200,

AFN ORI ORI B9 22 & 585413 1-800-77-AMGEN  (1-800-772-6436) (@& 3 5 =

CEO




1.6 FNEBE AR S
TV FVEwT 6

241 MEEEFHR

KA AL T OVIPIEMRFA 2 G/ LTV W, EFE 2 TR 2 BT B E R 2 BB 1T

DT b, FMRIGY Ao, LTOMEERE (2720, ZhBIZRH R0 I2iE> TARAIA

RS D,

e USP<797> & L7 Misk CAAIZ TG 5,

e ISOZ 7ASLEDERY— REHWTAKIZFHIMT 5,

o HFHHROEAFHT Y TICHURREEENREINTWDL Z L2 E#MNE=4 Y /I X
RN N

o EEFEDVHUEMIESHE O B ERIE L RSB 2@ 24 < T\ D Z & 2R
A

o EEFEDWEUPERE OFEEZEH L TND I L E2/HERT 5,

o TREVCERENDHESINTND Z & E2MHERT D,

242 Ny —UNE
AREN 1 3 i = DNIAREFN 1A TV LR L TECIR 1 5 TR EEN TN D,
o KRB OVEMREIR L EMIRZHE A LW 2 & BREIKIL, REID Sy r— 28 £,
KEN G S~ 7R T 22— TR AET DD &P T2, R LI AHI %2 5 R ik S
v xa—7 47T H5ENTHERT S,
o W EEMMTDHIEDIIAKN 2 Xy =V LU EENELTHIERH D,

243 FEEAMEEH

BL7 2T U, IRDNRE T 2 FREER H 5720, RFNIEL. 7 X NVERY =F L ~F )L

(DEHP) &G L7guy,

o NUAL T8 DEHP # 5 £72PVC |, I —F v v =/L (EVA) HOMK N> 7
SR Tty NEERT S,

e HRUAL T B DEHP #5720 PVC B, XX EVA B OWRT = —7 2 EMT 5,

2.5 KD 24 W T 48 RffEl 4 5
2.5.1 24 WG T 48 BEREE 5 F O ARAgR S » 7 O
BARFNERHL S > 7 OIS & & Rl BRI A R T 2, RAEZRUNRICMZ D720, & 4~F
6 IR A B AR 7 &S 5,
o K 4:{KH4ISkgll LoBE
o K 5KUVFE 6: KHE 45 kg R0 EEH

1. 0.9%H ) b U 7 L3RS (USP) 270 mL Z#ii /N > Z I BEIZINZ 5,

2. 0.9%HE L) b U U AESE (USP) DS Ao 7ol S v 7102, iR E(LiR 5.5 mL % JEICHE
To Ny T ONEMEIASNLTZ /20K 9 BITIRT 2, Kl HOBRE EIRE ETe 1 TV
TEHET D,



1.6 FNEBE AR S

TV Ve~ T

IR U= AR % 0.9%5 T R U v LATESHE (USP) & @ik 2 EALIR SN - -l 7S < 7\ 4T
MicEd [HE - HE G252 2] . Ny TONEWEIEIN T 720 L 2 IR

60

o VRRELT-ABIOREIZONWTIEFHR 4~6 25RO L,
4. EEEET T, 02 umEKEA > T A > 7 4V F—Z B AT T2 @RS v 2T 2 — 7 2

URRNDRAR

o WRT 2 —TIIFEAR T LHEAERH D Z & 2R T 5,

5. WSy InBER AR, U REAR Y T AT 25 A I CEE TH D, FHR
LIEHR OB TR T 2 — T % 77 A I 73252 &, 0.9%H{bT MY o A3EHHK (USP)

TTI7A4A I 7 LTUIR B,

6. ELIZHEHLARWESIZ2~8°C TRIET S [Hik - HiE (273 28],

x4 KRESKgULOBE  BRAVIITMAZEE

0.9%¥ kT U o AWESHKR, USP (BIfAA &) 270 mL

TR 2 e LI 5.5mL
5 Ffoe i 5-RFE 1 5l TR U 72 AH

24 W5 10 mL/h 0.83 mL

I H 9 ue 48 W5 5mL/h 17 mL

24 W5 10 mL/h 2.6 mL

1 H 28 ne 48 FFFE 5mL/h 52 mL*

*1 H 28 pg DA EZIEE 5mL/Mh T 48 FEf2NT TR T 285613, AFI2 Xy r—URNRBICKLETH B,

% 5 (hE45kg RBOBE : 1 A 5 pgm? REBICHE/ Ny JISMZ R

0.9% T NV 7 AjESK, USP (Bt & 270 mL
T 22 EAGR 5.5mL
BhHE Figt % 501 P G BSA (m?) 0 A N
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
1.1-1.19 0.52 mL
, 1-1.09 0.47 mL
1 H 5pug/m 24 I 10 mL/h 0.9 099 023 L
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 mL
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
5 1-1.09 0.94 mL
1 A 5pg/m 48 P 5mL/h 0.9-0.9 085 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




TV Ve~ T

1.6 FNEBE AR S

& 6 AEAIASkgFRBHDEE 18 15 uyg/m? FERHICME/ NNV TICMASB=E

0.9%E kT N U U AjEFHR, USP (BRMARE) 270 mL
ik 22 AR 5.5 mL
Beh & Ffoe s 5-R5E B b3k BSA (m?) by AN |
1.5-1.59 2.1 mL
14-1.49 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
1 H 15 pg/m 24 FEH] 10 mL/h 59099 3l
0.8 —0.89 1.1 mL
0.7-0.79 1 mL
0.6 —0.69 0.86 mL
0.5—10.59 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*
1.1-1.19 3.1 mL*
) 1-1.09 2.8 mL
1 H 15 pg/m 48 FER 5mL/h 09099 S eml
0.8 —0.89 23 mL
0.7-0.79 2 mL
0.6 —0.69 1.7mL
0.5-0.59 1.4 mL
0.4—0.49 1.2 mL

*BSA 3 1.09m> 1 2BFIC 1 A 15 pg/m? O A EZHE 5 mL/Mh T 48 FEF T TG T 25613, AHI2 Sy
TV RPHEICKLETH D,

2.5.2 ARH|DOYfE

1. RIFFAZEH L2OES K (USP) 3 mL % S RICEEE TIE/2 <, RFINA TV ORE
HZIR T TINZ D (RAIOFRMIREIL 125 ug/mL & 72 %)

o A EEIREEM M LN &,

2. WNEWZBEIZIENLIZ N E DL Bl ZH#< KO IEMT 5, IBE D Lz &y

3. AR OGRS, IR OWIRICRL IRESRE AN RN L2 BRRICE VERT 5, &
i ts ORI~ DT NIIEERZ £ T 2 BO~READIRE 725, IWIRINEE ST LT
WA AITER Lz &y,

253 &5

AANTIEAR 72 DT —EIRETRRHET 5, R 37e /77 0 @eafi L, vy’
DHEET, =T A h~w—TR<, 77— LKEZATHZ &,

LU AR N > 7 DAL - AR (5251 1H) 28] % 24 BRI XX 48 B2 TS5
Zals

BlthAEE 270mL) X, BT = —T D7 T4 I U AT DI1E0, AAIHIE &4 i3I8
I 572010, BEICEREGT25E 240mL) 2@z 58ET 5,



1.6 SMESE ARG
TV Ve~ T 9

PR L ToNw T OIEJF T SV OFRRIZHEV, BLFICR T W0 —E & G #E CARFIOFIK
w595,

- BEHEEE 10 mL/h C 24 BERE, XX

- BG5S mL/h T 48 FEH
AENOVERITIEFRBNED & 2 7 EFEAE 02 um IRE A > T A > 7 4 VX —Z B0 AT 7=l
Fa—TENLTHELETD,

ARARER A« FECHIR N 7SR RFNO ST A~ ATHARN A T —T Va7 7 v v
2 LN Z &, Ny VR IR GE TRO 7 7 v I ViE#R G- L7220 . Z0E0F
JENEC DR H D, vV FN—RX U GRA T —T Ve DTG T 25813, A2 H
HL—A v inb# 535,

Be e TIRE, ARFIORME IR EIR S » 7 B OHR T 2 — 71258 > TV A58 13 2 L o#l
NIV BEHET B

26 WEEHZAT2EEEERZ AW AHI O 7 1S
IREE 22 kg A D BFITITHERE Loy [EE L O Lors (65 5.12 ) WM R L=~
DG (5 8.41H) M)

2.6.1 AAlD 7 A EEG @RS > 7 OFH
RENDFHIL S » 7 OIST 8 K OFFe e 5- R & st 3~ 5, BIRERA RIKBICIMZ 5720, K

RO/ > 7 &Rl 213K 7 ISR SN AREEAHERT 5,

1. BEEMNEZAET 2 0.9%MbT MY U LS (USP) 90 mL % ZZ Dk /N v 7 W BRI 2
%,

2. ABEIEIEOAN S 2w Y 70, iR Z EANIK 2.2 mL 2 EEICE T, Ny T ONEW AT
SETE TRV R D FRINTIRTNT 5 ROEH OR L EALIR & B oA T VITBEET D,

3. VMR LT AR AR BRI L SR EARIR 2 DN ZICREICE T DRk - R GR
2623) W] . Ny T ORNEMETISLIZ /20 K0 §NZIRINT 5,

o BMRULIEAFIOREIZOWTIIR 72RO L,

4. 09%MEALTF R U U LEHIK (USP) Z &K E 110 mL & 725 K 9 (iR v 7 ISR AN
2D (RUVNAT N a—)VORKIBEIL0.74% L 70 D) o Ny T ONEWEIASLTZ 720K D F
IR 5,

o 09%HE T MU U AESNK (USP) ORBEIZHOWTIER 72RO &,

5. BEESEMTC. BNy ZICEIRT 2 — 7 2RO T S, 7 ARG RER Sy 7 TiEA T
AT AN —IEIR N,

o IVFa—TRFEARSTICHEET DI EE2MHERTD,

6. Wi Ny TNBER AR, TR REAR Y TR AT 25 CEE CTH D, FHR
LIHEHR OB TR T 2 — T % 77 A I 73252 &, 0.9%H{bT MY o A3E4HK (USP)
TTI7A I 7 LTI R B0,

7. ELIEHLRWESIZ2~8°C TRIET S [Hik - A& (F2.73H) 28],



TV Ve~ T

1.6 FNEBE AR S

£ 7 7THRMKRS :1828ug kU1 B 15ugm? 2H/E5T 5-OICHB Y TICMASEE
RE 22 kg RBOBHFICHHE L L,

10

HHEEMZ A9 2 09%HE(bT b U o AESHKR, USP (BRAR 90 mL
)
Wi 22 A 22mL
VfR U T ARH FZNO TR ERE
AR B 110 mL &3 572D ER 0.9%HE kT U U A7EHK (USP)
Frfef 541 7 HH
Py b 0.6 mL/h
0.9%¥E k)~ VU &
. ISR (USP,
pEEE | msi | oBsamd) | 00T LA | RS omL »
T 5=
)
45 kg VA I
(& & H 1 H 28 g 6 16.8 mL 1 mL
)
1.5-1.59 5 14 mL 3.8mL
1.4—1.49 5 13.1 mL 4.7 mL
22~45kg 1.30—1.39 5 122 mL 5.6 mL
(BSA#IE | 1 H 15 pg/m? | 1.20-1.29 5 11.3 mL 6.5 mL
&) 1.10—1.19 4 10.4 mL 7.4 mL
1-1.09 4 9.5 mL 8.3 mL
0.9 -0.99 4 8.6 mL 9.2 mL

2.6.2 AKANIDOESME

1.

BRIFAIE &R L7eWERHK (USP) 3 mL ZBUfERaMm RICHEE TR <, AEI A TV 0EE
AIZIROE TR S (REIOREEEIX 12.5 pg/mL £ 725) .
o ARAEEIRLEILIK CIEM L2 &,

2. WEMZBEIZIEN T2 720K 5, FNICHERK KO RfT 5, IEEH LN &,

3. R R OGRS, IR OWRIRICRL IR ESCE AN oW LA BRICE VR4 5, &
it ORI~ TNICIEE 2 R T 2 BO~READIRE 725, IWIRNEE XL LT
WAHGEIZBERA LN &,

2,63 &5

AENTEAR 72 AN ERE CRRtiET 5, R 737 n s 7 2z HL, ny s
MAGET, =T A RM~—TR<, TI7—LHEELATHZ L,

LU AR S > 7 DG - & (5261 1H) 2] %7 Ao CiR5T 5,
SRR DA R (110 mL) (X, BETF 2—7 DT T4 2 v 7T 5130, AFIBE R
EEFERICEGT H-0IC, BEICKRET25E (100mL) 2z 5&ET 5,

T L7z 7 O3F T~V DOFRICHEN . ARIOEHK Z 0.6 mL/h O 5HE T 7 A &5
Al

BERZREE R - FRCEIR N 7 RMFS, KB OEH T A v XIIFEIRN A T —T Va7 T v v
2 LARWT &, Ny IR IR GRTHEO 7 5 v o N2 LV EERE L0 . FOA6F
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FENAEC DA RN S D, v VT N— R ERI T —T V& AW TG T 585513, RAl%H
A=A o595,

o BHMTIRE, ARAIDORME NI EHL S > 7 K OHET 2 — 7125 > TW D 5EE TR Z & o#l
FNCHEVBERET 2,

2.7 PRAFSRME

R B ITHIRE L To AR ASA 70 LR L T2l S 7 ORAFHIM 2”7,

WAEHLIE U T2 AR S A TV LR EACTR S A T Vi, RO 7= DI AN RET, =R
T8 HFHE THRAFTE D [fa/MRAF L OB WL (5 162 1H) 2]

& 8 BRLEEEINATIVERR L -FFE@KR/ NN J ORFHM

BRI
=R 7Tk
23~27°C 2~8°C
(73~81°F) (36~46°F)
AR UT=ARHFI S A T v 4 B 24 H#fH
PR L 7= ARSI N~ 7 (RTFAIFEE ) 48 ] 8 H
AR L 7= ARSI N 7 (R TFAIE ) 7 H* 14 H

* RAFHAMC TR SRR b e, TR U7 AKITE N v 7 & TR E CIRAFHIRBMICHE R L2 WS IBEET 5 =
Lo AL TiER bR,

Hk
4 BRI

AFNTT VTV~ T UTEA KD IEBEE DAL H 5 BB ITIIESTH D,

5 A RO EoEE
51 YA NHA U HIERERE

KA G LIZRE T, AMma T UIRICELBENOH VA NI A i EGERE
(CRS) 7233EBL L7z, CRS FHLE TORFFEO T RAEITI GBI 2 H Th o7z, CRSDIERE L
T, A B, O, BAE, KNE, T7=0T ) b UAT =T —BIN, TANRTX
7 bR 72T —PHIN, RE UL E N ORI ML NEEE (DIC) 2SEiESh
Tz AREIFHHIZHBLT 5 CRS OIERITIEAASOG, BRI HERRE (CLS) | mEkEatt
MRRERIE ~ 7 v 7 7 — OIEMLIERERE (MAS) EEEL TV 5, ARIOEKRBR CHE S
NHDOFELTRTH CRS EEHELIEHE, CRSITHRE UIEEED ALL BE D 15%., B/ NEFR
BRGMED ALL HBE D T%ICHE ST\ 5,

IS DEROMEUTERICONWT, BEEE=F Y 7 T5 8, ARG hosfkbs
(Z%F L. CRS (RS U 7200 OYER S B L 7= B E R A Qg 5 L H g8+ L, &
H7e CRS WRILL7-H5E1E, CRS BEIET 5 £ CTAKIZ W+ 5, AMagd CRS BNEH L
Bh. AR ZRERCTHIETS 2 [HE - AR (F23H) 2E]




1.6 FNEBE AR S
TVFVEST 12

52 FREtEE

R R ERBR TAAN Z #5 5- L7z ALL S8 DK 65% A8 FE T B L7z, MR TR RER R EBL L2k
FHIZBWT, HIEFRPREIT 5 E TOBROPRADIIAF O G-5MG% 2 BRIUANTH D . K¥
DOEZIIEE LT, mbEhoTe (10%LL 1) FRRRFEMEERITERE L IR CH 0 | MiRkFEET v 7
7 A TFEEIZ L0 R o The R ERI~DF G (584 1H, % 85H) ] . AAlDK
HBRte%., 7L — R3LE (BEE, AMmaE»T UIRIZED) OMREEMEDBEE DK 13%I2R 8L
L. e, i, Safkesd, BEEkiEE . SEELA OV YR, WhaliEs k OV ilEE Ch o7, FEBL
L 7R B R T, IR RS b & £ 5, KO MRERYFRITAH o i (2 [[1E Lz
N, BHEPIICESTELR L H T,

KPR (CNS) OTEENE ALL IR PR RER O 2 A 7 2 BFE I 1T 2 AH D4 R
RO TV D, BRRAICETZ CNSTER D & D L2 O 2 A7 2 BE XKD H RS L
7o

FRRRFEIE D & SEIRIZ DN T, AFIZ G LImBEEET=2 ) 7 L, AKFIZESG OISR
oKt U, MR EEME OB SO TIER A H B U 72 B R 38 BT 2 K o B 5 2 &b, HESE
(ZHE> CTARKIZ P I kT2 2 & [HE - AR (F23H) 28],

53 EYYE

R AR AR A 2 B 5 L7 ALL S O 25% I EE 2 RYE  (RIE, Mg, w@ifsE, B Fn bk
Yo BT —TNREBIEGSE) DAL, A2 BT UIRICELIFL Lo, RAIOERE
HFIIMEITE U TP E A &G L, ERRAEZIT 9, BYYEOHEIE L IERIZOWTEE L E
=2V 7L, MURLEEZITI L,

5.4 JET R ESE R

KA 2B LIZRE T, Amal T UIRICELBENO & 5 EMEEGEE (TLS) 23780
LTS, REIOFEEHILTLS 2 T3 570, #5710 IEEIER 72 G055 O K554l
Wa ot e PAIEEZIT 5, TLS OBEXITEREZE=2 ) 7T 52 L, ZhbDOHELOEH
& LT, AR O—FRE 72 hl U L2 T 5856005 [Hik - HE (8233 2H] .

55 B ERBUDE K OFE B AT P BRI E

AN e b LT 838 T, A 2 3 0 2 & Do i T BRI iE K OVE BT P BRIV E 2338 0 B
NTWD, AFIOERGHIIEERRE T A =5 (AR O PERIES B ZTA 2N HIZIRD
RN BE=Z Y7L L, BIENEL PR IEN I LTSS A AR 2 h T 5,

5.6 EEA N OBEARERIERE /11T % 5 R

BN DM ERNRE T D AN D -0, KAz #S L-BE IIE®REED Y 27
Noo [BEKOMER EOREE (B52H) 3R], Ao PIX, ABEOERIINL, LR
TREEE OB LB R DEE & W o T AEEICEF LAWK D BEZRET 5 2 &,
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W, BRI R 2 £ TOHMOFRMEIT 3 B TH- 72,

JFBEE D Z D L 5 e —@BIEOH IO KH1E, CRS 3B F TR BNz, CRSIEXRBLFTRO LN
7HEBORIE TOMMOPRIEIL 19 H Th o7z, CRS ZFBLL TWaWEF T/ L— K3 L
FOIFEEFEINMK 7% CRI L, BED 1%RMEIELGHIRICE ST,

AR OEEBERT R O 5 HIET7 7 =07 A7 27— (ALT) | T AT XU@T
R FFATE2F—F (AST) | y-FAXINET AT =F—F (GGT) . MR Lre s
BEZZVUTTHIE, NTURAT I T —EREEE LRO S FEBA GG XITRE Y v e
INFEUEE IR 3 2B 2 -5 A1E. AFIZFErd 5,

58  BER

B ARER L OH RGO HICB N T, T2 X U L TARIZ G LT- B8 THICED
RPN G SN TWd [IREOERKER (GF623) ] |

Mg D LIER DI L2 BB DI 21T 9 2 &, EROEILE LT, AFIKOT XA 4
Y O—FRE R ORI A BT A A RS S [HE - AR (F23H) S8R .

59 HEME

KA P 5 LT B FRIC T~ O F BRI Je OV i L2 k3 L PRERE (GHE0 2
AN PLFY— NI F T EUBENR G2 ET) 26T 588 T, BEMIEZ R~ T BRI
I (MRD EOZEARBO LTS, B EDOZ DL B EOBRKRIERIIAIATH 5,

510 FHRK O Galmia

ARENOE GAZPE D L O G @i N A U T 5, B R RECHEERG 28T 2k
KRRIZI 2 5720, R (BREEET) ROBRGICET 2 HROEEICEY 2 & [HiE - AR 8
245) R

511 U F o HfE

AR OEE R NIEGHDETANAT 7 F RO LB OV TR STV, AHA
O GHIERTD R &b 2], &EH. RKOKREEME A 7 11 0O%0ZERIEE TOM, £V AL
2T 7 F UoBREITHER S0,

512 BRAFAIDR DT v a— W RS 2 /N O B 72 BIVEH o fa i

AH REFAIEH) 2EDT_X DTV a— VERER & LT3 A2 TG S BirE R KO
Wiz, Thzx EEE) 2REOER CHRICELIRERANRBIT 2 ARMERD L5, [H 2 TR
IR, HRARRAmE], AHIE T R— A R OB 2 I AR S 5,

NREBE KRR REFERIEA) 20HT BT, A4 (REAIEGH) (X7 rva—u
74mgmL GA) . MO DTN a— L EREYR LTSN TORC DAL T A a— L BESE L
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721 Y720 oREaRT 2B ET 5, BERREANRRST L2703 — Ok Nald Al
Tho [FleEH~DFE (5F841H) ZH]

AFND 7 ARG ANy 713, FEER 26T 2B ERKAIMZ 5720, RFAIE LT
VUNT A= NEEFELTWD I ED, KE 22 kg RO EBE TOMAITHESE L7\ [ -
M (2.6 H) KORMNRERA~OKREL (54 84H) ] |

6 AEFS
LT ORWERIZOWT, I 3CEDZOMOIIZFERT 5,
o YA NUA UHERRE EELOER EoEE (5.1 5 3H]
o fhiREME [EHEROWA EoEE (55523 2]
o BRYYE [EELOMEA EoEE (53 H) 2E]
o EBAEBHEERE (BELOMER EoEE (B 54 3]
o HFHERIBUDE R O BWELT R ERBE (B8 R OMEH EorE (55 5.5 ) &)
o EEANOWEMERIERE I 2 R (B RO EoiEE (55 5.6 H) B
o FEEREN [HEKOMEM LokE (5 5.7H) B3]
o R [EEROMEH LOEE (% 58H) B8]
o HEME [ZHEROMAH EoERE (5593 &)

6.1  BRIRGABRELER

ERRARBR IR 4 G T CEB SN TN D, &5 HHI O ERRRER TR0 b7 gIEH 03Bl
REBOEKN ORI T 2R R L EEIET 25 2 L3 TE T, BRI CORIEE
B L TV ATEE S & 2,

WUNEFRZERG T B BIERHMASE ALL

WUNEAFIRZ ME B BIBKAMANE ALL B8 1B T 2 ARF | Ot Ix. 137 floEBEICAF 25 L
72 2 DO HBER KA CHFt S vz, SIGBRE R OFImO P BT 45 5% (FEPH : 18~77 %)
ThHoT,

PSSR R FOBIRIEM O R RERETH 72, 7 L— F3 U LORIERNBE D 64% TH
HENT, AR ERG LIZBEO 17%PRIERIC L v &5 2 F 1L, RIERIC L 25 0% LB H
& LT PIIERD R b2 MG STz, ARG T 30 HLANIZ 2 fRDFRICE 2 HEEL N
BB LT (AR K OIS T i)

27 L — RTHRIE 10%L EORIWER L7 L— R 3 LLETHRER 5% EORWERZ%E 9128
KT %,
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® 9 AFERS LE-MINEAEREGE B AIERMAENE ALL BFICHEBE Lz, £JL— FTHRRE
10% U EDBIMERAXIESI L— F 3 U ETHRIRE 5% LDOREIERA (N=137)

= f7 L — R* JL— 3Lk
IR o ¥ n‘(%) 2
M L N Y RS

A BRI E ! 21 (15) 21 (15)

I BRI 2 19 (14) 13 (9)

MR A i 3 14 (10) 8 (6)
LA

THENR 4 17 (12) 32
— A - BLIEE IS L OB HEr DR

FEENS 125 (91) 9(7)

IR 39 (28) 0(0)
TS I OV U

FEAR AN B 22 BRI K D RRYE 53 (39) 11 (8)
BEF, PHE L OIS B GEE

FEAITLE D RS © 105 (77) 7(5)
VS e

GEs a7y T 25 (18) 7(5)

(RGN 14 (10) 1(<1)

B k7 AT IS —BiE 8 13 (9) 9(7)
BB ISR I o DN B R

R 16 (12) 1(<1)
PIREF 2

FIEPE 54 (39) 5(4)

PRH 0 43 (31) 6(4)

pree 16 (12) 1(<1)

FEBHESD E 1 14 (10) 1D

Jibdgie 10 14 (10) 6(4)
PR

RHERSE 1 24 (18) 1(<1)
IERREE, MER T L OVl

IZ K 18 (13) 0(0)
ST L OB TR b &

35 12 22 (16) 1(<1)
1 BIEE

1B 19 (14) 1(<1)

* 7L — R3EIENCI A EFHGHLBAGER%E (CTCAE) N—T 3 4.01285<,

U i BRI E L XS B A R BRI JE . AP ERIBE . TP EREORAD BN E N D,

2 i BRI E (1 I BRI E & A M EREOED N E D,

3 IR R AE N VT i R B & i MRIBE R & E D,

4 REEIRIC IR, JRPEAENR, JRAYERIR, JRAVEAEAR, AEAR. O=EEIAMERE b,

S RBEIIRIR LR L RBDWEEND,

6 FEAITPE D BRI, WAICEES s & . B 5-BRLETS 48 BEILIPICRELL 2 AME TR LI- U ToEL 25t
BERETHD : A Mh A VHHEGERE, IREER, di)E, KT, s, IREEMEEE, 25 o E
JE. BN, B,

TSE e T ) VR E S e ) v AR, g s e ) 2 G, hseE s e 7 v M
DoARy Ze 7Y CE, K w7 CLE, SES e T RS TS,
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8 E AT URT I F—PMIEIIEZT T2 T I b AT 25 —BM, TARSXUBT I ) h A7 <
T —BE, iR ERREEN S,

O IRERICIIARREMEIR R, BRIER. Bl E EN D,

0 IRE I ITRBAN RS, Bk L -VLOIRT, HEHEE, BE, BIR, SEME, FUEEE. IR, PEERE
EEND,

W ARHRAE N IS AR IRE . RHRE, S RIRIEN & Eh 5,

2 BB\ I G 2%, 19, KBE, B2, BRREBREBNREEND,

W/ INTRAFFR 2B ME ALL RIS LTo, 8 9 ICRe#i T D R MEZ T 7= S W2 OO FIVER % UL
TR,

M5 L TN U N A

— M« PLIEE T L OGN DOEE - REVEERIE, Em . e (W & e Rl 2 5 2e)
HFREE A REE - P e ) L e B

SEREREE BMBUE, YA NI A BHUHE BERE

TR L OVFFAE BE - 0 A IV A TERGE . AR RYYIE . L Y iE
G, PEl L OEGOHE - BHER, mERE (RE&RE & MR ERE L~ 5T)
BRI E - AT v ) AR AT 7 X —B N

T EAER I L O imila 2 - DI/ . Bm

PIRERBE A« AEIEAE (R IEATE & o PEsRE MR RIE A T Te) | 2EEE . BRI
AP - BEELIRRE. KRS RE, O O

PP 7, WIEBF L OEhale 2 - PR A, 1 ik

M ERER e (IUE E5-EEmEAETe) | @R (WS IETY 2 5Te) | B IR HAE
73t

BRXIIGHEAMD T « 3TV « 7EEKIZM B AIERMAMSE ALL

UUTFICRTREMET —Z 13, IR UIEIEED 7 + 5507 ¢ 7 Yea ket B BiERAIIME ALL
AT 376 BICAA] (n=267) XUTAEHERE (SOC) OALFEE (n=109) &5 LizT v & Ak,
ek, FEEAIREEARRE (TOWER i#BR) ([CRB T 2BERLZ ML T\, AFlZ#EE L-BHE
DR IAEIE 37 5% (FGPH : 18~80 %) T. 60% 0 FBE, 4% N, 1% T VT A, 2% EA
X7 7 U HRKEN, 2%0BT AV BA T 4T U XIXT T ABFAER, S%PEEITFEY T E
DO TH - 7=,

AAFE TR O Z 0o T2/IER 20%20 E) 1%, BYYE  GRIEME R OFERIAR IR 22 iR I2 K 5)
FEEN, BETE. TEANICHE O B, B, FEBWEAFREREUE, f MRIBAME, P ERBE Td o
2o EERREIWEMNEED 62% CHlE S, RbENolzEEREIEMN Q%L L) 13, RBEMELT
FERIBUDAE, FEEA, BUiE, Mige, WER G, BUEMES 3 » 2 CRS, MIEMERUMAE, EEREeE
B EE K OV IME CH o 72, 7 L— R 3 LLEDORWERNEE O 87% CHiE I, AFlEHKE L
T2RFEO 2%BRWERIIC LV EEE I L, BWEMIC L 2% 5O IEF R & L TR FHER LD
BYYEN IR B E L WG Sz, HICELIREFSNREED 16% TRIA L, SICEDLHFLRO KT
BYETH - T,
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L7 L — R* L —R3LLE* L L — R* JL— K3 Ll E*
n (%) n (%) n (%) n (%)
i IO Y R EEE
B ERIR A E ! 84 (31 76 (28) 67 (61) 61 (56)
21, 2 68 (25) 52(19) 45 (41) 37 (34)
M SR 3 57 (21) 47 (18) 42 (39) 40 (37)
[ 1 BR IR E 4 21 (8) 18 (7) 9(8) 9(8)
LAE
R S | 37 (14) | 5(2) | 18 (17) 0 (0)
—W - BLIEETS L OBEGEE DIEE
S 147 (55) 15 (6) 43 (39) 4(4)
TN 6 48 (18) 3(1) 20 (18) 1(1)
FSERIEE
TA DI A HHE R | 37(14) | 8(3) | 0 (0) 0(0)
JRREE 35 - O BIE
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Vi Sy
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PEREF I
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SEJEB L O FHihEE
6355 10 | 31(12) | 2(1) | 21 (19) | 0 (0)

* 7 L— NI NCL G EFGHBHTEHNE (CTCAE) N—Ya 2 4.01235<,

U BRI E (2T SRR ERAE | B L P ERIBUDAE AT ERIBUDE, GRS N E E D,
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8 FEAIZHE D BOGTE, HEAICHED i &, H5BIMAT 48 FFRILINIZRIA L 2 B E TR LT TOFR &2 &
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FRARRRE AR, a7 ) Y (REr7e 7 ) R, mpE a7 ) o ARSI
HE a7 ) o G, b E e 7 ) M, Ky a7 Y CilfEEETe) | R T v
AYVRATZ 7 &2 =88, & b7 A7 I F—BilE

1T L ONR A - BRI AR e e i

BRI L O 5 R il 22 - 50, B, IR

PIRER IR - iR (R RAR, PRER, AREMEIRER, R¥R) | EARAAIRRE (B iR,

B L~V OIRT, EEAES, BIR, BrRELA(, &, BiRZzET) | FEMEo v, fUE
B, R ERBIE L MFRIEL ELe) | KERIE, FRAMETE, SRS, BOTHRR, NE, M
PRPEE (XA, = SOMRRIRETE ., 27 6 IR pRI . Mk ss . B AR b, B AN 2Rk

T)



1.6 FNEBE AR S
TV FVEwT 19

FERAEEE  AARE, RAHER, SRELIREE. O o (MO o%4r. O oW, BREE. BRSEZEE
ir)

WPk a7, WRBTo L Ol 27 - VPR IR (SRRl 2, FPORIRE, G TEVERPOR IR BE, PRI R4
FROL 53, SR SO, RUESIROGMETCEE, B, WIS A ETe) | K, IR

M A AR (T, RifE, i s 2 v 7 JEREN 2 &) | mifE (E
EH. miE, ®miEZ U —E2Ete) | W (@R IETY 258T) | Bl E R HE G

&

s

6.2 TiRTR O IR ER

AEERBLOBHAT, LLTFORERANHER SN TWS, 2L ORIERIL. RN R BEE

H225 D BFHE ThH D720, FEBUHE O LR HEE LA G & DR RBIROHE D HIZ T

D EIFRL R,

o TXVRAXVULHFHLTARIZERS LIZBEICBONT, BICEDIRENRE S TWD [
HROMEAH EorE (5 5.8 1) &

6.3  SREIEME
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VB T HURRIEEL L 72 BE D 9 BT 7 61 (78%) 1T in vitro THRNEMENFE O Hivic, H17 U 7>
B~ T HURPEAEITIARR OB REI B A T R B D,
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ARY V&) =)7L, VEISUTHAROHBEZME TS 2 & [HERE (F
12218, % 1231H) 5],

8 KRl 72 B M ~D % 5.
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15~20% & HEE S 415,

B R 15 22

B IR HA R I 505 B FER
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PEREBRAARTICHLIL D B U o\ kAT =2 Y 7952 L [BEROMEH LoEE (FS511H) &
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KEIOE SR F~OBIT, HARA~OEE, RORAFELE~ORBICAT 27— 213, £
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NIBICRBTABFNNH D 2 Lmnd . AFIOBERROBER DR &b 48 BT EIL LW
LOBFITHRET L L,

83 EFHEE I AT DMK ONFE

RENOIERBEFEZREE 2 D & HRICARA 2R 5795 EIRIBICERELY KT aRetEnd 5 [FF
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EFERE ) AT D thickt U, AR OB G- J L Ok 5154072 < & b 48 BRI A N 70kt ik %
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84 /NE~DES

AHFN D2 A o O NI 38 SO EEREME O B RTSSAAM: ALL O/NEBE THRR STV,
AFNOFER I, FRUTEEMEO B AiBRHAENE ALL O/NERE &2 %15 & U BRERBRIC X v SZAF
o Tnd, RRBIZLL T OFEREEO/NELEF 255 L Lic - L 106 (1 7 A ~2 mk
) . VAE 40 B 2~12 Rl . HAME 20 6 (12~18 meoklis) o Bt 7 7L — 7 THOME
TR Do Tz, REIOFNEIL, BUNEFRZ B B AiEGHALTE ALL OB % Xt
G L Lz >+ BB SRR OAEN D bR STV 5,

BRE LT, AR &L LR UTERMED B RIBKHINE ALL O/ EBE &l MBS 12 B
L-BIEROREITELL L e [(FEFSL (FelH) M) , NREFTHRABE LY %L
RO LNTZFEIER (10%LL EoZE) 1%, FBE (80%Kf 61%) . mifil/E (26%%f 8%) . #ifi (41%x%t
24%) . TEANIZPE D BUGS (49%%t 34%) . M/ IMRIBUDE  (34%%F 21%) « BHILERBAME (24%%t
11%) . IREHEM (17%%F 6%) TH-o7-,

2 AR O/NEEE (FLE) TiX. EOMOFERE & i U TR RO BLRICH B 22137
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BSAMHAEZKRG Lz L 2 A, EHFIREICE T DABORE TR AEE L/NELBRE CRRE T
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AR E L TR O T NV a— Va2 G T 28 E S, HrAaREPTRREOKLAKRE
REOFIRIZ, FEICELCEFOCEERBERALD T2 EMREE] HARB LT, 26 OREH]
TiE, 1 H99~234 mg/kg DX PNV T v a— G2 X0 i R OYRHFICEREDNR LT L
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OOBIVERIE, RARIAFRRBSRBIR T 21E, BHENHIM, MK TR REORT, FFR4a,
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R DR, 2D DORISERBL LT WARRERH 5.

INRBEICAR (RTFEAEGH) 20T 280%, AF (REFEAEHR) (Rrva7ra—u
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1~7EE 8~28 HH
Froe I PR EIC L U (29~42 A R)
ML H STIVLH - Gz En a0 -
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I Je ONIE N5 D HELE
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AEERICL 2G5 TWN T BUNOEGEIL, £OY A 7 /W2 T 5 Wik O B 2590 Tht
28 HE]O# G- £ TH—% A 7V & LTk 2, AFFRICL %W 8 HUL EOSEIT, #Hic/e
YA 7 NVERET D, FTRIETRKT 256 20RE . B LOEEIC 1S AU L2 E LGS
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T L— K4 Al sg el ib 325 2 & 2R 5,
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mlnBE O RREIREE, BE, SELEZ B EERMRTHES L BB LT VAR H D,
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Rx2AT 0 BFTERRBRN RSN, 2L DBFITHE T HHEAREBRIIR STV,
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DILETH D,
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KUtk WK CAROE G 2% T\bd, LR -> T, CSF FOIFEERE FRE L7 TAK
DOEHEBGETHZ ENTE D,

KRANOF G-BHAGHTC AR PRI A 2 FE L, PRI R OB &R IZ DWW Tl 2 RRIRAYIC
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LT, AAO—Kp 2P XI5 222 ET 2580305 (42 HBMR)  KERIENFEBL
L7233 aid, MU 2R (LRF T84 2%) (2L kTR sns,

Z

r
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TV TV T b Lo BE TEERBYYE (WU iE, iz, WiE, ARG 17 —7
IVRRETIEGLE) DO LN TEY | AmE BT UIKICELIFR b T, N—AT A U
@ Eastern Cooperative Oncology Group (ECOG) performance status 75 2 @ f#£351%, ECOG performance
status 75 1 LA OB & ik U CEERBYVEOFKIRNE o7, 2 b —/L R R OTHFEMR G
FEZ AT 5 BEIZRBIT AR OEHREIIRS LTV D,
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JRULIE D LIERIZHOW T, ARG LI BB L EERS £=4 U 7 L, EYZRALE 21T
92 &, BYYUEDOEH L LT, AAO KPR UITIEZ2ES 25608655 (B 42HS
)

o

P A b A L HVERERE & O infusion reaction
AHN B LI BE T, EMEENT IRICEDIBEZNDH DA NI A 2 ERERE
(CRS) (L —F4LL) »"HESNTHWD (BB 48HEM) |

CRS DM LR & B2 DN D EERAFFRIE, A BE, B, KL, welrer
W, ELTHY, BEMEWDS, ZNO6OFRZIZEID ARFOFILIZE 761385, CRS HLH
HBS 5 F TOHMOFREIT2 HThH o7, ZNHDOFEROBEIIERICONT, BELZEE
W E=X VT TDH L,

FEFEME I P EER (DIC) & B I tEMRE (CLS : RiE, K7 v 7 I e, I, i
EIRAESE) (X CRS LEE L TWALARZ W (B 4.8 HSM) | B I HMIMLE N ERTENT
b Hald, BT 5z L,

BAEEITARNAS, CRS F8 8L N COMBKEBMEAMREE, '~ 7 0 7 7 — IEMHALERRE (MAS) 3%
HINTWD,

Infusion reaction (& CRS DENK & BEIRANICHR T E W ATREMED Y H 5 (55 4.8 THEB M) , Infusion
reaction (X1F & A EDYE TRIRIZHRIL L, &G 48 FHLUNIZREO biviz, 72720, —#oD
FBF Tl infusion reaction 23¥IE L CUTE DT A 7 MZBWTHEBLLTZ, FiZ 1 4 7 VE KW
2 %A 7 v B ORI infusion reaction (2 DOWTREEZFEFREBILZ L, BUIRWELZITH Z &,
BV A 7 VBT 48 REMILIN DR E AN Z 2 BB T, EGE (T2 E— /%) O HBHELRES
Nb, CRS DV RZ ZWIET D7, 542 HOHEEGHE TARZGT 2 L PAEETH D

QYA 7/VHO1I~THH)
INOOFRROEHIZIL, AR O—R 2T UIT L2 ET 5560705 (F42HSH) |

HEE Y% oy S f

KE G LIZRET, EfMmalrT UIEICELBENOSH D (FL— R4 L) JEEARELE
fBefE (TLS) ST D,

AHN OG-, FHCEMERDS WV SUTIESG RN S OVERE T, TLS 2 PR ORI 5 7= O
WA 72 KRR R IMETRIREE (T a7 ) — AT A7 U I —E%) &Ll
EEAT 9. P 5B ha1: 48 REREIIC IS 1T 2 BBERE R OMAIR /N T o A &5 D TLS O I TAER T
DNTC, BEZERESE=F IV 7 T5Z &, BRRBRIZIE T, FEEOBEIERSEFIL,
R DB RERE B ST IE R B AR A & B L C TLS BN EHW I EANRINTZ, ZibD
FLROEHIZIT, AF OB UIFIEE2 BT 5580865 (6B 42 THSH) |

BRI E K OV BRI T BR D SiE

AR b Lo 88 T, e G F 2 5 T P e E K O BWE AT i ERIBE DGR O &
TS, AFOELG R, K21 YA 7 VEOROO 9 HRITFEICHEERA T A —2 (BHIEREK
B O ERAE B 2GRN ZNBICR LR Z2E=2 Y 7 L, BORLEZTTY Z &,
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Hiv, AR OFWHT LA EST 52 L iX oo (5B 48 HESB) |
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ek Dl LIERICHONWT, BEZEERSE=F2 Y 795 8, BE OB ITEEZAIR
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IRWHES) NEEND, BROEHL LT, AFO R 2P TP IE2EST 5580855
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MELT M2 B 1 L 2 5 8 1 BN

RHN 5 LT B3 RO R O LRI (RO 28 A R L 9— kX
s T BN G R ET) AT HBET, QRN L R T IS SOBER (MRD ko
BALARDHNT WD, W LD 20D & 5 RELOBRNERIZ R TH 5.

HEATIES A T EE (PML) 283BL3 2 WHEMED & B 720D, MU LAEIRIC SV T, B 2T =
BULTTHIE, ED LOEROGAITMRFE & Ok, M MRICMFIR (CSP REZ R
Y5 (548 HBM) |

U U F R

ARENOEGH TG HDOET A NAT 7 F RO R EMEIZ OV TIRFT STV e, A
DGR RTD e < &b 2, B ROEMEY A 7 RIC B U o ERDS EERIPAIC[RIE 5
ETOM, AVANVART 7 F UERITHER S L0,

PR OARKI~OIREIZ LY . FAVO B MRS D32 aREMNH 57290, B MiaOREI Iz
WCTHIAEREE=ZV 7 L, EUANAT 7 F o EMEITHAIRO BN RET % £ TEMT 5
ZE (FaecHESH)

HEAT
R ATRE /R &L, ARFI OG- H R O 54072 < &b 48 BRI A 20 7k 2 - 7 - vl 7z
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Tl

WO L 2 BEFn D 58
AFND 24 B G ICEENDF FY 7 AE 1mmol 23mg) R THDHZ L, EEMICH b
UTAXERL TR,

4.5  MOERES & O EEH KO O OF AR

ER e SEWA AAE BRI E L ey, B MIFRIRRZ V72 in vito BREROFE R 2D . ARANL
CYP450 FEEIEMEIC B A RIZ S 72 o T 2 EDVRIBE TV D,

ARENOE GBI L0 . FHIINC CYP450 BEsE A il 3 2 alREMEN B 50 1 b A 03—tk
I EN D, ZOMMF, FBEIRAPE, CYP450 KON kT v AR — 2 — DB 72 5 3H & &
Hoo@BEICRH L TX, BWER (DA77 U %) UIIEMRE (7 rARY) V5% #E5=4
YITHZE, MBS U THHEDOHELZTET Z2MLERH L.

4.6  ‘EFERE. ARARKOMREL

IR

ARFN O AFERAETEMERBI LM L T, w7 2% FWTHER LR - IR IE5sA s R
W, v U ARBFUR TG 2@ L7zs, lRIREEA e S 2 S RnoTe (5
53HEM) . BAMEO T MO P SN ED B ITR~ U A TRD b, BBV K
RICHKTT DR BITRHM L2 o 72,

ARHN A B - LT 7 — 2 1370,

BIERRR T ¢ RIS T 2BERN Y A7 & EES 720 R Y | RIS AR 26 LTt
SR AR

IEHRFTRE 72 2RI, AR OG- RO G#%D 72 < &b 48 FERIA B2 bEiiE 2 V72 i 7z
72 (BB 44THBR) |

IR APICIRTE L7 A . ABI OB ZAEEIC L0 #AER O BHEARD 2 2 EnTHEsh
%o FD, B ICOWTHERAEE=F ) L, EUANRT 7 F UBRITAIRD
B ilasmiEd 2 TEHT L2 & (B 44 HSHR)

i

AEISANIREH D © PRELTIZOWMSNDNE D INEAATH 5, AFIOEBZLRRENS | FL
PISHT 2 U A7 TS TE R, L »> T, AROERGHRORGHRD < LS 48 BRI K2
AL TRALIIER LT 5,
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AEFERE

KFNOAFERE~ DR 2 Wi+ 2 BRITIN L T, ~ o 2REBHURIC X 5 13 B RER S
FHERBRICIB W T, v U AR VM~ 7 ADATEGCH EREEITRD N0 o7 (53 HS
)
47  HEVEOE K O ERE ) ~D 8

TV e T, BEHER & OB ERE IS R X e B2 RITT et & 5, 5EL. 2K
R4, WAHEE S KON, BIEO U A7 T NCEREENEZ 220855 (F44HS
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use BLINCYTO®

safely and effectively. See full prescribing information for BLINCYTO.

BLINCYTO® (blinatumomab) for injection, for intravenous use
Initial U.S. Approval: 2014

WARNING: CYTOKINE RELEASE SYNDROME and
NEUROLOGICAL TOXICITIES
See full prescribing information for complete boxed warning.

o Cytokine Release Syndrome (CRS), which may be life-threatening or
fatal, occurred in patients receiving BLINCYTO. Interrupt or
discontinue BLINCYTO as recommended. (2.3, 5.1)

o Neurological toxicities, which may be severe, life-threatening, or fatal,
occurred in patients receiving BLINCYTO. Interrupt or discontinue
BLINCYTO as recommended. (2.3, 5.2)

--=--m-=m-=m-mm-—-—---RECENT MAJOR CHANGES

Indications and Usage (1) 3/2018
Dosage and Administration, Treatment of MRD-positive B-cell Precursor
ALL (2.1) 3/2018
Dosage and Administration, Dosage, Treatment of Relapsed or Refractory
B-cell Precursor ALL (2.2) 7/2017
Dosage and Administration (2.2, 2.4, 2.5, 2.6, 2.7) 5/2017
Warnings and Precautions (5.1, 5.2, 5.3, 5.7, 5.12) 3/2018
-=mmmmmmemmemmemme - INDICATIONS AND USAGE

BLINCYTO is a bispecific CD19-directed CD3 T-cell engager indicated for
the treatment of adults and children with:

e 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%. This indication is approved under accelerated approval
based on MRD response rate and hematological relapse-free survival.
Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.
(1.0

e Relapsed or refractory B-cell precursor acute lymphoblastic leukemia
(ALL). (1.2)

-=mmmemmmmemmem-—--DOSAGE AND ADMINISTRATION---------m--meemmemmee
. For the treatment of MRD-positive B-cell Precursor ALL
- See Full Prescribing Information for recommended dose by patient
weight and schedule. (2.1)
- Hospitalization is recommended for the first 3 days of the first cycle and
the first 2 days of the second cycle. (2.1)
- Premedicate with prednisone or equivalent dexamethasone. (2.1)
. For the treatment of Relapsed or Refractory B-cell Precursor ALL
- See Full Prescribing Information for recommended dose by patient
weight and schedule. (2.2)

- Hospitalization is recommended for the first 9 days of the first cycle
and the first 2 days of the second cycle. (2.2)
- Premedicate with dexamethasone. (2.2)
o Refer to Full Prescribing Information for important preparation and
administration information. (2.4, 2.5, 2.6)
e Administer as a continuous intravenous infusion at a constant flow rate
using an infusion pump. (2.5, 2.6)
- See Section 2.5 for infusion over 24 hours or 48 hours.
- See Section 2.6 for infusion over 7 days using Bacteriostatic 0.9%
Sodium Chloride Injection, USP (containing 0.9% benzyl alcohol).
This option is not recommended for patients weighing less than 22 kg.

- -—-—-DOSAGE FORMS AND STRENGTHS-----------—--—meemo-
For injection: 35 mcg of lyophilized powder in a single-dose vial for
reconstitution. (3)

CONTRAINDICATIONS
Known hypersensitivity to blinatumomab or to any component of the product
formulation. (4)

- ——-WARNINGS AND PRECAUTIONS-------——— -

o Infections: Monitor patients for signs or symptoms; treat appropriately.
(5.3)

o Effects on Ability to Drive and Use Machines: Advise patients to refrain
from driving and engaging in hazardous occupations or activities such as
operating heavy or potentially dangerous machinery while BLINCYTO is
being administered. (5.6)

e Pancreatitis: Evaluate patients who develop signs and symptoms of
pancreatitis. Management of pancreatitis may require either temporary
interruption or discontinuation of BLINCYTO. (5.8)

e Preparation and Administration Errors: Strictly follow instructions for
preparation (including admixing) and administration. (5.10)

o Risk of Serious Adverse Reactions in Pediatric Patients due to Benzyl
Alcohol Preservative: Use BLINCYTO prepared with preservative-free
saline for patients weighing less than 22 kg. (5.12, 8.4)

ADVERSE REACTIONS
The most common adverse reactions (> 20%) were infections (bacterial and
pathogen unspecified), pyrexia, headache, infusion-related reactions, anemia,
febrile neutropenia, thrombocytopenia, and neutropenia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Amgen Inc. at
1-800-77-AMGEN (1-800-772-6436) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 5/2018
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FULL PRESCRIBING INFORMATION

WARNING: CYTOKINE RELEASE SYNDROME and NEUROLOGICAL TOXICITIES

¢ Cytokine Release Syndrome (CRS), which may be life-threatening or fatal, occurred in
patients receiving BLINCYTO. Interrupt or discontinue BLINCYTO as recommended /see
Dosage and Administration (2.3), Warnings and Precautions (5.1)].

e Neurological toxicities, which may be severe, life-threatening, or fatal, occurred in patients
receiving BLINCYTO. Interrupt or discontinue BLINCYTO as recommended [see Dosage
and Administration (2.3), Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

11 MRD-positive B-cell Precursor ALL

BLINCYTO is indicated for the treatment of 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% in
adults and children.

This indication is approved under accelerated approval based on MRD response rate and hematological
relapse-free survival. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in the confirmatory trials.

1.2 Relapsed or Refractory B-cell Precursor ALL

BLINCYTO is indicated for the treatment of relapsed or refractory B-cell precursor acute lymphoblastic
leukemia (ALL) in adults and children.

2 DOSAGE AND ADMINISTRATION
2.1 Treatment of MRD-positive B-cell Precursor ALL

e A treatment course consists of 1 cycle of BLINCYTO for induction followed by up to 3 additional
cycles for consolidation.

e A single cycle of treatment of BLINCYTO induction or consolidation consists of 28 days of
continuous intravenous infusion followed by a 14-day treatment-free interval (total 42 days).

e See Table 1 for the recommended dose by patient weight and schedule. Patients greater than or equal
to 45 kg receive a fixed-dose. For patients less than 45 kg, the dose is calculated using the patient’s
body surface area (BSA).




Table 1. Recommended BLINCYTO Dosage and Schedule for the Treatment of MRD-positive

B-cell Precursor ALL

Patient Weight Patient Weight
Cvele Greater Than or Equal to 45 kg Less Than 45 kg
y (Fixed-dose) (BSA-based dose)
Induction Cycle 1
Days 1-28 28 mcg/day 15 mcg/m*/day
(not to exceed 28 mcg/day)
Days 29-42 14-day treatment-free interval 14-day treatment-free interval

Consolidation Cycles 2-4

Days 1-28

Days 29-42

28 mcg/day

14-day treatment-free interval

15 meg/m?/day
(not to exceed 28 mcg/day)

14-day treatment-free interval

e Hospitalization is recommended for the first 3 days of the first cycle and the first 2 days of the second
cycle. For all subsequent cycle starts and re-initiations (e.g., if treatment is interrupted for 4 or
more hours), supervision by a healthcare professional or hospitalization is recommended.

e Premedicate with prednisone or equivalent for MRD-positive B-cell Precursor ALL

o For adult patients, premedicate with prednisone 100 mg intravenously or equivalent (e.g.,
dexamethasone 16 mg) 1 hour prior to the first dose of BLINCYTO in each cycle.

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 and when restarting an infusion
after an interruption of 4 or more hours in the first cycle.

e For administration of BLINCYTO:

o See Section 2.5 for infusion over 24 hours or 48 hours.

o See Section 2.6 for infusion over 7 days using Bacteriostatic 0.9% Sodium Chloride
Injection, USP (containing 0.9% benzyl alcohol). This option is available for patients
weighing greater than or equal to 22 kg. It is not recommended for use in patients weighing

less than 22 kg.

2.2 Treatment of Relapsed or Refractory B-cell Precursor ALL

e A treatment course consists of up to 2 cycles of BLINCYTO for induction followed by 3 additional
cycles for consolidation and up to 4 additional cycles of continued therapy.

e A single cycle of treatment of BLINCYTO induction or consolidation consists of 28 days of
continuous intravenous infusion followed by a 14-day treatment-free interval (total 42 days).

e A ssingle cycle of treatment of BLINCYTO continued therapy consists of 28 days of continuous
intravenous infusion followed by a 56-day treatment-free interval (total 84 days).




See Table 2 for the recommended dose by patient weight and schedule. Patients greater than or equal
to 45 kg receive a fixed-dose and for patients less than 45 kg, the dose is calculated using the patient’s

body surface area (BSA).

Table 2. Recommended BLINCYTO Dosage and Schedule for the Treatment of Relapsed or

Refractory B-cell Precursor ALL

Patient Weight Patient Weight
Cycle Greater Than or Equal to 45 kg Less Than 45 kg
(Fixed-dose) (BSA-based dose)
Induction Cycle 1
Days 1-7 9 mcg/day 5 mcg/m?/day
(not to exceed 9 mcg/day)
Days 8-28 28 mcg/day 15 mcg/m?*/day
(not to exceed 28 mcg/day)
Days 29-42 14-day treatment-free interval 14-day treatment-free interval

Induction Cycle 2

Days 1-28

Days 29-42

28 mcg/day

14-day treatment-free interval

15 mcg/m?*/day
(not to exceed 28 mcg/day)

14-day treatment-free interval

Consolidation Cycles 3-5

Days 1-28

Days 29-42

28 mcg/day

14-day treatment-free interval

15 mcg/m?*/day
(not to exceed 28 mcg/day)

14-day treatment-free interval

Continued Therapy Cycles 6-9

Days 1-28

Days 29-84

28 mcg/day

56-day treatment-free interval

15 mcg/m?*/day
(not to exceed 28 mcg/day)

56-day treatment-free interval

Hospitalization is recommended for the first 9 days of the first cycle and the first 2 days of the
second cycle. For all subsequent cycle starts and re-initiation (e.g., if treatment is interrupted for
4 or more hours), supervision by a healthcare professional or hospitalization is recommended.

Premedicate with dexamethasone.

o For adult patients, premedicate with 20 mg dexamethasone 1 hour prior to the first dose of
BLINCYTO of each 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.




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.

° For administration of BLINCYTO:

o See Section 2.5 for infusion over 24 hours or 48 hours.

o See Section 2.6 for infusion over 7 days using Bacteriostatic 0.9% Sodium Chloride
Injection, USP (containing 0.9% benzyl alcohol). This option is available for patients
weighing greater than or equal to 22 kg. It is not recommended for use in patients weighing
less than 22 kg.

2.3 Dosage Adjustments

If the interruption after an adverse event is no longer than 7 days, continue the same cycle to a total of
28 days of infusion inclusive of days before and after the interruption in that cycle. If an interruption due
to an adverse event is longer than 7 days, start a new cycle.

Table 3. Dose Modifications for Toxicity

Patients Greater Than

.. " .
Toxicity Grade or Equal to 45 kg Patients Less Than 45 kg
Cytokine Release Grade 3 Withhold BLINCYTO until Withhold BLINCYTO until
Syndrome (CRS) resolved, then restart BLINCYTO resolved, then restart BLINCYTO
at 9 mcg/day. Escalate to at 5 mcg/m?/day. Escalate to
28 mcg/day after 7 days if the 15 mcg/m?/day after 7 days if the
toxicity does not recur. toxicity does not recur.
Grade 4 Discontinue BLINCYTO permanently.
Neurological Seizure Discontinue BLINCYTO permanently if more than one seizure occurs.
Toxicity
Grade 3 Withhold BLINCYTO until no Withhold BLINCYTO until no

more than Grade 1 (mild) and for
at least 3 days, then restart
BLINCYTO at 9 mcg/day.
Escalate to 28 mcg/day after

7 days if the toxicity does not
recur. If the toxicity occurred at
9 mcg/day, or if the toxicity takes
more than 7 days to resolve,
discontinue BLINCYTO
permanently.

more than Grade 1 (mild) and for
at least 3 days, then restart
BLINCYTO at 5 mcg/m?/day.
Escalate to 15 mcg/m?*/day after
7 days if the toxicity does not
recur. If the toxicity occurred at
5 mcg/m?/day, or if the toxicity
takes more than 7 days to resolve,
discontinue BLINCYTO
permanently.




Table 3. Dose Modifications for Toxicity

Patients Greater Than
. . " .
Toxicity Grade or Equal to 45 kg Patients Less Than 45 kg

Grade4  Discontinue BLINCYTO permanently.

Other Clinically Grade 3 Withhold BLINCYTO until no Withhold BLINCYTO until no

Relevant Adverse more than Grade 1 (mild), then more than Grade 1 (mild), then
Reactions restart BLINCYTO at 9 mcg/day.  restart BLINCYTO at
Escalate to 28 mcg/day after 5 mcg/m?/day. Escalate to
7 days if the toxicity does not 15 mcg/m*/day after 7 days if the
recur. If the toxicity takes more toxicity does not recur. If the
than 14 days to resolve, toxicity takes more than 14 days
discontinue BLINCYTO to resolve, discontinue
permanently. BLINCYTO permanently.

Grade 4 Consider discontinuing BLINCYTO permanently.

* Based on the Common Terminology Criteria for Adverse Events (CTCAE). Grade 3 is severe, and Grade 4 is
life-threatening.

2.4 Preparation

It is very important that the instructions for preparation (including admixing) and administration
provided in this section are strictly followed to minimize medication errors (including underdose
and overdose) [see Warnings and Precautions (5.10)].

BLINCYTO can be infused over 24 hours (preservative-free) or 48 hours (preservative-free), or 7 days
(with preservative). The choice between these options for the infusion duration should be made by the
treating physician considering the frequency of the infusion bag changes and the weight of the patient.
The 7-day infusion is not recommended for patients weighing less than 22 kg.

For preparation, reconstitution, and administration of BLINCYTO:
= See Section 2.5 for infusion over 24 hours or 48 hours.
= See Section 2.6 for infusion over 7 days using Bacteriostatic 0.9% Sodium Chloride Injection,
USP (containing 0.9% benzyl alcohol). This option is available for patients weighing greater than
or equal to 22 kg. It is not recommended for patients weighing less than 22 kg.

Call 1-800-77-AMGEN (1-800-772-6436) if you have questions about the reconstitution and preparation
of BLINCYTO.

2.4.1 Aseptic Preparation
Strictly observe aseptic technique when preparing the solution for infusion since BLINCYTO vials do not

contain antimicrobial preservatives. To prevent accidental contamination, prepare BLINCYTO according
to aseptic standards, including but not limited to:



e Prepare BLINCYTO in a USP <797> compliant facility.

e Prepare BLINCYTO in an ISO Class 5 laminar flow hood or better.

o Ensure that the admixing area has appropriate environmental specifications, confirmed by periodic
monitoring.

o Ensure that personnel are appropriately trained in aseptic manipulations and admixing of oncology
drugs.

o Ensure that personnel wear appropriate protective clothing and gloves.

o Ensure that gloves and surfaces are disinfected.

2.4.2 Package Content

1 package BLINCYTO includes 1 vial of BLINCYTO and 1 vial of IV Solution Stabilizer.

¢ Do not use IV Solution Stabilizer for reconstitution of BLINCYTO. IV Solution Stabilizer is
provided with the BLINCYTO package and is used to coat the IV bag prior to addition of reconstituted
BLINCYTO to prevent adhesion of BLINCYTO to IV bags and IV tubing.

e More than 1 package of BLINCYTO may be needed to prepare some of the prescribed doses.

2.4.3 Incompatibility Information

BLINCYTO is incompatible with di-ethylhexylphthalate (DEHP) due to the possibility of particle
formation, leading to a cloudy solution.

e Use polyolefin, PVC DEHP-free, or ethyl vinyl acetate (EVA) infusion bags/pump cassettes.
e Use polyolefin, PVC DEHP-free, or EVA IV tubing sets.

2.5 24-Hour or 48-Hour Infusion of BLINCYTO
2.5.1 Preparation of BLINCYTO Infusion Bag for 24- or 48-Hour Infusion

Verify the prescribed dose and infusion duration for each BLINCYTO infusion bag. To minimize errors,
use the specific volumes described in Tables 4 to 6 to prepare the BLINCYTO infusion bag.

e Table 4 for patients weighing greater than or equal to 45 kg

e Tables 5 and 6 for patients weighing less than 45 kg

1. Aseptically add 270 mL 0.9% Sodium Chloride Injection, USP to the IV bag.

2. Aseptically transfer 5.5 mL IV Solution Stabilizer to the IV bag containing 0.9% Sodium
Chloride Injection, USP. Gently mix the contents of the bag to avoid foaming. Discard the vial
containing the unused IV Solution Stabilizer.

3. Aseptically transfer reconstituted BLINCYTO [see Dosage and Administration (2.5.2)] into the
IV bag containing 0.9% Sodium Chloride Injection, USP and IV Solution Stabilizer. Gently mix the
contents of the bag to avoid foaming.

e Refer to Tables 4 to 6 for the specific volume of reconstituted BLINCYTO.
4. Under aseptic conditions, attach the IV tubing to the IV bag with the sterile 0.2 micron in-line filter.
e Ensure that the IV tubing is compatible with the infusion pump.

5. Remove air from the IV bag. This is particularly important for use with an ambulatory infusion
pump. Prime the IV tubing only with the prepared solution for infusion. Do not prime with
0.9% Sodium Chloride Injection, USP.

6. Store at 2°C to 8°C if not used immediately [see Dosage and Administration (2.7)].




Table 4. For Patients Weighing Greater Than or Equal to 45 kg: Volumes to Add to IV Bag

0.9% Sodium Chloride Injection, USP (starting volume) 270 mL

IV Solution Stabilizer 5.5mL
. . . Reconstituted
Dose Infusion Duration Infusion Rate BLINCYTO

9 meg/day 24 hours 10 mL/hour 0.83 mL

48 hours 5 mL/hour 1.7 mL

28 meg/day 24 hours 10 mL/hour 2.6 mL

48 hours 5 mL/hour 5.2 mL*

* 2 packages of BLINCYTO are needed for preparation of 28 mcg/day dose infused over 48 hours at a rate of 5 mL/hour.

Table 5. For Patients Weighing Less Than 45 kg: Volumes to Add to IV Bag for 5 mcg/m?*/day Dose

0.9% Sodium Chloride Injection, USP (starting volume) 270 mL
IV Solution Stabilizer 5.5mL
Dose Infusion Duration | Infusion Rate BSA (m?) Reconstituted BLINCYTO
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
1.1-1.19 0.52 mL
2 1-1.09 0.47 mL
5 meg/m*/day 24 hours 10 mL/hour 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 mL
0.4-0.49 0.2 mL
1.5-1.59 1.4 mL
14-1.49 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 mL
5 meg/m*/day 48 hours 5 mL/hour 0.9-099 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




Table 6. For Patients Weighing Less Than 45 kg: Volumes to Add to IV Bag for 15 mcg/m?/day Dose

0.9% Sodium Chloride Injection, USP (starting volume) 270 mL
IV Solution Stabilizer 5.5mL
Dose Infusion Duration | Infusion Rate BSA (m?) Reconstituted BLINCYTO
1.5-1.59 2.1 mL
14-1.49 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
15 mcg/m?/day 24 hours 10 mL/hour 0.9-0.99 13 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 42 mL"
14-1.49 3.9mL’
1.3-1.39 3.7mL’
1.2-1.29 3.4mL"
1.1-1.19 3.1mL"
5 1-1.09 2.8 mL
15 mcg/m*/day 48 hours 5 mL/hour 0.9-0.99 > 6mL
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

* 2 packages of BLINCYTO are needed for preparation of 15 mcg/m?/day dose infused over 48 hours at a rate of
5 mL/hour for patients with a BSA greater than 1.09 m?.

2.5.2 Reconstitution of BLINCYTO

1. Add 3 mL of preservative-free Sterile Water for Injection, USP by directing the water along the walls
of the BLINCYTO vial and not directly on the lyophilized powder (resulting in a final BLINCYTO
concentration of 12.5 mcg/mL).

o Do not reconstitute BLINCYTO with IV Solution Stabilizer.

2. Gently swirl contents to avoid excess foaming. Do not shake.

3. Visually inspect the reconstituted solution for particulate matter and discoloration during
reconstitution and prior to infusion. The resulting solution should be clear to slightly opalescent,
colorless to slightly yellow. Do not use if solution is cloudy or has precipitated.
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2.5.3 Administration

e Administer BLINCYTO as a continuous intravenous infusion at a constant flow rate using an infusion
pump. The pump should be programmable, lockable, non-elastomeric, and have an alarm.

e Prepared BLINCYTO infusion bags [see Dosage and Administration (2.5.1)] should be infused over
24 hours or 48 hours.

e The starting volume (270 mL) is more than the volume administered to the patient (240 mL) to
account for the priming of the IV tubing and to ensure that the patient will receive the full dose of
BLINCYTO.

e Infuse BLINCYTO solution according to the instructions on the pharmacy label on the prepared bag at
one of the following constant infusion rates:

- Infusion rate of 10 mL/hour for a duration of 24 hours, OR
- Infusion rate of 5 mL/hour for a duration of 48 hours

e The BLINCYTO solution must be administered using I'V tubing that contains a sterile, non-pyrogenic,
low protein-binding, 0.2 micron in-line filter.

¢ Important Note: Do not flush the BLINCYTO infusion line or intravenous catheter, especially
when changing infusion bags. Flushing when changing bags or at completion of infusion can
result in excess dosage and complications thereof. When administering via a multi-lumen
venous catheter, BLINCYTO should be infused through a dedicated lumen.

e At the end of the infusion, any unused BLINCYTO solution in the IV bag and IV tubing should be
disposed of in accordance with local requirements.

2.6  7-Day Infusion of BLINCYTO using Bacteriostatic Saline

This option is not recommended for use in patients weighing less than 22 kg [see Warnings and
Precautions (5.12) and Use in Specific Populations (8.4)].

2.6.1 Preparation of BLINCYTO Infusion Bag for 7-Day Infusion

Verify the prescribed dose and infusion duration for each BLINCYTO infusion bag. To minimize errors,
use the specific volumes described in Table 7 to prepare the BLINCYTO infusion bag.

1. Aseptically add 90 mL Bacteriostatic 0.9% Sodium Chloride Injection, USP to the empty IV
bag.

2. Aseptically transfer 2.2 mL IV Solution Stabilizer to the IV bag containing the saline solution.
Gently mix the contents of the bag to avoid foaming. Discard the vial containing the unused IV
Solution Stabilizer.

3. Aseptically transfer reconstituted BLINCYTO [see Dosage and Administration (2.6.2)] into the
IV bag containing the saline solution and IV Solution Stabilizer. Gently mix the contents of the bag
to avoid foaming.

e Refer to Table 7 for the specific volume of reconstituted BLINCYTO.

4. Aseptically add 0.9% Sodium Chloride Injection, USP to the IV bag to a final volume of

110 mL resulting in 0.74% benzyl alcohol. Gently mix the contents of the bag to avoid foaming.
e Refer to Table 7 for the specific volume of 0.9% Sodium Chloride Injection, USP.

5. Under aseptic conditions, attach the IV tubing to the IV bag. An in-line filter is not required for a
7-day bag.

e Ensure that the IV tubing is compatible with the infusion pump.

6. Remove air from the IV bag. This is particularly important for use with an ambulatory infusion
pump. Prime the IV tubing only with the prepared solution for infusion. Do not prime with
0.9% Sodium Chloride Injection, USP.
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7. Store at 2°C to 8°C if not used immediately [see Dosage and Administration (2.7)].

Table 7. For 7-Day Infusion: Volumes to Add to IV Bag for 28 mcg/day and 15 mcg/m?*/day;
Not Recommended for Patients Less Than 22 kg

Bacteriostatic 0.9% Sodium Chloride Injection, USP (starting 90 mL
volume)
IV Solution Stabilizer 2.2 mL
Reconstituted BLINCYTO Specific volume listed below in table
Quantity Sufficient (qs) with 0.9% Sodium Chloride Injection, USP to a Final Volume of 110 mL
Infusion Duration 7 days
Infusion Rate 0.6 mL/hour
0.9% Sodium
Chloride
Number of :
i R tituted tacti
gstfe;‘lt Dose BSA (m?) | BLINCYTO ceonstited | Imjection, USP
eight Packages BLINCYTO to gs to a Final
Volume of
110 mL
Greater
than or
equal to 28 mcg/day 6 16.8 mL 1 mL
45 kg
(fixed-dose)
1.5-1.59 5 14 mL 3.8 mL
14-149 5 13.1 mL 4.7 mL
22-45 kg 1.30-1.39 5 12.2 mL 5.6 mL
(BSA-based | 15 meg/m?/day | 1.20—1.29 5 11.3mL 6.5 mL
dose) 1.10 - 1.19 4 10.4 mL 74 mL
1-1.09 4 9.5 mL 8.3 mL
0.9-0.99 4 8.6 mL 9.2mL

2.6.2 Reconstitution of BLINCYTO

1. Add 3 mL of preservative-free Sterile Water for Injection, USP by directing the water along the walls
of the BLINCYTO vial and not directly on the lyophilized powder (resulting in a final BLINCYTO
concentration of 12.5 mcg/mL).

¢ Do not reconstitute BLINCYTO with IV Solution Stabilizer.

2. Gently swirl contents to avoid excess foaming. Do not shake.

3. Visually inspect the reconstituted solution for particulate matter and discoloration during
reconstitution and prior to infusion. The resulting solution should be clear to slightly opalescent,

colorless to slightly yellow. Do not use if solution is cloudy or has precipitated.
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2.6.3 Administration

e  Administer BLINCYTO as a continuous intravenous infusion at a constant flow rate using an infusion
pump. The pump should be programmable, lockable, non-elastomeric, and have an alarm.

e Prepared BLINCYTO infusion bags [see Dosage and Administration (2.6.1)] should be infused over
7 days.

e The final volume of infusion solution (110 mL) will be more than the volume administered to the
patient (100 mL) to account for the priming of the IV tubing and to ensure that the patient will receive
the full dose of BLINCYTO.

e Infuse BLINCYTO solution according to the instructions on the pharmacy label on the prepared bag
at an infusion rate of 0.6 mL/hour for a duration of 7 days.

e Important Note: Do not flush the BLINCYTO infusion line or intravenous catheter, especially
when changing infusion bags. Flushing when changing bags or at completion of infusion can
result in excess dosage and complications thereof. When administering via a multi-lumen
venous catheter, BLINCYTO should be infused through a dedicated lumen.

e At the end of the infusion, any unused BLINCYTO solution in the IV bag and IV tubing should be
disposed of in accordance with local requirements.

2.7 Storage Requirements

The information in Table 8 indicates the storage time for the reconstituted BLINCYTO vial and prepared
infusion bag.

Store lyophilized BLINCYTO and IV Solution Stabilizer vials for a maximum of 8 hours at room
temperature in the original carton to protect from light /see How Supplied/Storage and Handling (16.2)].

Table 8. Storage Time for Reconstituted BLINCYTO Vial and Prepared BLINCYTO Infusion Bag

Maximum Storage Time
Room Temperature Refrigerated
23°Cto 27°C 2°Cto 8°C
(73°F to 81°F) (36°F to 46°F)
Reconstituted BLINCYTO Vial 4 hours 24 hours
P d BLINCYTO Infusion B
repare : nfusion Bag 438 hours* 8 days
(Preservative-Free)
P d BLINCYTO Infusion B
rfepare \ nfusion Bag 7 days* 14 days
(with Preservative)

* Storage time includes infusion time. If the prepared BLINCYTO infusion bag is not administered within the time frames
and temperatures indicated, it must be discarded,; it should not be refrigerated again.

3 DOSAGE FORMS AND STRENGTHS

For injection: 35 mcg of lyophilized powder in a single-dose vial for reconstitution.
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4 CONTRAINDICATIONS

BLINCYTO is contraindicated in patients with known hypersensitivity to blinatumomab or to any
component of the product formulation.

5 WARNINGS AND PRECAUTIONS
5.1 Cytokine Release Syndrome

Cytokine Release Syndrome (CRS), which may be life-threatening or fatal, occurred in patients receiving
BLINCYTO. The median time to onset of CRS was 2 days after the start of infusion. Manifestations of
CRS include fever, headache, nausea, asthenia, hypotension, increased alanine aminotransferase,
increased aspartate aminotransferase, increased total bilirubin, and disseminated intravascular coagulation
(DIC). The manifestations of CRS after treatment with BLINCYTO overlap with those of infusion
reactions, capillary leak syndrome (CLS), and hemophagocytic histiocytosis/macrophage activation
syndrome (MAS). Using all of these terms to define CRS in clinical trials of BLINCYTO, CRS was
reported in 15% of patients with relapsed or refractory ALL and in 7% of patients with MRD-positive
ALL.

Monitor patients for signs or symptoms of these events. Advise outpatients on BLINCYTO to contact
their healthcare professional for signs and symptoms associated with CRS. If severe CRS occurs,
interrupt BLINCYTO until CRS resolves. Discontinue BLINCYTO permanently if life-threatening CRS
occurs [see Dosage and Administration (2.3)].

5.2 Neurological Toxicities

In patients with ALL receiving BLINCYTO in clinical studies, neurological toxicities have occurred in
approximately 65% of patients. Among patients that experienced a neurologic event, the median time to
the first event was within the first 2 weeks of BLINCYTO treatment and the majority of events resolved.
The most common (> 10%) manifestations of neurological toxicity were headache, and tremor; the
neurological toxicity profile varied by age group [see Use in Specific Populations (8.4, 8.5)]. Grade 3 or
higher (severe, life-threatening, or fatal) neurological toxicities following initiation of BLINCYTO
administration occurred in approximately 13% of patients and included encephalopathy, convulsions,
speech disorders, disturbances in consciousness, confusion and disorientation, and coordination and
balance disorders. Manifestations of neurological toxicity included cranial nerve disorders. The majority
of neurologic events resolved following interruption of BLINCYTO, but some resulted in treatment
discontinuation.

There is limited experience with BLINCYTO in patients with active ALL in the central nervous system
(CNS) or a history of neurologic events. Patients with a history or presence of clinically relevant CNS
pathology were excluded from clinical studies.

Monitor patients receiving BLINCYTO for signs and symptoms of neurological toxicities. Advise
outpatients on BLINCYTO to contact their healthcare professional if they develop signs or symptoms of
neurological toxicities. Interrupt or discontinue BLINCYTO as recommended /see Dosage and
Administration (2.3)].

5.3 Infections

In patients with ALL receiving BLINCYTO in clinical studies, serious infections such as sepsis,
pneumonia, bacteremia, opportunistic infections, and catheter-site infections were observed in
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approximately 25% of patients, some of which were life-threatening or fatal. As appropriate, administer
prophylactic antibiotics and employ surveillance testing during treatment with BLINCYTO. Monitor
patients for signs and symptoms of infection and treat appropriately.

5.4 Tumor Lysis Syndrome

Tumor lysis syndrome (TLS), which may be life-threatening or fatal, has been observed in patients
receiving BLINCYTO. Appropriate prophylactic measures, including pretreatment nontoxic
cytoreduction and on-treatment hydration, should be used for the prevention of TLS during BLINCYTO
treatment. Monitor for signs or symptoms of TLS. Management of these events may require either
temporary interruption or discontinuation of BLINCYTO [see Dosage and Administration (2.3)].

5.5 Neutropenia and Febrile Neutropenia

Neutropenia and febrile neutropenia, including life-threatening cases, have been observed in patients
receiving BLINCYTO. Monitor laboratory parameters (including, but not limited to, white blood cell
count and absolute neutrophil count) during BLINCYTO infusion. Interrupt BLINCYTO if prolonged
neutropenia occurs.

5.6 Effects on Ability to Drive and Use Machines

Due to the potential for neurologic events, including seizures, patients receiving BLINCYTO are at risk
for loss of consciousness [see Warnings and Precautions (5.2)]. Advise patients to refrain from driving
and engaging in hazardous occupations or activities such as operating heavy or potentially dangerous
machinery while BLINCYTO is being administered.

5.7 Elevated Liver Enzymes

Treatment with BLINCYTO was associated with transient elevations in liver enzymes. In patients with
ALL receiving BLINCYTO in clinical studies, the median time to onset of elevated liver enzymes was
3 days.

The majority of these transient elevations in liver enzymes were observed in the setting of CRS. For the
events that were observed outside the setting of CRS, the median time to onset was 19 days. Grade 3 or
greater elevations in liver enzymes occurred in approximately 7% of patients outside the setting of CRS
and resulted in treatment discontinuation in less than 1% of patients.

Monitor alanine aminotransferase (ALT), aspartate aminotransferase (AST), gamma-glutamyl transferase
(GGT), and total blood bilirubin prior to the start of and during BLINCYTO treatment. Interrupt
BLINCYTO if the transaminases rise to greater than 5 times the upper limit of normal or if total bilirubin
rises to more than 3 times the upper limit of normal.

5.8 Pancreatitis

Fatal pancreatitis has been reported in patients receiving BLINCYTO in combination with dexamethasone
in clinical studies and the postmarketing setting /see Adverse Reactions (6.2)].

Evaluate patients who develop signs and symptoms of pancreatitis. Management of pancreatitis may
require either temporary interruption or discontinuation of BLINCYTO and dexamethasone /see Dosage
and Administration (2.3)].

15



5.9 Leukoencephalopathy

Cranial magnetic resonance imaging (MRI) changes showing leukoencephalopathy have been observed in
patients receiving BLINCYTO, especially in patients with prior treatment with cranial irradiation and
antileukemic chemotherapy (including systemic high-dose methotrexate or intrathecal cytarabine). The
clinical significance of these imaging changes is unknown.

5.10 Preparation and Administration Errors

Preparation and administration errors have occurred with BLINCYTO treatment. Follow instructions for
preparation (including admixing) and administration strictly to minimize medication errors (including
underdose and overdose) [see Dosage and Administration (2.4)].

5.11 Immunization

The safety of immunization with live viral vaccines during or following BLINCYTO therapy has not been
studied. Vaccination with live virus vaccines is not recommended for at least 2 weeks prior to the start of
BLINCYTO treatment, during treatment, and until immune recovery following last cycle of BLINCYTO.

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

Serious and fatal adverse reactions including “gasping syndrome” can occur in neonates and infants
treated with benzyl alcohol-preserved drugs, including BLINCYTO (with preservative). The “gasping
syndrome” is characterized by central nervous system depression, metabolic acidosis, and gasping
respirations.

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)].

Due to the addition of bacteriostatic saline, 7-day bags of BLINCYTO solution for infusion with
preservative contain benzyl alcohol and are not recommended for use in any patients weighing less than
22 kg [see Dosage and Administration (2.6) and Use in Specific Populations (8.4)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the label:

Cytokine Release Syndrome [see Warnings and Precautions (5.1)]

Neurological Toxicities [see Warnings and Precautions (5.2)]

Infections [see Warnings and Precautions (5.3)]

Tumor Lysis Syndrome [see Warnings and Precautions (5.4)]

Neutropenia and Febrile Neutropenia [see Warnings and Precautions (5.5)]

Effects on Ability to Drive and Use Machines [see Warnings and Precautions (5.6)]
Elevated Liver Enzymes [see Warnings and Precautions (5.7)]

Pancreatitis [see Warnings and Precautions (5.8)]
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° Leukoencephalopathy [see Warnings and Precautions (5.9)]
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

MRD-positive B-cell Precursor ALL

The safety of BLINCYTO in patients with MRD-positive B-cell precursor ALL was evaluated in two
single-arm clinical studies in which 137 patients were treated with BLINCYTO. The median age of the
study population was 45 years (range: 18 to 77 years).

The most common adverse reactions (> 20%) were pyrexia, infusion related reactions, headache,
infections (pathogen unspecified), tremor, and chills. Serious adverse reactions were reported in 61% of
patients. The most common serious adverse reactions (> 2%) included pyrexia, tremor, encephalopathy,
aphasia, lymphopenia, neutropenia, overdose, device related infection, seizure, and staphylococcal
infection. Adverse reactions of Grade 3 or higher were reported in 64% of patients. Discontinuation of
therapy due to adverse reactions occurred in 17% of patients; neurologic events were the most frequently
reported reasons for discontinuation. There were 2 fatal adverse events that occurred within 30 days of the
end of BLINCYTO treatment (atypical pneumonia and subdural hemorrhage).

Table 9 summarizes the adverse reactions occurring at a > 10% incidence for any grade or > 5% incidence
for Grade 3 or higher.

Table 9. Adverse Reactions Occurring at > 10% Incidence for Any Grade or > 5% Incidence for
Grade 3 or Higher in BLINCYTO-Treated Patients with MRD-Positive B-cell Precursor ALL

(N=137)
Any Grade* > Grade 3*

Adverse Reaction n (%) n (%)
Blood and lymphatic system disorders

Neutropenia' 21 (15) 21(15)

Leukopenia? 19 (14) 13(9)

Thrombocytopenia’ 14 (10) 8(6)
Cardiac disorders

Arrhythmia* 17 (12) 32
General disorders and administration site conditions

Pyrexia® 125 (91) 9(7)

Chills 39 (28) 0 (0)
Infections and infestations

Infections - pathogen unspecified 53 (39) 11 (8)
Injury, poisoning and procedural complications

Infusion related reaction® 105 (77) 7(5)
Investigations

Decreased immunoglobulins’ 25 (18) 7(5)

Weight increased 14 (10) 1 (<)
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Table 9. Adverse Reactions Occurring at > 10% Incidence for Any Grade or > 5% Incidence for
Grade 3 or Higher in BLINCYTO-Treated Patients with MRD-Positive B-cell Precursor ALL

(N=137)
Any Grade* > Grade 3*

Adverse Reaction n (%) n (%)

Hypertransaminasemia® 13 (9) 9()
Musculoskeletal and connective tissue disorders

Back pain 16 (12) 1 (<1)
Nervous system disorders

Headache 54 (39) 54)

Tremor’ 43 (31) 6 (4)

Aphasia 16 (12) 1(<1)

Dizziness 14 (10) 1(<1)

Encephalopathy!® 14 (10) 6 (4)
Psychiatric disorders

Insomnia'! 24 (18) 1 (<1)
Respiratory, thoracic and mediastinal disorders

Cough 18 (13) 0(0)
Skin and subcutaneous tissue disorders

Rash'? 22 (16) 1(<D)
Vascular disorders

Hypotension 19 (14) 1 (<1)
*  QGrading based on NCI Common Terminology for Adverse Events (CTCAE) version 4.0.
' Neutropenia includes febrile neutropenia, neutropenia, and neutrophil count decreased.
2 Leukopenia includes leukopenia and white blood cell count decreased.
i Thrombocytopenia includes platelet count decreased and thrombocytopenia.

Arrhythmia includes bradycardia, sinus arrhythmia, sinus bradycardia, sinus tachycardia, tachycardia and
ventricular extrasystoles.

Pyrexia includes body temperature increased and pyrexia.

Infusion-related reaction is a composite term that includes the term infusion-related reaction and the following
events occurring with the first 48 hours of infusion and the event lasted < 2 days: cytokine release syndrome, eye
swelling, hypertension, hypotension, myalgia, periorbital edema, pruritus generalized, pyrexia, and rash.
Decreased immunoglobulins includes blood immunoglobulin A decreased, blood immunoglobulin G decreased,
blood immunoglobulin M decreased, hypogammaglobulinemia, hypoglobulinemia, and immunoglobulins
decreased.

Hypertransaminasemia includes alanine aminotransferase increased, aspartate aminotransferase increased, and
hepatic enzyme increased.

Tremor includes essential tremor, intention tremor, and tremor.

Encephalopathy includes cognitive disorder, depressed level of consciousness, disturbance in attention,
encephalopathy, lethargy, leukoencephalopathy, memory impairment, somnolence, and toxic encephalopathy.
Insomnia includes initial insomnia, insomnia, and terminal insomnia.

Rash includes dermatitis contact, eczema, erythema, rash, and rash maculopapular.
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Additional adverse reactions in patients with MRD-positive ALL that did not meet the threshold criteria
for inclusion in Table 9 were:

Blood and lymphatic system disorders: anemia

General disorders and administration site conditions: edema peripheral, pain, and chest pain (includes
chest pain and musculoskeletal chest pain)

Hepatobiliary disorders: blood bilirubin increased

Immune system disorders: hypersensitivity and cytokine release syndrome

Infections and infestations: viral infectious disorders, bacterial infectious disorders, and fungal infectious
disorders

Injury, poisoning and procedural complications: medication error and overdose (includes overdose and
accidental overdose)

Investigations: blood alkaline phosphatase increased

Musculoskeletal and connective tissue disorders: pain in extremity and bone pain

Nervous system disorders: seizure (includes seizure and generalized tonic-clonic seizure), speech
disorder, and hypoesthesia

Psychiatric disorders: confusional state, disorientation, and depression

Respiratory, thoracic and mediastinal disorders: dyspnea and productive cough

Vascular disorders: hypertension (includes blood pressure increased and hypertension) flushing (includes
flushing and hot flush), and capillary leak syndrome

Philadelphia Chromosome-negative Relapsed or Refractory B-cell Precursor ALL

The safety data described below reflect exposure to BLINCYTO in a randomized, open-label,
active-controlled clinical study (TOWER Study) in which 376 patients with Philadelphia
chromosome-negative relapsed or refractory B-cell precursor ALL were treated with BLINCYTO

(n =267) or standard of care (SOC) chemotherapy (n = 109). The median age of BLINCYTO-treated
patients was 37 years (range: 18 to 80 years), 60% were male, 84% were White, 7% Asian, 2% were
Black or African American, 2% were American Indian or Alaska Native, and 5% were Multiple/Other.

The most common adverse reactions (> 20%) in the BLINCYTO arm were infections (bacterial and
pathogen unspecified), pyrexia, headache, infusion-related reactions, anemia, febrile neutropenia,
thrombocytopenia, and neutropenia. Serious adverse reactions were reported in 62% of patients. The
most common serious adverse reactions (> 2%) included febrile neutropenia, pyrexia, sepsis, pneumonia,
overdose, septic shock, CRS, bacterial sepsis, device related infection, and bacteremia. Adverse reactions
of Grade 3 or higher were reported in 87% of patients. Discontinuation of therapy due to adverse
reactions occurred in 12% of patients treated with BLINCYTO; neurologic events and infections were the
most frequently reported reasons for discontinuation of treatment due to an adverse reaction. Fatal
adverse events occurred in 16% of patients. The majority of the fatal events were infections.

The adverse reactions occurring at a > 10% incidence for any grade or > 5% incidence for Grade 3 or
higher in the BLINCYTO-treated patients in first cycle of therapy are summarized in Table 10.
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Table 10. Adverse Reactions Occurring at > 10% Incidence for Any Grade or > 5% Incidence for

Grade 3 or Higher in BLINCYTO-treated Patients in First Cycle of Therapy

BLINCYTO Standard of Care (SOC)
(N =267) Chemotherapy
Adverse Reaction (N =109)
Any Grade* > Grade 3* Any Grade* > Grade 3*
n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Neutropenia! 84 (31) 76 (28) 67 (61) 61 (56)
Anemia’ 68 (25) 52 (19) 45 (41) 37 (34)
Thrombocytopenia® 57 (21) 47 (18) 42 (39) 40 (37)
Leukopenia* 21 (8) 18 (7) 9(8) 9(8)
Cardiac disorders
Arrhythmia® | 3704 ] 5(2) | 18 (17) | 0 (0)
General disorders and administration site conditions
Pyrexia 147 (55) 15 (6) 43 (39) 44
Edema® 48 (18) 3(1) 20 (18) 1(1)
Immune system disorders
Cytokine release syndrome’ | 37(14) | 8 (3) | 0 (0) | 0 (0)
Infections and infestations
Infections - pathogen 74 (28) 40 (15) 50 (46) 35(32)
unspecified
Bacterial infectious 38 (14) 19 (7) 35(32) 21 (19)
disorders
Viral infectious disorders 30(11) 4 (D) 14 (13) 0(0)
Fungal infectious disorders 27 (10) 13(5) 15 (14) 9(8)
Injury, poisoning and procedural complications
Infusion-related reaction® | 79 (30) | 9 (3) | 9 (8) | 1(1)
Investigations
Hypertransaminasemia’ | 40 (15) | 22 (8) | 13(12) | 7 (6)
Nervous system disorders
Headache | 61(23) | 1 (<1) | 30 (28) | 3(3)
Skin and subcutaneous tissue disorders
Rash'® | 3112 | 2 (1) | 21 (19) | 0 (0)

S N R N

Grading based on NCI Common Terminology Criteria for Adverse Events (CTCAE) version 4.0.

Neutropenia includes agranulocytosis, febrile neutropenia, neutropenia, and neutrophil count decreased

Anemia includes anemia and hemoglobin decreased.

Thrombocytopenia includes platelet count decreased and thrombocytopenia.

Leukopenia includes leukopenia and white blood cell count decreased.

Arrhythmia includes arrhythmia, atrial fibrillation, atrial flutter, bradycardia, sinus bradycardia, sinus tachycardia,
supraventricular tachycardia, and tachycardia.

Edema includes face edema, fluid retention, edema, edema peripheral, peripheral swelling, and swelling face
Cytokine release syndrome includes cytokine release syndrome and cytokine storm.

Infusion-related reaction is a composite term that includes the term infusion-related reaction and the following
events occurring with the first 48 hours of infusion and the event lasted < 2 days: pyrexia, cytokine release
syndrome, hypotension, myalgia, acute kidney injury, hypertension, and rash erythematous.
Hypertransaminasemia includes alanine aminotransferase increased, aspartate aminotransferase increased, hepatic
enzyme increased, and transaminases increased.

Rash includes erythema, rash, rash erythematous, rash generalized, rash macular, rash maculo-papular, rash
pruritic, skin exfoliation, and toxic skin eruption.

Selected laboratory abnormalities worsening from baseline Grade 0-2 to treatment-related maximal
Grade 3-4 in first cycle of therapy are shown in Table 11.
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Table 11. Selected Laboratory Abnormalities Worsening from Baseline Grade 0-2 to
Treatment-related Maximal Grade 3-4" in First Cycle of Therapy

BLINCYTO SOC Chemotherapy
Grade 3 or 4 (%) Grade 3 or 4 (%)

Hematology

Decreased lymphocyte count 80 83

Decreased white blood cell count 53 97

Decreased hemoglobin 29 43

Decreased neutrophil count 57 68

Decreased platelet count 47 85
Chemistry

Increased ALT 11 11

Increased bilirubin 5 4

Increased AST 8 4

* Includes only patients who had both baseline and at least one laboratory measurement during first cycle of therapy
available.

Relapsed or Refractory B-cell Precursor ALL

Other important adverse reactions from pooled relapsed or refractory B-cell precursor ALL studies were:
Blood and lymphatic system disorders: lymphadenopathy, hematophagic histiocytosis, and leukocytosis
(includes leukocytosis and white blood cell count increased)

General disorders and administration site conditions: chills, chest pain (includes chest discomfort, chest
pain, musculoskeletal chest pain, and non-cardiac chest pain), pain, body temperature increased,
hyperthermia, and systemic inflammatory response syndrome

Hepatobiliary disorders: hyperbilirubinemia (includes blood bilirubin increased and hyperbilirubinemia)
Immune system disorders: hypersensitivity (includes hypersensitivity, anaphylactic reaction,
angioedema, dermatitis allergic, drug eruption, drug hypersensitivity, erythema multiforme, and urticaria)
Injury, poisoning and procedural complications: medication error and overdose (includes overdose,
medication error, and accidental overdose)

Investigations: weight increased, decreased immunoglobulins (includes immunoglobulins decreased,
blood immunoglobulin A decreased, blood immunoglobulin G decreased, blood immunoglobulin M
decreased, and hypogammaglobulinemia), blood alkaline phosphatase increased, and
hypertransaminasemia

Metabolism and nutrition disorders: tamor lysis syndrome

Musculoskeletal and connective tissue disorders: back pain, bone pain, and pain in extremity

Nervous system disorders: tremor (resting tremor, intention tremor, essential tremor, and tremor), altered
state of consciousness (includes altered state of consciousness, depressed level of consciousness,
disturbance in attention, lethargy, mental status changes, stupor, and somnolence), dizziness, memory
impairment, seizure (includes seizure, and atonic seizure), aphasia, cognitive disorder, speech disorder,
hypoesthesia, encephalopathy, and cranial nerve disorders (trigeminal neuralgia, trigeminal nerve
disorder, sixth nerve paralysis, cranial nerve disorder, facial nerve disorder, and facial paresis).
Psychiatric disorders: insomnia, disorientation, confusional state, and depression (includes depressed
mood, depression, suicidal ideation, and completed suicide)
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Respiratory, thoracic and mediastinal disorders: dyspnea (includes acute respiratory failure, dyspnea,
dyspnea exertional, respiratory failure, respiratory distress, bronchospasm, bronchial hyperreactivity,
tachypnea, and wheezing), cough, and productive cough

Vascular disorders: hypotension (includes blood pressure decreased, hypotension, hypovolemic shock,
and circulatory collapse), hypertension (includes blood pressure increased, hypertension, and
hypertensive crisis), flushing (includes flushing and hot flush), and capillary leak syndrome

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of BLINCYTO. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure.

. Fatal pancreatitis has been reported in patients receiving BLINCYTO in combination with
dexamethasone [see Warnings and Precautions (5.8)].

6.3 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The immunogenicity of
BLINCYTO has been evaluated using either an electrochemiluminescence detection technology (ECL) or
an enzyme-linked immunosorbent assay (ELISA) screening immunoassay for the detection of binding
anti-blinatumomab antibodies. For patients whose sera tested positive in the screening immunoassay, an
in vitro biological assay was performed to detect neutralizing antibodies.

In clinical studies, less than 2% of patients treated with BLINCYTO tested positive for binding
anti-blinatumomab antibodies. Of patients who developed anti-blinatumomab antibodies, 7 out of 9
(78%) had in vitro neutralizing activity. Anti-blinatumomab antibody formation may affect
pharmacokinetics of BLINCYTO.

If formation of anti-blinatumomab antibodies with a clinically significant effect is suspected, contact
Amgen at 1-800-77-AMGEN (1-800-772-6436) to discuss antibody testing.

The detection of anti-blinatumomab antibody formation is highly dependent on the sensitivity and
specificity of the assay. Additionally, the observed incidence of antibody (including neutralizing
antibody) positivity in an assay may be influenced by several factors, including assay methodology,
sample handling, timing of sample collection, concomitant medications, and underlying disease. For
these reasons, comparison of the incidence of antibodies to blinatumomab with the incidence of
antibodies to other products may be misleading.

7 DRUG INTERACTIONS

No formal drug interaction studies have been conducted with BLINCYTO. Initiation of BLINCYTO
treatment causes transient release of cytokines that may suppress CYP450 enzymes. The highest
drug-drug interaction risk is during the first 9 days of the first cycle and the first 2 days of the second
cycle in patients who are receiving concomitant CYP450 substrates, particularly those with a narrow
therapeutic index. In these patients, monitor for toxicity (eg, warfarin) or drug concentrations (eg,
cyclosporine). Adjust the dose of the concomitant drug as needed /[see Clinical Pharmacology (12.2,
12.3)].
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8 USE IN SPECIFIC POPULATIONS

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. 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 nursing infants from BLINCYTO, including
B-cell lymphocytopenia, advise patients not to breastfeed during and for at least 48 hours after treatment
with BLINCYTO.

8.3 Females and Males of Reproductive Potential

Based on its mechanism of action, 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.
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Contraception

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

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.

In general, the adverse reactions in BLINCYTO-treated pediatric patients 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), 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%).

The steady-state concentrations of blinatumomab were comparable in adult and pediatric patients at the
equivalent dose levels based on BSA-based regimens.

Benzyl Alcohol Toxicity in Pediatric Patients

Serious adverse reactions including fatal reactions and the “gasping syndrome” occurred in premature
neonates and infants in the neonatal intensive care unit who received drugs containing benzyl alcohol as a
preservative. In these cases, benzyl alcohol dosages of 99 to 234 mg/kg/day produced high levels of
benzyl alcohol and its metabolites in the blood and urine (blood levels 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. Preterm, low-birth weight infants may be more
likely to develop these reactions because they may be less able to metabolize benzyl alcohol.

When prescribing BLINCYTO (with preservative) in 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 Warnings and Precautions

(5.12)].

Due to the addition of bacteriostatic saline, 7-day bags of BLINCYTO solution for infusion contain
benzyl alcohol and are not recommended for use in patients weighing less than 22 kg. Prepare
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BLINCYTO solution for infusion with preservative-free saline (24- or 48-hour bags) for use in patients
weighing less than 22 kg [see Dosage and Administration (2.5)].

8.5 Geriatric Use

Of the total number of patients with ALL treated in clinical studies of BLINCYTO approximately 12%
were 65 and over, while 2% were 75 and older. No overall differences in safety or effectiveness were
observed between these patients and younger patients, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients. However, elderly patients
experienced a higher rate of serious infections and neurological toxicities, including cognitive disorder,
encephalopathy, and confusion [see Warnings and Precautions (5.2, 5.3)].

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.

In the dose evaluation phase of the Phase 1/2 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 therapeutic dose and included fever, tremors, and headache. In the event of overdose,
interrupt the infusion, monitor the patient for signs of toxicity, and provide supportive care [see Warnings
and Precautions (5.10)]. Consider re-initiation of BLINCYTO at the correct therapeutic dose when all
toxicities have resolved and no earlier than 12 hours after interruption of the infusion [see Dosage and
Administration (2.1)].

11  DESCRIPTION

BLINCYTO (blinatumomab) is a bispecific CD19-directed CD3 T-cell engager that binds to CD19
(expressed on cells of B-lineage origin) and CD3 (expressed on T cells). BLINCYTO is produced in

Chinese hamster ovary cells. It consists of 504 amino acids and has a molecular weight of approximately
54 kilodaltons.

Each BLINCYTO package contains 1 vial BLINCYTO and 1 vial IV Solution Stabilizer.

BLINCYTO is supplied in a single-dose vial as a sterile, preservative-free, white to off-white lyophilized
powder for intravenous administration. Each single-dose vial of BLINCYTO contains 35 mcg
blinatumomab, citric acid monohydrate (3.35 mg), lysine hydrochloride (23.23 mg),

polysorbate 80 (0.64 mg), trehalose dihydrate (95.5 mg), and sodium hydroxide to adjust pH to 7.0. After
reconstitution with 3 mL of preservative-free Sterile Water for Injection, USP, the resulting concentration
is 12.5 mcg/mL blinatumomab.

IV Solution Stabilizer is supplied in a single-dose vial as a sterile, preservative-free, colorless to slightly
yellow, clear solution. Each single-dose vial of IV Solution Stabilizer contains citric acid monohydrate

(52.5 mg), lysine hydrochloride (2283.8 mg), polysorbate 80 (10 mg), sodium hydroxide to adjust pH to
7.0, and water for injection.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Blinatumomab is a bispecific CD19-directed CD3 T-cell engager that binds to CD19 expressed on the
surface of cells of B-lineage origin and CD3 expressed on the surface of T cells. It activates endogenous
T cells by connecting CD3 in the T-cell receptor (TCR) complex with CD19 on benign and malignant

B cells. Blinatumomab mediates the formation of a synapse between the T-cell and the tumor cell,
upregulation of cell adhesion molecules, production of cytolytic proteins, release of inflammatory
cytokines, and proliferation of T cells, which result in redirected lysis of CD19+ cells.

12.2 Pharmacodynamics

During the continuous intravenous infusion over 4 weeks, the pharmacodynamic response was
characterized by T-cell activation and initial redistribution, reduction in peripheral B cells, and transient
cytokine elevation.

Peripheral T-cell redistribution (ie, T-cell adhesion to blood vessel endothelium and/or transmigration
into tissue) occurred after start of BLINCYTO infusion or dose escalation. T-cell counts initially declined
within 1 to 2 days and then returned to baseline levels within 7 to 14 days in the majority of patients.
Increase of T-cell counts above baseline (T-cell expansion) was observed in few patients.

Peripheral B cell counts decreased to less than or equal to 10 cells/microliter during the first treatment
cycle at doses > 5 mcg/m?*/day or > 9 mcg/day in the majority of patients. No recovery of peripheral
B-cell counts was observed during the 2-week BLINCYTO-free period between treatment cycles.
Incomplete depletion of B cells occurred at doses of 0.5 mcg/m*/day and 1.5 mcg/m?/day and in a few
patients at higher doses.

Cytokines including 1L-2, IL-4, IL-6, IL-8, IL-10, IL-12, TNF-q, and IFN-y were measured, and IL-6,
IL-10, and IFN-y were elevated. The highest elevation of cytokines was observed in the first 2 days
following start of BLINCYTO infusion. The elevated cytokine levels returned to baseline within 24 to
48 hours during the infusion. In subsequent treatment cycles, cytokine elevation occurred in fewer
patients with lesser intensity compared to the initial 48 hours of the first treatment cycle.

12.3 Pharmacokinetics

The pharmacokinetics of blinatumomab appear linear over a dose range from 5 to 90 mcg/m*/day
(approximately equivalent to 9 to 162 mcg/day) in adult patients. Following continuous intravenous
infusion, the steady-state serum concentration (Css) was achieved within a day and remained stable over
time. The increase in mean Cs, values was approximately proportional to the dose in the range tested. At
the clinical doses of 9 mcg/day and 28 mcg/day for the treatment of relapsed or refractory ALL, the mean
(SD) Css was 228 (356) pg/mL and 616 (537) pg/mL, respectively.

Distribution
The estimated mean (SD) volume of distribution based on terminal phase (V) was 4.35 (2.45) L with
continuous intravenous infusion of blinatumomab.

Metabolism

The metabolic pathway of blinatumomab has not been characterized. Like other protein therapeutics,
BLINCYTO is expected to be degraded into small peptides and amino acids via catabolic pathways.
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Elimination

The estimated mean (SD) systemic clearance with continuous intravenous infusion in patients receiving
blinatumomab in clinical studies was 3.11 (2.98) L/hour. The mean (SD) half-life was 2.10 (1.41) hours.
Negligible amounts of blinatumomab were excreted in the urine at the tested clinical doses.

Gender, Age, and Body Surface Area

Results of population pharmacokinetic analyses indicate that age (0.62 to 80 years of age) and gender do
not influence the pharmacokinetics of blinatumomab. Body surface area (0.4 to 2.70 m?) influences the
pharmacokinetics of blinatumomab, however, the clinical relevance of this effect is unknown.

Hepatic Impairment
No formal pharmacokinetic studies using BLINCYTO have been conducted in patients with hepatic
impairment.

Renal Impairment
No formal pharmacokinetic studies of blinatumomab have been conducted in patients with renal
impairment.

Pharmacokinetic analyses showed an approximately 2-fold difference in mean blinatumomab clearance
values between patients with moderate renal impairment (CrCL ranging from 30 to 59 mL/min, N = 21)
and normal renal function (CrCL more than 90 mL/min, N =215). However, high interpatient variability
was discerned (CV% up to 96.8%), and clearance values in renal impaired patients were essentially
within the range observed in patients with normal renal function. There is no information available in
patients with severe renal impairment (CrCL less than 30 mL/min) or patients on hemodialysis.

Drug Interactions
Transient elevation of cytokines may suppress CYP450 enzyme activities [see Drug Interactions (7) and
Clinical Pharmacology (12.2)].

Specific Populations

Pediatrics: The pharmacokinetics of blinatumomab appear linear over a dose range from 5 to

30 mcg/m?/day in pediatric patients. At the recommended doses, the mean (SD) steady-state
concentration (Css) values were 162 (179) and 533 (392) pg/mL at 5 and 15 mcg/m*/day doses,
respectively. The estimated mean (SD) volume of distribution (V,), clearance (CL), and terminal half-life
(ti22) were 3.14 (2.97) L/m?, 1.88 (1.90) L/hour/m?, and 2.04 (1.35) hours, respectively.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or genotoxicity studies have been conducted with blinatumomab.

No studies have been conducted to evaluate the effects of blinatumomab on fertility. A murine surrogate

molecule had no adverse effects on male and female reproductive organs in a 13-week repeat-dose
toxicity study in mice.
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14 CLINICAL STUDIES
14.1 MRD-positive B-cell Precursor ALL
BLAST Study

The efficacy of BLINCYTO was evaluated in an open-label, multicenter, single-arm study (BLAST
Study) [NCT01207388] that included patients who were > 18 years of age, had received at least 3
chemotherapy blocks of standard ALL therapy, were in hematologic complete remission (defined as < 5%
blasts in bone marrow, absolute neutrophil count > 1 Gi/L, platelets > 100 Gi/L) and had MRD at a level
of > 0.1% using an assay with a minimum sensitivity of 0.01%. BLINCYTO was administered at a
constant dose of 15 mcg/m?/day (equivalent to the recommended dosage of 28 mcg/day) intravenously for
all treatment cycles. Patients received up to 4 cycles of treatment. Dose adjustment was possible in case
of adverse events.

The treated population included 86 patients in first or second hematologic complete remission (CR1 or
CR2). The demographics and baseline characteristics are shown in Table 12. The median number of
treatment cycles was 2 (range: 1 to 4). Following treatment with BLINCYTO, 45 out of 61 (73.8%)
patients in CR1 and 14 out of 25 (56.0%) patients in CR2 underwent allogeneic hematopoietic stem cell
transplantation in continuous hematologic complete remission.

Table 12. Demographics and Baseline Characteristics in BLAST Study

Characteristic BI(‘;N::;?O
Age
Median, years (min, max) 43 (18, 76)
> 65 years, n (%) 10 (12)
Males, n (%) 50 (58)
Race, n (%)
Asian 1(1)
Other (mixed) 0(0)
White 76 (88)
Unknown 9(11)
Philadelphia chromosome disease status, n
(%)
Positive 1(1)
Negative 85 (99)
Relapse history, n (%)
Patients in 1** CR 61 (71)
Patients in 2" CR 25 (29)
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Table 12. Demographics and Baseline Characteristics in BLAST Study

Characteristic BI(‘II\INE;;‘O
MRD level at baseline*, n (%)
>10% 7(8)
> 1% and < 10% 34 (40)
>0.1% and < 1% 45 (52)

* Assessed centrally using an assay with minimum sensitivity of 0.01%.

Efficacy was based on achievement of undetectable MRD within one cycle of BLINCYTO treatment and
hematological relapse-free survival (RFS). The assay used to assess MRD response had a sensitivity of
0.01% for 6 patients and < 0.005% for 80 patients. Overall, undetectable MRD was achieved by 70
patients (81.4%: 95% CI: 71.6%, 89.0%). The median hematological RFS was 22.3 months. Table 13
shows the MRD response and hematological RFS by remission number.

Table 13. Efficacy Results in Patients > 18 Years of Age With MRD-positive B-cell Precursor

ALL (BLAST Study)
Patients in CR1 Patients in CR2
(n=61) (n=25)
Complete MRD response', n (%), 52 (85.2) 18 (72.0)
[95% CTI] [73.8, 93.0] [50.6, 87.9]
Median hematological relapse-free survival® in 35.2 12.3
months (range) (0.4, 53.5) (0.7, 42.3)

I Complete MRD response was defined as the absence of detectable MRD confirmed in an assay with minimum

sensitivity of 0.01%.
Relapse was defined as either hematological or extramedullary relapse, secondary leukemia, or death due to any
cause; Includes time after transplantation; Kaplan Meier estimate.

2.

Undetectable MRD was achieved by 65 of 80 patients (81.3%: 95% CI: 71.0%, 89.1%) with an assay
sensitivity of at least 0.005%. The estimated median hematological RFS among the 80 patients using the
higher sensitivity assay was 24.2 months (95% CI: 17.9, NE).

14.2 Relapsed/Refractory B-cell Precursor ALL
TOWER Study

The efficacy of BLINCYTO was compared to standard of care (SOC) chemotherapy in a randomized,
open-label, multicenter study (TOWER Study) [NCT02013167]. Eligible patients were > 18 years of age
with relapsed or refractory B-cell precursor ALL [> 5% blasts in the bone marrow and refractory to
primary induction therapy or refractory to last therapy, untreated first relapse with first remission duration
< 12 months, untreated second or later relapse, or relapse at any time after allogeneic hematopoietic stem
cell transplantation (alloHSCT)]. BLINCYTO was administered at 9 mcg/day on Days 1-7 and

28 mcg/day on Days 8-28 for Cycle 1, and 28 mcg/day on Days 1-28 for Cycles 2-5 in 42-day cycles and
for Cycles 6-9 in 84-day cycles. Dose adjustment was possible in case of adverse events. SOC
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chemotherapy included fludarabine, cytarabine arabinoside, and granulocyte colony-stimulating factor
(FLAG); high-dose cytarabine arabinoside (HiDAC); high-dose methotrexate- (HDMTX) based
combination; or clofarabine/clofarabine-based regimens.

There were 405 patients randomized 2:1 to receive BLINCYTO or investigator-selected SOC
chemotherapy. Randomization was stratified by age (< 35 years vs. > 35 years of age), prior salvage
therapy (yes vs. no), and prior alloHSCT (yes vs. no) as assessed at the time of consent. The
demographics and baseline characteristics were well-balanced between the two arms (see Table 14).

Table 14. Demographics and Baseline Characteristics in TOWER Study

Standard of Care (SOC)
Characteristic BLINCYTO Chemotherapy
(N =271) (N=134)

Age

Median, years (min, max) 37 (18, 80) 37 (18, 78)

<35 years, n (%) 124 (46) 60 (45)

> 35 years, n (%) 147 (54) 74 (55)

> 65 years, n (%) 33 (12) 15 (11)

> 75 years, n (%) 10 (4) 2(2)

Males, n (%) 162 (60) 77 (58)
Race, n (%)

American Indian or Alaska Native 4(2) 1(1)

Asian 19 (7) 9(7)

Black (or African American) 5(2) 3(2)

Multiple 2 (D) 0

Native Hawaiian or Other Pacific 1 (0) 1(1)

Islander

Other 12 (4) 8 (6)

White 228 (84) 112 (84)
Prior salvage therapy 171 (63) 70 (52)
Prior alloHSCT! 94 (35) 46 (34)
Eastern Cooperative Group Status - n (%)

0 96 (35) 52 (39)

1 134 (49) 61 (46)

2 41 (15) 20 (15)

Unknown 0 1(1)
Refractory to salvage treatment - n (%)

Yes 87 (32) 34 (25)

No 182 (67) 99 (74)

Unknown 2 (1) 1(1)
Maximum of central/local bone marrow
blasts - n (%)

<5% 0 0

>51t0<10% 9(3) 7(5)

10 to <50% 60 (22) 23 (17)

>50% 201 (74) 104 (78)

Unknown 1(0) 0

1
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Of the 271 patients randomized to the BLINCYTO arm, 267 patients received BLINCYTO treatment.
The median number of treatment cycles was two (range: 1 to 9 cycles); 267 (99%) received Cycles 1-2
(induction), 86 (32%) received Cycles 3-5 (consolidation), and 27 (10%) received Cycles 6-9 (continued
therapy). Of the 134 patients on the SOC arm, 25 dropped out prior to start of study treatment, and 109
patients received a median of 1 treatment cycle (range: 1 to 4 cycles).

The determination of efficacy was based on overall survival (OS). The study demonstrated statistically
significant improvement in OS for patients treated with BLINCYTO as compared to SOC chemotherapy.

See Figure 1 and Table 15 below for efficacy results from the TOWER Study.

Figure 1. Kaplan-Meier Curve of Overall Survival in TOWER Study
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Table 15. Efficacy Results in Patients > 18 Years of Age With Philadelphia Chromosome-Negative
Relapsed or Refractory B-cell Precursor ALL (TOWER Study)

BLINCYTO SOC Chemotherapy
(N=271) (N=134)
Overall Survival
Number of deaths (%) 164 (61) 87 (65)
Median, months [95% CI] 7.71[5.6,9.6] 4.0[2.9,5.3]
Hazard Ratio [95% CI]! 0.71 [0.55, 0.93]
p-value? 0.012
Overall Response
CR*/CRh*3, n (%) [95% CI] 115 (42) [37, 49] | 27 (20) [14, 28]
Treatment difference [95% CI] 22113, 31]
p-value® <0.001
CR, n (%) [95% CI] 91 (34) [28, 40] | 21 (16) [10, 23]
Treatment difference [95% CI] 18 [10, 26]
p-value® <0.001
MRD Response® for CR/CRh*
nl/n2 (%)’ [95% CI] | 73/115 (64) [54, 72] | 14/27 (52) [32, 71]
1

Based on stratified Cox’s model.

The p-value was derived using stratified log rank test.

The p-value was derived using Cochran-Mantel-Haenszel test.

CR (complete remission) was defined as < 5% blasts in the bone marrow, no evidence of disease, and full recovery of

peripheral blood counts (platelets > 100,000/microliter and absolute neutrophil counts [ANC] > 1,000/microliter).

CRh* (complete remission with partial hematologic recovery) was defined as < 5% blasts in the bone marrow, no evidence

of disease, and partial recovery of peripheral blood counts (platelets > 50,000/microliter and ANC > 500/microliter).

MRD (minimum residual disease) response was defined as MRD by PCR or flow cytometry < 1 x 10 (0.01%).

7 nl: number of patients who achieved MRD response and CR/CRh*; n2: number of patients who achieved CR/CRh* and had
a postbaseline assessment.

2
3
4
5

6

Study MT103-211

Study MT103-211 [NCT01466179] was an open-label, multicenter, single-arm study. Eligible patients
were > 18 years of age with Philadelphia chromosome-negative relapsed or refractory B-cell precursor
ALL (relapsed with first remission duration of < 12 months in first salvage or relapsed or refractory after
first salvage therapy or relapsed within 12 months of alloHSCT, and had > 10% blasts in bone marrow).

BLINCYTO was administered as a continuous intravenous infusion. The recommended dose for this
study was determined to be 9 mcg/day on Days 1-7 and 28 mcg/day on Days 8-28 for Cycle 1, and

28 mcg/day on Days 1-28 for subsequent cycles. Dose adjustment was possible in case of adverse events.
The treated population included 185 patients who received at least 1 infusion of BLINCYTO; the median
number of treatment cycles was 2 (range: 1 to 5). Patients who responded to BLINCYTO but later
relapsed had the option to be retreated with BLINCYTO. Among treated patients, the median age was

39 years (range: 18 to 79 years), 63 out of 185 (34.1%) had undergone HSCT prior to receiving
BLINCYTO, and 32 out of 185 (17.3%) had received more than 2 prior salvage therapies.

Efficacy was based on the complete remission (CR) rate, duration of CR, and proportion of patients with
an MRD-negative CR/CR with partial hematological recovery (CR/CRh*) within 2 cycles of treatment
with BLINCYTO. Table 16 shows the efficacy results from this study. The HSCT rate among those who
achieved CR/CRh* was 39% (30 out of 77).
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Table 16. Efficacy Results in Patients > 18 Years of Age With Philadelphia Chromosome-Negative
Relapsed or Refractory B-cell Precursor ALL (Study MT103-211)

N =185
CR' CRh*? CR/CRh*

n (%) 60 (32.4) 17 (9.2) 77 (41.6)

[95% CI] [25.7-39.7] [5.4 - 14.3] [34.4—49.1]

MRD response’

nl/n2 (%)* 48/60 (80.0) 10/17 (58.8) 58/77 (75.3)

[95% CI] [67.7 — 89.2] [32.9 — 81.6] [64.2 — 84.4]

DOR/RFS®

Median (months) (range) | 67(046-165) | 5.0 (0.13 —8.8) | 5.9(0.13-16.5)

1

CR (complete remission) was defined as < 5% of blasts in the bone marrow, no evidence of disease, and full recovery
of peripheral blood counts (platelets > 100,000/microliter and absolute neutrophil counts [ANC] > 1,000/microliter).
CRh* (complete remission with partial hematological recovery) was defined as < 5% of blasts in the bone marrow, no
evidence of disease, and partial recovery of peripheral blood counts (platelets > 50,000/microliter and ANC >
500/microliter).

3 MRD (minimal residual disease) response was defined as MRD by PCR < 1 x 10 (0.01%).

nl: number of patients who achieved MRD response and the respective remission status; n2: number of patients who
achieved the respective remission status. Six CR/CRh" responders with missing MRD data were considered as
MRD-nonresponders.

DOR (duration of response)/RFS (relapse-free survival) was defined as time since first response of CR or CRh* to
relapse or death, whichever is earlier. Relapse was defined as hematological relapse (blasts in bone marrow greater
than 5% following CR) or an extramedullary relapse.

ALCANTARA Study

The efficacy of BLINCYTO for treatment of Philadelphia chromosome-positive B-cell precursor ALL
was evaluated in an open-label, multicenter, single-arm study (ALCANTARA Study) [NCT02000427].
Eligible patients were > 18 years of age with Philadelphia chromosome-positive B-cell precursor ALL,
relapsed or refractory to at least 1 second generation or later tyrosine kinase inhibitor (TKI), or intolerant
to second generation TKI, and intolerant or refractory to imatinib mesylate.

BLINCYTO was administered at 9 mcg/day on Days 1-7 and 28 mcg/day on Days 8-28 for Cycle 1, and
28 mcg/day on Days 1-28 for subsequent cycles. Dose adjustment was possible in case of adverse events.

The treated population included 45 patients who received at least one infusion of BLINCYTO; the

median number of treatment cycles was 2 (range: 1 to 5). The demographics and baseline characteristics
are shown in Table 17.
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Table 17. Demographics and Baseline Characteristics in ALCANTARA Study

Characteristic BIE;NS‘:(S";’O
Age
Median, years (min, max) 55 (23, 78)
> 65 years and < 75 years, n (%) 10 (22)
> 75 years, n (%) 2 (4)
Males, n (%) 24 (53)
Race, n (%)
Asian 1(2)
Black (or African American) 3(7)
Other 2 (4)
White 39 (87)
Disease History
Prior TKI treatment', n (%)
1 7 (16)
2 21 (47)
>3 17 (38)
Prior salvage therapy 31 (62)
Prior alloHSCT? 20 (44)
Bone marrow blasts®
>50% to <75% 6 (13)
>75% 28 (62)
! Number of patients that failed ponatinib = 23 (51%)
2 alloHSCT = allogeneic hematopoietic stem cell transplantation
3 centrally assessed

Efficacy was based on the complete remission (CR) rate, duration of CR, and proportion of patients with
an MRD-negative CR/CR with partial hematological recovery (CR/CRh*) within 2 cycles of treatment
with BLINCYTO. Table 18 shows the efficacy results from ALCANTARA Study. Five of the 16
responding (31%) patients underwent allogeneic HSCT in CR/CRh* induced with BLINCYTO. There
were 10 patients with documented T3 151 mutation; four achieved CR within 2 cycles of treatment with
BLINCYTO.
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Table 18. Efficacy Results in Patients > 18 Years of Age With Philadelphia Chromosome-Positive
Relapsed or Refractory B-cell Precursor ALL (ALCANTARA Study)

N =45

CR! CRh*? CR/CRh*
n (%) 14 (31) 2 (4) 16 (36)
[95% CI] [18 —47] [1-15] [22-51]
MRD response’
nl/m2 (%)* 12/14 (86) 2/2 (100) 14/16 (88)
[95% CI] [57 — 98] [16, 100] [62 — 98]
DOR/RFS’
Median (months) (range) | 67366-120 | NES (3.7 — 9.0) |  6.73.6-120)
1

CR (complete remission) was defined as < 5% of blasts in the bone marrow, no evidence of disease, and full recovery
of peripheral blood counts (platelets > 100,000/microliter and absolute neutrophil counts [ANC] > 1,000/microliter).
CRh* (complete remission with partial hematological recovery) was defined as < 5% of blasts in the bone marrow, no
evidence of disease, and partial recovery of peripheral blood counts (platelets > 50,000/microliter and

ANC > 500/microliter).

3 MRD (minimal residual disease) response was defined as MRD by PCR < 1 x 10 (0.01%)).

nl: number of patients who achieved MRD response and the respective remission status; n2: number of patients who
achieved the respective remission status. Six CR/CRh* responders with missing MRD data were considered as
MRD-nonresponders.

DOR (duration of response)/RFS (relapse-free survival) was defined as time since first response of CR or CRh* to
relapse or death, whichever is earlier. Relapse was defined as hematological relapse (blasts in bone marrow greater
than 5% following CR) or an extramedullary relapse.

NE = not estimable

Study MT103-205

Study MT103-205 [NCT01471782] was an open-label, multicenter, single-arm study in pediatric patients
with relapsed or refractory B-cell precursor ALL (second or later bone marrow relapse, any marrow
relapse after allogeneic HSCT, or refractory to other treatments, and had > 25% blasts in bone marrow).
BLINCYTO was administered at 5 mcg/m?/day on Days 1-7 and 15 mcg/m*/day on Days 8-28 for

Cycle 1, and 15 mcg/m?/day on Days 1-28 for subsequent cycles. Dose adjustment was possible in case
of adverse events. Patients who responded to BLINCYTO but later relapsed had the option to be
retreated with BLINCYTO.

Among the 70 treated patients, the median age was 8 years (range: 7 months to 17 years), 40 out of
70 (57.1%) had undergone allogeneic HSCT prior to receiving BLINCYTO, and 39 out of 70 (55.7%)
had refractory disease. The median number of treatment cycles was 1 (range: 1 to 5).

Twenty-three out of 70 (32.9%) patients achieved CR/CRh* within the first 2 treatment cycles with

17 out of 23 (73.9%) occurring within Cycle 1 of treatment. See Table 19 for the efficacy results from the
study. The HSCT rate among those who achieved CR/CRh* was 48% (11 out of 23).
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Table 19. Efficacy Results in Patients < 18 Years of Age With Relapsed or Refractory B-cell
Precursor ALL (Study MT103-205)

N=170

CR' CRh*? CR/CRh*
n (%) 12 (17.1) 11 (15.7) 23 (32.9)
[95% CI] [9.2 — 28.0] [8.1 —26.4] [22.1 —45.1]
MRD response’
nl/n2 (%)* 6/12 (50.0) 4/11 (36.4) 10/23 (43.5)
[95% CI] [21.1 —78.9] [10.9 — 69.2] [23.2 - 65.5]
DOR/RFS®
Median (months) (range) | 6.0(05-121) | 3.5(0.5—16.4) | 6.0(0.5-16.4)
1

CR (complete remission) was defined as < 5% of blasts in the bone marrow, no evidence of circulating blasts or
extra-medullary disease, and full recovery of peripheral blood counts (platelets > 100,000/microliter and absolute
neutrophil counts [ANC] > 1,000/microliter).

2 CRh* (complete remission with partial hematological recovery) was defined as < 5% of blasts in the bone marrow, no
evidence of circulating blasts or extramedullary disease, and partial recovery of peripheral blood counts (platelets
> 50,000/microliter and ANC > 500/microliter).

3 MRD (minimal residual disease) response was defined as MRD by PCR or flow cytometry < 1 x 10 (0.01%).

4 nl: number of patients who achieved MRD response and the respective remission status; n2: number of patients who
achieved the respective remission status. One CR/CRh" responder with missing MRD data was considered as a
MRD-nonresponder.

5 DOR (duration of response)/RFS (relapse-free survival) was defined as time since first response of CR or CRh* to
relapse or death, whichever is earlier. Relapse was defined as hematological relapse (blasts in bone marrow greater
than 5% following CR) or an extramedullary relapse.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

Each BLINCYTO package (NDC 55513-160-01) contains:
e  One BLINCYTO 35 mcg single-dose vial containing a sterile, preservative-free, white to off-white
lyophilized powder and
e One IV Solution Stabilizer 10 mL single-dose glass vial containing a sterile, preservative-free,
colorless to slightly yellow, clear solution. Do not use the IV Solution Stabilizer to reconstitute
BLINCYTO.

16.2 Storage and Handling

Store BLINCYTO and IV Solution Stabilizer vials in the original package refrigerated at 2°C to 8°C
(36°F to 46°F) and protect from light until time of use. Do not freeze.

Store and transport the prepared IV bag containing BLINCYTO solution for infusion at 2°C to 8°C (36°F
to 46°F) conditions. Ship in packaging that has been validated to maintain temperature of the contents at
2°C to 8°C (36°F to 46°F). Do not freeze.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Cytokine Release Syndrome (CRS)
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Advise patients of the risk of CRS and infusion reactions, and to contact their healthcare professional for
signs and symptoms associated with CRS or infusion reactions (pyrexia, fatigue, nausea, vomiting, chills,
hypotension, rash, and wheezing) [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

Neurological Toxicities

Advise patients of the risk of neurological toxicities, and to contact their healthcare professional for signs
and symptoms associated with this event (convulsions, speech disorders, and confusion) /see Warnings
and Precautions (5.2) and Adverse Reactions (6.1)].

Infections
Advise patients of the risk of infections, and to contact their healthcare professional for signs or
symptoms of infection [see Warnings and Precautions (5.3) and Adverse Reactions (6.1)].

Inform patients of the importance of keeping the skin clean around the intravenous catheter to reduce the
risk of infection.

Pancreatitis

Advise patients of the risk of pancreatitis and to contact their healthcare provider for signs or symptoms
of pancreatitis, which include severe and persistent stomach pain, with or without nausea and vomiting
[see Warnings and Precautions (5.8) and Adverse Reactions (6.2)].

Driving and Engaging in Hazardous Occupations
Advise patients to refrain from driving and engaging in hazardous occupations or activities such as

operating heavy or potentially dangerous machinery while BLINCYTO is being administered. Patients
should be advised that they may experience neurological events [see Warnings and Precautions (5.6)].

Infusion Pump Errors

Inform patients they should not adjust the setting on the infusion pump. Any changes to pump function
may result in dosing errors. If there is a problem with the infusion pump or the pump alarms, patients
should contact their doctor or nurse immediately.

AMGEN

BLINCYTO® (blinatumomab)

Manufactured by:

Amgen Inc.

One Amgen Center Drive

Thousand Oaks, California 91320-1799
U.S. License No. 1080

Patent: http://pat.amgen.com/blincyto/

© 2014-2018 Amgen Inc. All rights reserved.
v8
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

BLINCYTO 38.5 micrograms powder for concentrate and solution for solution for infusion.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
One vial of powder contains 38.5 micrograms blinatumomab.

Reconstitution with water for injections results in a final blinatumomab concentration of
12.5 micrograms/mL.

Blinatumomab is produced in Chinese hamster ovary cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate and solution for solution for infusion.
BLINCYTO powder (powder for concentrate): White to off-white powder.

Solution (stabiliser): Colourless-to-slightly yellow, clear solution with a pH of 7.0.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

BLINCYTO is indicated for the treatment of adults with Philadelphia chromosome negative relapsed
or refractory B-precursor acute lymphoblastic leukaemia (ALL).

4.2 Posology and method of administration

Treatment should be initiated under the direction of and supervised by physicians experienced in the
treatment of haematological malignancies.

Hospitalisation is recommended for initiation at a minimum for the first 9 days of the first cycle and
the first 2 days of the second cycle.

In patients with a history or presence of clinically relevant central nervous system (CNS) pathology
(see section 4.4), hospitalisation is recommended at a minimum for the first 14 days of the first cycle.
In the second cycle, hospitalisation is recommended at a minimum for 2 days, and clinical judgment
should be based on tolerance to BLINCYTO in the first cycle. Caution should be exercised as cases of
late occurrence of first neurological events in the second cycle have been observed.

For all subsequent cycle starts and reinitiation (e.g. if treatment is interrupted for 4 or more hours),
supervision by a healthcare professional or hospitalisation is recommended.



BLINCYTO infusion bags should be prepared to infuse over 24 hours, 48 hours, 72 hours, or
96 hours. See method of administration.

Posology

Patients may receive 2 cycles of treatment. A single cycle of treatment is 28 days (4 weeks) of
continuous infusion. Each cycle of treatment is separated by a 14 day (2 week) treatment-free interval.

Patients who have achieved complete remission (CR/CRh*) after 2 treatment cycles may receive up to
3 additional cycles of BLINCYTO consolidation treatment, based on an individual benefits-risks

assessment.

Recommended dose (for patients at least 45 kg in weight):

Cycle 1 2 week- Cycle 2 and
treatment-free subsequent
Starting dose Subsequent dose interval cycles
Days 1 -7 Days 8 - 28 (Days 29 —42) | (Days 1-28)
9 mcg/day via 28 mcg/day via 28 mcg/day via
continuous continuous continuous
infusion infusion infusion

Premedication and additional medication recommendations

Dexamethasone 20 mg intravenous should be administered 1 hour prior to initiation of each cycle of
BLINCYTO therapy.

Anti-pyretic use (e.g. paracetamol) is recommended to reduce pyrexia during the first 48 hours of each
treatment cycle.

Intrathecal chemotherapy prophylaxis is recommended before and during BLINCYTO therapy to
prevent central nervous system ALL relapse.

Pre-phase treatment for patients with high tumour burden

For patients with > 50% leukaemic blasts in bone marrow or > 15,000/microlitre peripheral blood
leukaemic blast counts treat with dexamethasone (not to exceed 24 mg/day).

Dose adjustments

Consideration to discontinue BLINCYTO temporarily or permanently as appropriate should be made
in the case of the following severe (grade 3) or life-threatening (grade 4) toxicities (see section 4.4):
cytokine release syndrome, tumour lysis syndrome, neurological toxicity, elevated liver enzymes and
any other clinically relevant toxicities.

If the interruption of treatment after an adverse event is no longer than 7 days, continue the same cycle
to a total of 28 days of infusion inclusive of days before and after the interruption in that cycle. If an
interruption due to an adverse event is longer than 7 days, start a new cycle. If the toxicity takes more
than 14 days to resolve, discontinue BLINCYTO permanently, except if described differently in the
table below.



Toxicity Grade* Action

Cytokine release ~ Grade 3 Interrupt BLINCYTO until resolved, then restart BLINCYTO at
syndrome, tumour 9 mcg/day. Escalate to 28 mcg/day after 7 days if the toxicity
lysis syndrome does not recur.

Grade 4 Discontinue BLINCYTO permanently.

Neurological Convulsion Discontinue BLINCYTO permanently if more than one
toxicity convulsion occurs.
Grade 3 Interrupt BLINCY TO until no more than grade 1 (mild) and for at

least 3 days, then restart BLINCYTO at 9 mcg/day. Escalate to
28 mcg/day after 7 days if the toxicity does not recur. For
re-initiation, premedicate with a 24 mg dose of dexamethasone.
Then reduce dexamethasone step-wise over 4 days. If the toxicity
occurred at 9 mcg/day, or if the toxicity takes more than 7 days to
resolve, discontinue BLINCYTO permanently.

Grade 4 Discontinue BLINCYTO permanently.

Elevated liver Grade 3 If clinically relevant, interrupt BLINCY TO until no more than
enzymes grade 1 (mild), then restart BLINCYTO at 9 mcg/day. Escalate to
28 mcg/day after 7 days if the toxicity does not recur.

Grade 4 Consider discontinuing BLINCYTO permanently.

Other clinically Grade 3 Interrupt BLINCY TO until no more than grade 1 (mild), then
relevant (as restart BLINCYTO at 9 mcg/day. Escalate to 28 mcg/day after 7
determined by days if the toxicity does not recur.

treating

physician) Grade 4 Consider discontinuing BLINCYTO permanently.

adverse reactions

*Based on the NCI Common Terminology Criteria for Adverse Events (CTCAE) version 4.0. Grade 3 is
severe, and grade 4 is life-threatening.

Special populations

Elderly

No dose adjustment is necessary in elderly patients (> 65 years of age), see section 5.1. There is
limited experience with BLINCYTO in patients > 75 years of age.

Renal impairment

Based on pharmacokinetic analyses, dose adjustment is not necessary in patients with mild to
moderate renal dysfunction (see section 5.2). The safety and efficacy of BLINCYTO have not been
studied in patients with severe renal impairment.

Hepatic impairment

Based on pharmacokinetic analyses, no effect of baseline liver function on blinatumomab exposure is
expected and adjustment of the initial dose is not necessary (see section 5.2). The safety and efficacy
of BLINCYTO have not been studied in patients with severe hepatic impairment.

Paediatric population

The safety and efficacy of BLINCYTO in paediatric patients have not yet been established.



Currently available data are described in section 4.8 but no recommendation on a posology can be
made.

Method of administration

Important note: Do not flush infusion lines into the patient, as it will cause an inadvertent bolus
of BLINCYTO to be administered. BLINCYTO should be infused through a dedicated lumen.

For instructions on the handling and preparation of the medicinal product before administration, see
section 6.6.

BLINCYTO solution for infusion is administered as a continuous intravenous infusion delivered at a
constant flow rate using an infusion pump over a period of up to 96 hours.

The BLINCYTO solution for infusion must be administered using intravenous tubing that contains a
sterile, non-pyrogenic, low protein-binding 0.2 micrometre in-line filter.

A therapeutic dose of 9 mcg/day or 28 mcg/day should be administered to the patient by infusing a
total of 240 mL BLINCYTO solution for infusion at one of 4 constant infusion rates and associated
infusion durations:

° Infusion rate of 10 mL/h for a duration of 24 hours

Infusion rate of 5 mL/h for a duration of 48 hours

Infusion rate of 3.3 mL/h for a duration of 72 hours

Infusion rate of 2.5 mL/h for a duration of 96 hours

The choice of the infusion duration should be made by the treating physician considering the
frequency of the infusion bag changes. The target therapeutic dose of BLINCYTO delivered does not
change.

Change of infusion bag

The infusion bag must be changed at least every 96 hours by a health care professional for sterility
reasons.

4.3 Contraindications

- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
- Breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use

Neurologic events

Neurologic events including events with a fatal outcome have been observed. Grade 3 (CTCAE
version 4.0) or higher (severe or life-threatening) neurologic events following initiation of
blinatumomab administration included encephalopathy, seizures, speech disorders, disturbances in
consciousness, confusion and disorientation, and coordination and balance disorders. Among patients
that experienced a neurologic event, the median time to the first event was within the first two weeks
of treatment and the majority of events resolved after treatment interruption and infrequently led to
BLINCYTO treatment discontinuation.

Elderly patients may be more susceptible to serious neurologic events such as cognitive disorder,
encephalopathy, and confusion.

Patients with a medical history of neurologic signs and symptoms (such as dizziness, hypoaesthesia,
hyporeflexia, tremor, dysaesthesia, paraesthesia, memory impairment) demonstrated a higher rate of



neurologic events (such as tremor, dizziness, confusional state, encephalopathy and ataxia). Among
these patients, the median time to the first neurologic event was within the first cycle of treatment.

There is limited experience in patients with a history or presence of clinically relevant central nervous
system (CNS) pathology (e.g. epilepsy, seizure, paresis, aphasia, stroke, severe brain injuries,
dementia, Parkinson’s disease, cerebellar disease, organic brain syndrome, psychosis) as they were
excluded from clinical trials. There is a possibility of a higher risk of neurologic events in this
population. The potential benefits of treatment should be carefully weighed against the risk of
neurologic events and heightened caution should be exercised when administering BLINCYTO to
these patients.

There is limited experience with blinatumomab in patients with documented active ALL in the CNS or
cerebrospinal fluid (CSF). However patients have been treated with blinatumomab in clinical studies
after clearance of CSF blasts with CNS directed therapy (such as intrathecal chemotherapy). Therefore
once the CSF is cleared, treatment with BLINCYTO may be initiated.

It is recommended that a neurological examination be performed in patients prior to starting
BLINCYTO therapy and that patients be clinically monitored for signs and symptoms of neurologic
events (e.g. writing test). Management of these signs and symptoms to resolution may require either
temporary interruption or permanent discontinuation of BLINCYTO (see section 4.2). In the event of a
seizure, secondary prophylaxis with appropriate anticonvulsant medicinal products (e.g. levetiracetam)
is recommended.

Infections

In patients receiving blinatumomab, serious infections, including sepsis, pneumonia, bacteraemia,
opportunistic infections and catheter site infections have been observed, some of which were life-
threatening or fatal. Patients with Eastern Cooperative Oncology Group (ECOG) performance status at
baseline of 2 experienced a higher incidence of serious infections compared to patients with ECOG
performance status of < 2. There is limited experience with BLINCYTO in patients with an active
uncontrolled infection.

Patients receiving BLINCYTO should be clinically monitored for signs and symptoms of infection
and treated appropriately. Management of infections may require either temporary interruption or
discontinuation of BLINCYTO (see section 4.2).

Cytokine release syndrome and infusion reactions

Cytokine release syndrome (CRS) which may be life-threatening or fatal (grade > 4) has been reported
in patients receiving BLINCYTO (see section 4.8).

Serious adverse events that may be signs and symptoms of CRS included pyrexia, asthenia, headache,
hypotension, total bilirubin increased, and nausea; uncommonly, these events led to BLINCYTO
discontinuation. The median time to onset of a CRS event was 2 days. Patients should be closely
monitored for signs or symptoms of these events.

Disseminated intravascular coagulation (DIC) and capillary leak syndrome (CLS, e.g. hypotension,
hypoalbuminaemia, oedema and haemoconcentration) have been commonly associated with CRS (see
section 4.8). Patients experiencing capillary leak syndrome should be managed promptly.

Haemophagocytic histiocytosis/macrophage activation syndrome (MAS) has been uncommonly
reported in the setting of CRS.

Infusion reactions may be clinically indistinguishable from manifestations of CRS (see section 4.8).
The infusion reactions were generally rapid, occurring within 48 hours after initiating infusion.
However some patients reported delayed onset of infusion reactions or in later cycles. Patients should
be observed closely for infusion reactions, especially during the initiation of the first and second
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treatment cycles and treated appropriately. Anti-pyretic use (e.g. paracetamol) is recommended to help
reduce pyrexia during the first 48 hours of each cycle. To mitigate the risk of CRS, it is important to
initiate BLINCYTO (cycle 1, days 1-7) at the recommended starting dose in section 4.2.

Management of these events may require either temporary interruption or discontinuation of
BLINCYTO (see section 4.2).

Tumour lysis syndrome

Tumour lysis syndrome (TLS), which may be life-threatening or fatal (grade > 4) has been observed in
patients receiving BLINCYTO.

Appropriate prophylactic measures including aggressive hydration and anti-hyperuricaemic therapy
(such as allopurinol or rasburicase) should be used for the prevention and treatment of TLS during
BLINCYTO treatment, especially in patients with higher leukocytosis or a high tumour burden.
Patients should be closely monitored for signs or symptoms of TLS, including renal function and fluid
balance in the first 48 hours after the first infusion. In clinical studies, patients with moderate renal
impairment showed an increased incidence of TLS compared with patients with mild renal impairment
or normal renal function. Management of these events may require either temporary interruption or
discontinuation of BLINCYTO (see section 4.2).

Neutropenia and febrile neutropenia

Neutropenia and febrile neutropenia, including life-threatening cases, have been observed in patients
receiving BLINCYTO. Laboratory parameters (including, but not limited to white blood cell count
and absolute neutrophil count) should be monitored routinely during BLINCYTO infusion, especially
during the first 9 days of the first cycle, and treated appropriately.

Elevated liver enzymes

Treatment with BLINCYTO was associated with transient elevations in liver enzymes. The majority
of the events were observed within the first week of treatment initiation and did not require
interruption or discontinuation of BLINCYTO (see section 4.8).

Monitoring of alanine aminotransferase (ALT), aspartate aminotransferase (AST), gamma-glutamyl
transferase (GGT), and total blood bilirubin prior to the start of and during BLINCYTO treatment
especially during the first 48 hours of the first 2 cycles should be performed. Management of these
events may require either temporary interruption or discontinuation of BLINCYTO (see section 4.2).

Pancreatitis

Pancreatitis, life-threatening or fatal, has been reported in patients receiving BLINCYTO in clinical
trials and the post-marketing setting. High-dose steroid therapy may have contributed, in some cases,
to the pancreatitis.

Patients should be closely monitored for signs and symptoms of pancreatitis. Patient evaluation may
include physical examination, laboratory evaluation for serum amylase and serum lipase, and
abdominal imaging, such as ultrasound and other appropriate diagnostic measures. Management of
pancreatitis may require either temporary interruption or discontinuation of BLINCYTO (see section
4.2).



Leukoencephalopathy including progressive multifocal leukoencephalopathy

Cranial magnetic resonance imaging (MRI) changes showing leukoencephalopathy have been
observed in patients receiving BLINCYTO, especially in patients with prior treatment with cranial
irradiation and anti-leukaemic chemotherapy (including systemic high dose methotrexate or intrathecal
cytarabine). The clinical significance of these imaging changes is unknown.

Due to the potential for progressive multifocal leukoencephalopathy (PML), patients should be
monitored for signs and symptoms. In case of suspicious events consider consultation with a
neurologist, brain MRI and examination of cerebral spinal fluid (CSF), see section 4.8.

Immunisations

The safety of immunisation with live viral vaccines during or following BLINCYTO therapy has not
been studied. Vaccination with live virus vaccines is not recommended for at least 2 weeks prior to the
start of BLINCYTO treatment, during treatment, and until recovery of B lymphocytes to normal
ranges following last treatment cycle.

Due to the potential depletion of B-cells in newborns following exposure to blinatumomab during

pregnancy, 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 4.6).

Contraception

Women of childbearing potential have to use effective contraception during and for at least 48 hours,
after treatment with BLINCYTO (see section 4.6).

Medication errors

Medication errors have been observed with BLINCYTO treatment. It is very important that the
instructions for preparation (including reconstitution and dilution) and administration are strictly
followed to minimise medication errors (including underdose and overdose) (see section 4.2).

Excipients with known effect

This medicinal product provides less than 1 mmol (23 mg) sodium over a 24 hour infusion i.e.
“essentially sodium free”.

4.5 Interaction with other medicinal products and other forms of interaction

No formal drug interaction studies have been performed. Results from an in vitro test in human
hepatocytes suggest that blinatumomab did not affect CYP450 enzyme activities.

Initiation of BLINCYTO treatment causes transient release of cytokines during the first days of
treatment that may suppress CYP450 enzymes. Patients who are receiving medicinal products that are
CYP450 and transporter substrates with a narrow therapeutic index should be monitored for adverse
effects (e.g. warfarin) or drug concentrations (e.g. cyclosporine) during this time. The dose of the
concomitant medicinal product should be adjusted as needed.



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 contra-indicated 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).

4.7 Effects on ability to drive and use machines

Blinatumomab has major influence on the ability to drive and use machines. Confusion and
disorientation, coordination and balance disorders, risk of seizures and disturbances in consciousness
can occur (see section 4.4). Due to the potential for neurologic events, patients receiving
blinatumomab should refrain from driving, engaging in hazardous occupations or activities such as
driving or operating heavy or potentially dangerous machinery while blinatumomab is being
administered. Patients must be advised that they may experience neurologic events.

4.8 Undesirable effects

Summary of the safety profile

The adverse reactions described in this section were identified in the randomised phase 111 clinical
study (N =267) and in the single-arm phase II study (N = 189) in adults with Philadelphia
chromosome negative relapsed or refractory B-precursor ALL.

The most serious adverse reactions that may occur during blinatumomab treatment include: infections
(29.6%), neutropenia/febrile neutropenia (11.6%), neurologic events (11.6%), cytokine release
syndrome (2.4%), and tumour lysis syndrome (0.9%).



The most common adverse reactions were: infections (63.6%), pyrexia (60.1%), infusion-related
reactions (32.0%), headache (31.1%), febrile neutropenia (25.7%), anaemia (24.8%), oedema (24.1%),
neutropenia (22.1%), thrombocytopenia (20.4%), increased liver enzymes (16.7%), cough (16.2%)

and rash (16.0%).

Tabulated list of adverse reactions

Adverse reactions are presented below by system organ class and frequency category. Frequency
categories were determined from the crude incidence rate reported for each adverse reaction in the
randomised phase III clinical study (N = 267) and in the single-arm phase II study (N = 189) in adults
with Philadelphia chromosome negative relapsed or refractory B-precursor ALL. Within each system

organ class, adverse reactions are presented in order of decreasing seriousness.

MedDRA system Very common Common Uncommon
organ class =1/10) (=1/100 to < 1/10) (=1/1,000 to < 1/100)
Infections and Bacterial infections™® Sepsis
infestations Fungal infections™® Pneumonia
Viral infections™ "
Infections — pathogen
unspecified
Blood and lymphatic Febrile neutropenia Leukocytosis® Histiocytosis
system disorders Anaemia' Lymphopenia'’ haematophagic
Neutropenia'' Lymphadenopathy
Thrombocytopenia'®
Leukopenia’
Immune system Cytokine release Hypersensitivity Cytokine storm
disorders syndrome®
Metabolism and Tumour lysis syndrome
nutrition disorders
Psychiatric disorders Insomnia Confusional state®
Disorientation
Nervous system Headache Encephalopathy® Speech disorder
disorders Tremor® Aphasia Cranial nerve disorder”
Paraesthesia
Seizure
Cognitive disorder
Memory impairment
Somnolence
Hypoaesthesia
Dizziness
Ataxia
Cardiac disorders Tachycardia'’
Vascular disorders Hypotension’ Hypertension® Capillary leak
Flushing syndrome
Respiratory, thoracic Cough Dyspnoea Acute respiratory
and mediastinal Respiratory failure failure
disorders Wheezing Dyspnoea exertional
Productive cough
Gastrointestinal Pancreatitis®
disorders
Hepatobiliary disorders Hyperbilirubinaemia’
Skin and subcutaneous | Rash'*
tissue disorders
Musculoskeletal and Back pain

connective tissue
disorders

Pain in extremity
Bone pain




MedDRA system Very common Common Uncommon
organ class =1/10) (=1/100 to < 1/10) (=1/1,000 to < 1/100)
General disorders and | Pyrexia® Chest pain®
administration site Oedema'? Pain
conditions Chills
Investigations Hepatic enzyme Blood alkaline
increased™* phosphatase increased
Decreased Weight increased
immunoglobulins’
Injury, poisoning and Infusion-related
procedural reactions'’
complications

2 Additional information is provided in “Description of selected adverse reactions”.
® MedDRA high level group terms (MedDRA version 18.1).

Event terms that represent the same medical concept or condition were grouped together and reported as a single

adverse reaction in the table above. The terms contributing to the relevant adverse reaction are indicated below:

! Anaemia includes anaemia and haemoglobin decreased.

2 Chest pain includes chest discomfort, chest pain, musculoskeletal chest pain and non-cardiac chest pain.

3 Decreased immunoglobulins includes blood immunoglobulin G decreased, globulins decreased,
hypogammaglobulinaemia, hypoglobulinaemia and immunoglobulins decreased.

4 Hepatic enzyme increased includes alanine aminotransferase increased, aspartate aminotransferase increased,
gamma-glutamyltransferase increased, hepatic enzyme increased and transaminases increased.

> Hyperbilirubinaemia includes blood bilirubin increased and hyperbilirubinaemia.

¢ Hypertension includes blood pressure increased and hypertension.

7 Hypotension includes blood pressure decreased and hypotension.

8 Leukocytosis includes leukocytosis and white blood cell count increased.

% Leukopenia includes leukopenia and white blood cell count decreased.

10 Lymphopenia includes lymphocyte count decreased and lymphopenia.

! Neutropenia includes neutropenia and neutrophil count decreased.

12 Oedema includes face oedema, generalised oedema, oedema and oedema peripheral.

13 Pyrexia includes body temperature increased and pyrexia.

14 Rash includes erythema, rash, rash erythematous, rash generalised, rash macular, rash maculo-papular and rash
pruritic.

15 Tachycardia includes sinus tachycardia, supraventricular tachycardia and tachycardia.

16 Thrombocytopenia includes platelet count decreased and thrombocytopenia.

17 Infusion-related reactions is a composite term that includes the term infusion-related reaction and the
following events occurring with the first 48 hours of infusion and event lasted <=2 days: pyrexia, cytokine
release syndrome, hypotension, myalgia, acute kidney injury, hypertension, and rash erythematous.

Description of selected adverse reactions

Neurologic events

In BLINCYTO-treated patients in the randomised phase I1I clinical study (N =267) and the single arm
phase II clinical study (N = 189), 66.0% of patients experienced one or more neurologic adverse
reactions (including psychiatric disorders), primarily involving the central nervous system. Serious
and grade > 3 neurologic adverse reactions were observed in 11.6% and 12.1% of patients
respectively, of which the most common serious adverse reactions were encephalopathy, tremor,
aphasia, and confusional state. The majority of neurologic events (80.5 %) were clinically reversible
and resolved following interruption of BLINCYTO. The median time to the first event was within the
first two weeks of treatment. One case of fatal encephalopathy has been reported in an earlier phase I1
clinical single-arm study. For clinical management of neurologic events, see section 4.4.




Infections

Life-threatening or fatal (grade > 4) viral, bacterial and fungal infections have been reported in
patients treated with BLINCYTO. In addition, reactivations of virus infection (e.g. Polyoma (BK))
have been observed in the phase I clinical study. Patients with ECOG performance status at baseline
of 2 experienced a higher incidence of serious infections compared to patients with ECOG
performance status of < 2. For clinical management of infections, see section 4.4.

Cytokine release syndrome (CRS)

In BLINCYTO-treated patients in the randomised phase I1I clinical study (N =267) and the single arm
phase II clinical study (N = 189), serious CRS reactions were reported in 2.4% of patients with a
median time to onset of 2 days. Capillary leak syndrome was observed in 1 patient in the phase 11
clinical study. For clinical management of CRS, see section 4.4.

Elevated liver enzymes

In BLINCYTO-treated patients in the randomised phase III clinical study (N = 267) and the single arm
phase II clinical study (N = 189), 22.4% of patients reported elevated liver enzymes and associated
signs/symptoms. Serious and grade > 3 adverse reactions (such as ALT increased, AST increased, and
blood bilirubin increased) were observed in 1.5% and 13.6% of patients respectively. The median time
to onset to the first event was 4 days from the start of BLINCYTO treatment initiation. The duration of
hepatic adverse reactions has generally been brief and with rapid resolution, often when continuing
uninterrupted treatment with BLINCYTO. For clinical management of elevated liver enzymes, see
section 4.4.

Pancreatitis

Pancreatitis, life-threatening or fatal, has been reported in patients receiving BLINCYTO in the
clinical trials and the post-marketing settings. The median time to onset was 7.5 days. For clinical
management of pancreatitis, see section 4.4.

Leukoencephalopathy including progressive multifocal leukoencephalopathy

Leukoencephalopathy has been reported. Patients with brain MRI/CT findings consistent with
leukoencephalopathy experienced concurrent serious adverse events including confusional state,
tremor, cognitive disorder, encephalopathy, and convulsion. Although there is a potential for the
development of progressive multifocal leukoencephalopathy (PML), no confirmed case of PML has
been reported in the phase 111 clinical study.

Paediatric population

There is limited experience in paediatric patients. BLINCYTO has been evaluated in paediatric
patients with relapsed or refractory B-precursor ALL in a phase I/II dose escalation/evaluation study.
At a dose higher than the recommended dose for adult patients, 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.

Other special populations

There is limited experience with BLINCYTO in patients > 75 years of age. Generally, safety was
similar between elderly patients (> 65 years of age) and patients less than 65 years of age treated with
BLINCYTO. However, elderly patients may be more susceptible to serious neurologic events such as
cognitive disorder, encephalopathy and confusion.

The safety of BLINCYTO has not been studied in patients with severe renal impairment.



Immunogenicity

In clinical studies of adult ALL patients treated with BLINCYTO, less than 3% tested positive for
anti-blinatumomab antibodies. Six of those patients had anti-blinatumomab antibodies with in vitro
neutralising activity.

If formation of anti-blinatumomab antibodies with a clinically significant effect is suspected, contact
the Marketing Authorisation Holder to discuss antibody testing. Contact details are provided in

section 6 of the package leaflet.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Overdoses have been observed including one patient who received 133-fold the recommended
therapeutic dose of BLINCYTO delivered over a short duration. Overdoses resulted in adverse
reactions which were consistent with the reactions observed at the recommended therapeutic dose and
included fever, tremors, and headache. In the event of overdose, the infusion should be temporarily
interrupted and patients should be monitored. Reinitiation of BLINCYTO at the correct therapeutic
dose should be considered when all toxicities have resolved and no earlier than 12 hours after
interruption of the infusion (see section 4.2).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, other Antineoplastic agents, ATC code: LO1XC19.
Mechanism of action

Blinatumomab is a bispecific T-cell engager antibody construct that binds specifically to CD19
expressed on the surface of cells of B-lineage origin and CD3 expressed on the surface of T-cells. It
activates endogenous T-cells by connecting CD3 in the T-cell receptor (TCR) complex with CD19 on
benign and malignant B-cells. The anti-tumour activity of blinatumomab immunotherapy is not
dependent on T-cells bearing a specific TCR or on peptide antigens presented by cancer cells, but is
polyclonal in nature and independent of human leukocyte antigen (HLA) molecules on target cells.
Blinatumomab mediates the formation of a cytolytic synapse between the T-cell and the tumour cell,
releasing proteolytic enzymes to kill both proliferating and resting target cells. Blinatumomab is
associated with transient upregulation of cell adhesion molecules, production of cytolytic proteins,
release of inflammatory cytokines, and proliferation of T-cells, and results in elimination of CD19+
cells.

Pharmacodynamic effects

Consistent immune-pharmacodynamic responses were observed in patients studied. During the
continuous intravenous infusion over 4 weeks, the pharmacodynamic response was characterised by
T-cell activation and initial redistribution, rapid peripheral B-cell depletion, and transient cytokine
elevation.

Peripheral T-cell redistribution (i.e. T-cell adhesion to blood vessel endothelium and/or transmigration
into tissue) occurred after start of blinatumomab infusion or dose escalation. T-cell counts initially
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declined within 1 to 2 days and then returned to baseline levels within 7 to 14 days in the majority of
patients. Increase of T-cell counts above baseline (T-cell expansion) was observed in few patients.

Peripheral B-cell counts decreased rapidly to an undetectable level during treatment at doses

> 5 mcg/m*/day or > 9 mcg/day in the majority of patients. No recovery of peripheral B-cell counts
was observed during the 2-week treatment-free period between treatment cycles. Incomplete depletion
of B-cells occurred at doses of 0.5 mcg/m?*/day and 1.5 mcg/m?*/day and in a few non-responders at
higher doses.

Cytokines including IL-2, IL-4, IL-6, IL-8, IL-10, IL-12, TNF-a and IFN-y were measured and, IL-6,
IL-10 and IFN-y were most elevated. Transient elevation of cytokines was observed in the first two
days following start of blinatumomab infusion. The elevated cytokine levels returned to baseline
within 24 to 48 hours during the infusion. In subsequent treatment cycles, cytokine elevation occurred
in fewer patients with lesser intensity compared to the initial 48 hours of the first treatment cycle.

Clinical efficacy and safety

A total of 456 patients aged > 18 years of age with relapsed or refractory B-precursor ALL were
exposed to BLINCYTO during the phase II and phase III clinical studies described below.

The safety and efficacy of BLINCYTO compared to standard of care (SOC) chemotherapy were
evaluated in a randomised, open-label, multicentre, phase III study. Eligible patients were > 18 years
of'age and ECOG status < 2 with relapsed or refractory B-cell precursor ALL (had > 5% blasts in the
bone marrow and either relapse at any time after allogeneic HSCT, untreated first relapse with first
remission duration < 12 months, or refractory to last therapy).

Patients were randomised 2:1 to receive BLINCYTO or 1 of 4 prespecified, investigator-selected,
SOC backbone chemotherapy regimens. Randomisation was stratified by age (< 35 years versus

> 35 years of age), prior salvage therapy (yes versus no), and prior allogeneic HSCT (yes versus no) as
assessed at the time of consent. The demographics and baseline characteristics were well-balanced
between the two arms (see table 1).



Table 1. Demographics and baseline characteristics in phase I1I study

Characteristic B%l\lll\i(;{;r)o S0C (c£e=m10 ;‘l‘l; rapy
Age
Median, years (min, max) 37 (18, 80) 37 (18, 78)
Mean, years (SD) 40.8 (17.1) 41.1(17.3)
> 65 Years, n (%) 33 (12.2) 15(11.2)
Prior salvage therapy 164 (60.5) 80 (59.7)
0 114 (42.1) 65 (48.5)
1 91 (33.6) 43 (32.1)
>2 66 (24.3) 26 (19.4)
Prior alloHSCT 94 (34.7) 46 (34.3)
ECOG status - n (%)
0 96 (35.4) 52 (38.8)
1 134 (49.4) 61 (45.5)
2 41 (15.1) 20 (14.9)
Refractory status- n (%)
Primary refractory 46 (17.0) 27 (20.1)
Refractory to salvage therapy 87 (32.1) 34 (25.4)
Maximum of central/local bone marrow blasts -
n (%)
>50% 201 (74.2) 104 (77.6)

AlloHSCT = allogeneic haematopoietic stem cell transplantation
SOC = standard of care

BLINCYTO was administered as a continuous intravenous infusion. In the first cycle, the initial dose
was 9 mcg/day for week 1, then 28 mcg/day for the remaining 3 weeks. The target dose of 28 mcg/day
was administered in cycle 2 and subsequent cycles starting on day 1 of each cycle. Dose adjustment
was possible in case of adverse events. Of the 267 patients who received BLINCYTO, the mean
number of completed treatment cycles was 2.0; of the 109 patients who received SOC chemotherapy,
the mean number of treatment cycles was 1.3.

The primary endpoint was overall survival (OS). The median OS was 4.0 months (95% CI: 2.9, 5.3) in
the SOC chemotherapy arm compared with 7.7 months (95% CI: 5.6, 9.6) in the BLINCYTO arm.
The hazard ratio (95% CI) was 0.71 (0.55, 0.93) between treatment arms favouring BLINCYTO,
indicated a 29% reduction in hazard rate in the BLINCYTO arm (p-value = 0.012 (stratified log-rank
test)), see figure 1. Consistency in OS results was shown in subgroups by stratification factors.

Consistent results were observed after censoring at the time of HSCT; median OS, censored at the
time of HSCT, was 6.9 months (95% CI: 5.3, 8.8) in the BLINCYTO group and 3.9 months (95% CI:
2.8, 4.9) in the SOC group (HR, 0.66; 95% CI: 0.50, 0.88; p value = 0.004). The mortality rate
following alloHSCT among all responders who did not receive anti-leukemic therapy was

10/38 (26.3%; 95% CI: 13.4, 43.1) in the BLINCYTO group and 3/12 (25%; 95% CI: 5.5, 57.2) in the
SOC group; such mortality rate at 100 days post alloHSCT was 4/38 (12.4%; 95% CI: 4.8%, 29.9%)
in the BLINCYTO group and 0/12 (0%; 95% CI: not estimable) in the SOC group. Efficacy results
from other key endpoints in the study are summarised in table 2.




Figure 1. Kaplan-Meier curve of overall survival
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Table 2. Efficacy results in patients > 18 years of age with Philadelphia chromosome negative

relapsed or refractory B-cell precursor ALL

BLINCYTO
(N=271)

SOC chemotherapy
(N=134)

Complete remission (CR)

CR¥CRh*/CRi%, n (%) [95% CI]

119 (43.9) (37.9, 50.0)

33 (24.6) (17.6, 32.8)

Treatment difference [95% CI]

19.3 (9.9, 28.7)

p-value

<0.001

CR, n (%) [95% CI]

91 (33.6) (28.0, 39.5)

| 21(15.7)(10.0, 23.0)

Treatment difference [95% CI]

17.9 (9.6 — 26.2)

p-value

<0.001

Event-free survival®

6-month estimate % [95% CI]

30.7 (25.0, 36.5)

12.5 (7.2, 19.2)

18-months estimate % [95% CI]

9.5 (5.1, 15.6)

7.9 (3.7, 14.2)

HR [95% CI]

0.55 (0.43, 0.71)

Duration of haematological response-
Median time to event [95% CI]

CR 83 (5.7, 10.7) 78 (2.2, 19.0)
CR/ICRI¥/CR] 73(5.8,9.9) 4.6 (18, 19.0)
MRDF response for CR/CRh*/CRi
1 0
MRD evaluable patients (%) 74/97 (76.3) (66.6, 84.3) | 16/33 (48.5) (30.8, 66.5)

[95% CIf

Duration of MRD response-
Median time to event [95% CI]

4.5 months (3.6, 9.0)

3.8 months (1.9, 19.0)

Postbaseline alloHSCT - n (%)

Overall subjects

65(24)

32(23.9)

Hematological responders
(CR/CRh*/CRi)

50 (42.0)

18 (54.5)

Time to alloHSCT among all

transplanted patients
Median time to event
(Interquartile range)

3.7 months (3.0, 5.3)
(N =65)

3.1 months (2.6, 4.3)
(N=32)

Time to alloHSCT among CR/CRh*/CRi

responders 11.3 months (5.2, NE) 3.6 months (2.3, 7.2)
Median time to event [95% CI] (N=119) (N=33)
(KM estimate)

100 day mortality after alloHSCT

/N (%), [95% CI] |

4/38,12.4% (4.8,29.9)

| 0/12,0.0% (0.0, NE)

% CR was defined as < 5% blasts in the bone marrow, no evidence of disease, and full recovery of peripheral
blood counts (platelets > 100,000/microlitre and absolute neutrophil counts [ANC] > 1,000/microlitre).

- CRh* (complete remission with partial haematologic recovery) was defined as < 5% blasts in the bone

marrow, no evidence of disease, and partial recovery of peripheral blood counts (platelets > 50,000/microlitre

and ANC > 500/microlitre).

o

- CRi (complete remission with incomplete haematologic recovery) was defined as < 5% blasts in the bone

marrow, no evidence of disease, and incomplete recovery of peripheral blood counts (platelets

> 100,000/microlitre or ANC > 1,000/microlitre).

- EFS time was calculated from the time of randomisation until the date of disease assessment indicating a

relapse after achieving a CR/CRh*/CRi or death, whichever is earlier. Subjects who fail to achieve a
CR/CRh*/CRi within 12 weeks of treatment initiation are considered treatment failures and assigned an EFS

duration of 1 day.

@

=)

* MRD (minimum residual disease) response was defined as MRD by PCR or flow cytometry < 1 x 104,
- Patients who achieved CR/CRh*/CRi and had an evaluable post baseline MRD assessment.




Health related quality of life

In this open-label study, Health related quality of life (HRQoL) reported by patients were measured
using the European Organisation for Research and Treatment of Cancer Quality of Life

Questionnaire — Core 30 (EORTC QLQ-C30). In a post-hoc sensitivity analysis, compared to SOC,
BLINCYTO consistently delayed the time to clinically meaningful deterioration of HRQoL (> 10
point worsening from baseline) for global health status [median BLINCYTO versus SOC: 8.1 months
versus 1.0 month; HR = 0.60 (95% CI = 0.42, 0.85)], functional scales, symptom scales and individual
items. Because the health related quality of life results are based on a post-hoc sensitivity analysis, the
results should be interpreted with caution.

BLINCYTO was also evaluated in an open-label, multicentre, single-arm phase 11 study of

189 patients. Eligible patients were > 18 years of age with Philadelphia chromosome negative relapsed
or refractory B-precursor ALL (relapsed with first remission duration of < 12 months in first salvage,
or relapsed or refractory after first salvage therapy, or relapsed within 12 months of allogeneic HSCT,
and had > 10% blasts in bone marrow).

Premedication, BLINCYTO dose per treatment cycle and route of administration were identical to
those in the phase III study. Patients were premedicated with a mandatory cerebrospinal fluid
prophylaxis consisting of an intrathecal regimen according to institutional or national guidelines
within 1 week prior to start of BLINCYTO treatment. BLINCYTO was administered as a continuous
intravenous infusion. In the first cycle, the initial dose was 9 mcg/day for week 1, then 28 mcg/day for
the remaining 3 weeks. The target dose of 28 mcg/day was administered in cycle 2 and subsequent
cycles starting on day 1 of each cycle. Dose adjustment was possible in the case of adverse events. The
treated population included 189 patients who received at least 1 infusion of BLINCYTO; the mean
number of cycles per patient was 1.6. Patients who responded to BLINCYTO but later relapsed had
the option to be retreated with BLINCYTO. Among treated patients, the median age was 39 years
(range: 18 to 79 years, including 25 patients > 65 years of age), 64 of 189 (33.9%) had undergone
HSCT prior to receiving BLINCYTO and 32 of 189 (16.9%) had received more than 2 prior salvage
therapies.

The primary endpoint was the complete remission/complete remission with partial haematological
recovery (CR/CRh*) rate within 2 cycles of treatment with BLINCYTO. Eighty-one of 189 (42.9%)
patients achieved CR/CRh* within the first 2 treatment cycles with the majority of responses (64 of
81) occurring within 1 cycle of treatment. In the elderly population (> 65 years of age) 11 of 25
patients (44.0%) achieved CR/CRh* within the first 2 treatment cycles (see section 4.8 for safety in
elderly). Four patients achieved CR during consolidation cycles, resulting in a cumulative CR rate of
35.4% (67/189; 95% CI: 28.6% - 42.7%). Thirty-two of 189 (17%) patients underwent allogeneic
HSCT in CR/CRh* induced with BLINCYTO (see table 3).



Table 3. Efficacy results in patients > 18 years of age with Philadelphia chromosome-negative
relapsed or refractory B-precursor acute lymphoblastic leukaemia (ALL)

n (%) 95% CI
n=189

Complete remission (CR)'/Complete remission 81 (42.9%) [35.7% — 50.2%]
with partial haematological recovery (CRh*)?

CR 63 (33.3%) [26.7% — 40.5%]

CRh* 18 (9.5%) [5.7% — 14.6%]
Blast free hypoplastic or aplastic bone marrow’ 17 (9%) [5.3% — 14.0%]
Partial remission® 5 (2.6%) [0.9% — 6.1%)]
Relapse’-free survival (RFS) for CR/CRh* 5.9 months [4.8 to 8.3 months]
Overall survival 6.1 months [4.2 to 7.5 months]

I CR was defined as < 5% of blasts in the bone marrow, no evidence of disease, and full recovery of

peripheral blood counts (platelets > 100,000/microlitre and absolute neutrophil counts [ANC]

> 1,000/microlitre).

CRh* was defined as < 5% of blasts in the bone marrow, no evidence of disease, and partial recovery of
peripheral blood counts (platelets > 50,000/microlitre and ANC > 500/microlitre).

Blast free hypoplastic or aplastic bone marrow was defined as bone marrow blasts < 5%, no evidence of
disease, insufficient recovery of peripheral blood counts: platelets < 50,000/microlitre and/or ANC

< 500/microlitre.

4 Partial remission was defined as bone marrow blasts 6% to 25% with at least a 50% reduction from
baseline.

Relapse was defined as haematological relapse (blasts in bone marrow greater than 5% following CR) or an
extramedullary relapse.

In a prespecified exploratory analysis, 60 of 73 MRD evaluable patients with CR/CRh* (82.2%) also
had a MRD response (defined as MRD by PCR < 1 x 10™).

Patients with prior allogeneic HSCT had similar response rates to those without prior HSCT, older
patients had similar response rates to younger patients, and no substantial difference was observed in
remission rates based on the number of lines of prior salvage treatment.

In patients with non-CNS/non-testes extramedullary disease (defined as at least 1 lesion > 1.5 cm) at
screening (N = 8/189) clinical response rates (25% [95% CI: 3.2-65.1] were lower compared with
patients with no evidence of extramedullary disease (N = 181, 43.6% [95% CI: 36.3 - 51.2]) (see
figure 2).

Patients with the highest tumour burden as measured by the percentage of bone marrow blast cells at
baseline (= 90%) still had a clinically meaningful response with a CR/CRh* rate of 21.6% (CI 12.9 —
32.7) (see figure 2). Patients with low tumour burden (< 50%) responded best to BLINCYTO
treatment with CR/CRh* rate of 72.9% (CI 59.7 — 83.6).




Figure 2. Forest plot of CR/CRh* rate during the first two cycles for study MT103-211 (primary
analysis set)

Subgroup Rate and 95% Confidence Interval (CI) n/N Rate (95% CI)
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n = number of patients who achieved CR or CRh* in the first two cycles of treatment in the specified subgroup.
N = total number of patients in the specified subgroup.

There is limited data in patients with late first relapse of B-precursor ALL defined as a relapse
occurring more than 12 months after first remission or more than 12 months after HSCT in the first
remission. In clinical studies, 88.9% (8/9) of patients with late first relapse as defined in the individual
studies achieved CR/CRh* within the first 2 treatment cycles with 62.5% (6/9) achieving MRD
response and 37.5 % (3/9) undergoing allogeneic HSCT after treatment with BLINCYTO. The median
overall survival (OS) was 17.7 months (CI 3.1 — not estimable).

Paediatric population

There is limited experience in paediatric patients, see section 4.8.

The European Medicines Agency has deferred the obligation to submit the results of studies with
BLINCYTO in children from 1 month to less than 18 years of age with acute lymphoblastic leukaemia
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of blinatumomab appear linear over a dose range from 5 to 90 mcg/m*/day
(approximately equivalent to 9-162 mcg/day) in adult patients. Following continuous intravenous
infusion, the steady state serum concentration (Css) was achieved within a day and remained stable
over time. The increase in mean Css values was approximately proportional to the dose in the range
tested. At the clinical doses of 9 mcg/day and 28 mcg/day for the treatment of relapsed/refractory
ALL, the mean (SD) Css was 230 (359) pg/mL and 612 (532) pg/mL, respectively.

Distribution

The estimated mean (SD) volume of distribution based on terminal phase (Vz) was 4.52 (2.89) L with
the continuous intravenous infusion of blinatumomab.
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Biotransformation

The metabolic pathway of blinatumomab has not been characterised. Like other protein therapeutics,
blinatumomab is expected to be degraded into small peptides and amino acids via catabolic pathways.

Elimination

The estimated mean (SD) systemic clearance with continuous intravenous infusion in patients
receiving blinatumomab in clinical studies was 2.92 (2.83) L/hour. The mean (SD) half-life was

2.11 (1.42) hours. Negligible amounts of blinatumomab were excreted in the urine at the tested clinical

doses.

Body weight, body surface area, gender and age

A population pharmacokinetic analysis was performed to evaluate the effects of demographic
characteristics on blinatumomab pharmacokinetics. Results suggest that age (18 to 80 years), gender,
body weight (44 to 134 kg), and body surface area (1.39 to 2.57) do not influence the
pharmacokinetics of blinatumomab. There is very limited experience with blinatumomab in adults
weighing less than 45 kg.

Renal impairment

No formal pharmacokinetic studies of blinatumomab have been conducted in patients with renal
impairment.

Pharmacokinetic analyses showed an approximately 2-fold difference in mean blinatumomab
clearance values between patients with moderate renal dysfunction and normal renal function.
However high inter-patient variability was discerned (CV% up to 95.6%), and clearance values in
renal impaired patients were essentially within the range observed in patients with normal renal
function, no clinically meaningful impact of renal function on clinical outcomes is expected.

Hepatic impairment

No formal pharmacokinetic studies of blinatumomab have been conducted in patients with hepatic
impairment. Baseline ALT and AST levels were used to assess the effect of hepatic impairment on the
clearance of blinatumomab. Population pharmacokinetic analysis suggested that there was no
association between ALT or AST levels and the clearance of blinatumomab.

Paediatric population

There is limited experience in paediatric patients.
5.3  Preclinical safety data

Repeat-dose toxicity studies conducted with blinatumomab and the murine surrogate revealed the
expected pharmacologic effects (including release of cytokines, decreases in leukocyte counts,
depletion of B-cells, decreases in T-cells, decreased cellularity in lymphoid tissues). These changes
reversed after cessation of treatment.

Reproductive toxicity studies have not been conducted with blinatumomab. In an embryo-foetal
developmental toxicity study performed in mice, the murine surrogate crossed the placenta to a limited
extent (foetal-to-maternal serum concentration ratio < 1%) and did not induce embryo-foetal toxicity or
teratogenicity. The expected depletions of B- and T-cells were observed in the pregnant mice but
haematological effects were not assessed in foetuses. No studies have been conducted to evaluate
treatment-related effects on fertility. There were no effects on male or female reproductive organs in
toxicity studies with the murine surrogate.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Citric acid monohydrate (E330)

Trehalose dihydrate

Lysine hydrochloride

Polysorbate 80

Sodium hydroxide (for pH-adjustment)

Solution (stabiliser)

Citric acid monohydrate (E330)
Lysine hydrochloride

Polysorbate 80

Sodium hydroxide (for pH-adjustment)
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
Unopened vials
5 years

Reconstituted solution

Chemical and physical in-use stability has been demonstrated for 24 hours at 2°C — 8°C or 4 hours at
or below 27°C.

From a microbiological point of view, unless the method of reconstituting precludes the risks of
microbial contamination, the reconstituted solution should be diluted immediately. If not diluted

immediately, in-use storage times and conditions are the responsibility of the user.

Diluted solution (prepared infusion bag)

Chemical and physical in-use stability has been demonstrated for 10 days at 2°C — 8°C or 96 hours at
or below 27°C.

From a microbiological point of view, the prepared infusion bags should be used immediately. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2°C — 8°C, unless dilution has taken place in
controlled and validated aseptic conditions.
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6.4 Special precautions for storage

Store and transport refrigerated (2°C — 8°C).

Do not freeze.

Store the vials in the original package in order to protect from light.

For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Each BLINCYTO pack contains 1 vial of powder for concentrate for solution for infusion and 1 vial
of solution (stabiliser):

. 38.5 micrograms blinatumomab powder in a vial (type I glass) with a stopper (elastomeric
rubber), seal (aluminium) and a flip off cap and

. 10 mL solution in a vial (type I glass) with a stopper (elastomeric rubber), seal (aluminium) and
a flip off cap.

6.6 Special precautions for disposal and other handling

Aseptic preparation

Aseptic handling must be ensured when preparing the infusion. Preparation of BLINCYTO should be:

- performed under aseptic conditions by trained personnel in accordance with good practice rules
especially with respect to the aseptic preparation of parenteral products.

- prepared in a laminar flow hood or biological safety cabinet using standard precautions for the
safe handling of intravenous agents.

It is very important that the instructions for preparation and administration provided in this section are
strictly followed to minimise medication errors (including underdose and overdose).

Special instructions to support accurate preparation

. A solution (stabiliser) is provided inside the BLINCYTO package and is used to coat the pre-
filled infusion bag prior to addition of reconstituted BLINCYTO. Do not use this solution
(stabiliser) for reconstitution of BLINCYTO powder for concentrate.

. The entire volume of the reconstituted and diluted BLINCYTO will be more than the volume to
be administered to the patient (240 mL). This is to account for intravenous infusion line loss and
to assure that the patient will receive the full dose of BLINCYTO.

. When preparing an infusion bag, remove all air from infusion bag. This is particularly important
when using an ambulatory infusion pump.
. Use the specific volumes described in the reconstitution and dilution instructions below to

minimise errors in calculation.

Other instructions

. BLINCYTO is compatible with polyolefin, PVC non-di-ethylhexylphthalate (non-DEHP), or
ethyl vinyl acetate (EVA) infusion bags/pump cassettes.

. Pump specifications: The infusion pump to administer BLINCYTO solution for infusion should
be programmable, lockable and have an alarm. Elastomeric pumps should not be used.

. Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Preparation of the solution for infusion

Specific reconstitution and dilution instructions are provided for each dose and infusion time. Verify
the prescribed dose and infusion time of BLINCYTO and identify the appropriate dosing preparation
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in the relevant table below, following the steps for reconstituting BLINCYTO and preparing the
infusion bag.

Before preparation, ensure you have the correct number of BLINCYTO packages available as required
by the dosing table below:

Dose Infusion Infusion rate Number of
duration (mL/hour) BLINCYTO
(hours) packages
9 mcg/day 24 10 1
48 5 1
72 33 1
96 2.5 2
28 mcg/day 24 10 1
48 5 2
72 33 3
96 2.5 4

These supplies are also required, but not included in the package

. Sterile single-use disposable syringes
. 21-23 gauge needle(s) (recommended)
. Water for injections
. Infusion bag with 250 mL sodium chloride 9 mg/mL (0.9%) solution for injection;
o To minimise the number of aseptic transfers, use a 250 mL pre-filled infusion bag.

BLINCYTO dose calculations are based on a usual overfill volume of 265 to 275 mL
sodium chloride 9 mg/mL (0.9%) solution for injection.
o Use only polyolefin, PVC non-di-ethylhexylphthalate (non-DEHP), or ethyl vinyl acetate
(EVA) infusion bags/pump cassettes.
. Polyolefin, PVC non-DEHP, or EVA intravenous tubing with a sterile, non-pyrogenic, low
protein-binding 0.2 micrometre in-line filter.
o Ensure that the tubing is compatible with the infusion pump.

Reconstitution and preparation of BLINCYTO solution for infusion using an infusion bag pre-filled
with 250 mL sodium chloride 9 mg/mL (0.9%) solution for injection

1. Use an infusion bag pre-filled with 250 mL sodium chloride 9 mg/mL (0.9%) solution for
injection that usually contains a total volume of 265 to 275 mL.

2. To coat the infusion bag, using a syringe, aseptically transfer 5.5 mL of the solution
(stabiliser) to the infusion bag. Gently mix the contents of the bag to avoid foaming.
Discard the remaining solution (stabiliser) vial.

3. Using a syringe, reconstitute each vial of BLINCYTO powder for concentrate using 3 mL
of water for injections. Direct the water for injections toward the side of the vial during
reconstitution. Gently swirl contents to avoid excess foaming. Do not shake.

. Do not reconstitute BLINCYTO powder for concentrate with the solution
(stabiliser).
. The addition of water for injections to the powder for concentrate results in a total
volume of 3.08 mL for a final BLINCYTO concentration of 12.5 mcg/mL.
4. Visually inspect the reconstituted solution for particulate matter and discolouration during

reconstitution and prior to infusion. The resulting solution should be clear to slightly
opalescent, colourless-to-slightly yellow. Do not use if the solution is cloudy or has
precipitated.

5. Using a syringe, aseptically transfer the required volume of reconstituted BLINCYTO
into the infusion bag (see table 4). Gently mix the contents of the bag to avoid foaming.
Discard any remaining BLINCYTO reconstituted solution.

6. Under aseptic conditions, attach the intravenous tubing to the infusion bag with the sterile
0.2 micron in-line filter.
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7. Remove air from the infusion bag and prime the intravenous infusion line only with the
prepared solution for infusion. Do not prime with sodium chloride 9 mg/mL (0.9%)
solution for injection.

8. Store at 2°C — 8°C if not used immediately.

Table 4. For patients weighing greater than or equal to 45 kg: volumes of sodium chloride
9 mg/mL (0.9%) solution for injection, solution (stabiliser), and reconstituted BLINCYTO to

add to infusion bag

Pre-filled bag containing sodium chloride 9 mg/mL (0.9%) solution for

250 mL
(usual overfill volume

injection of 265 t0 275 mL)
Solution (stabiliser) 5.5mL
. . . Reconstituted
Dose Infus;;)ln dru;atlon Il(lli:ll;l/(l)ln r:)te BLINCYTO
ours ou (number of packages)
24 10 0.83 mL (1)
48 5 1.7 mL (1)
9 meg/day 72 3.3 25mL (1)
96 2.5 3.3 mL (2)
24 10 2.6 mL (1)
48 5 5.2mL (2)
28 meg/day 72 33 8 mL (3)
96 2.5 10.7 mL (4)

For instructions on administration, see section 4.2.

7. MARKETING AUTHORISATION HOLDER

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1047/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 23 November 2015

Date of last renewal: 22 September 2016

10. DATE OF REVISION OF THE TEXT

June 2018

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Lonza Biologics plc
228 Bath Road
Slough

Berkshire, SL1 4DX
UK

Name and address of the manufacturers responsible for batch release

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda

The Netherlands

Amgen NV
Telecomlaan 5-7
1831 Diegem
Belgium

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are

set out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of

Directive 2001/83/EC and any subsequent updates published on the European medicines web-

portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product

within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in

the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed
subsequent updates of the RMP.
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An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

° Additional risk minimisation measures

Prior to launch of BLINCYTO in each Member State, the Marketing Authorisation Holder (MAH)
must agree about the content and format of the educational programme, including communication
media, distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

The MAH shall ensure that in each Member State where BLINCYTO is marketed, all healthcare
professionals (HCP) and patients / caregivers who are expected to prescribe, dispense and use
BLINCYTO are provided with the following educational packages:

. Physician educational material

Pharmacist educational material

Nurse educational material

Patient / caregivers educational material

Patient alert card

The physician educational material should contain:
1. The Summary of Product Characteristics (SmPC)

2. The guide for physicians shall contain the following key elements:
. Remarks on the importance of reporting ADRs
o Information on treatment with BLINCYTO, administration and posology, duration of

hospitalisation, interruption and / or permanent discontinuation of the treatment
Medication errors (ME)
o Data from clinical trials, causes of ME, frequency, severity and outcomes.
. Reminder to counsel the patients on how to reduce the risk of ME while using the
infusion pump.
Neurologic events

. Data from clinical trials, frequency and severity (grade 3 and 4 neurological toxicities
were observed)

. Recommendation to monitor patients for signs and symptoms of neurotoxicity

o Management of neurotoxicity (including dose adjustment and dose interruption)

. Recommendation for patients not to drive while receiving BLINCYTO and to contact

immediately the treating physician if they experience neurological symptoms

The pharmacist educational material should contain:
1. The Summary of Product Characteristics (SmPC)
2. The guide for pharmacists, containing the following key elements:
o Remarks on the importance of reporting ADRs
. Detailed description of the reconstitution and preparation procedures of BLINCYTO
infusion solution for intravenous administration under aseptic conditions, using aseptic
techniques.

The nurse educational material should contain:
1. The Summary of Product Characteristics (SmPC)
2. The nurse educational guide, including the following key elements:
o Remarks on the importance of reporting ADRs
. Description of the administration procedures of BLINCYTO
o Description on patient’s monitoring and management of early signs and symptoms of
neurological events
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The patient

Recommendation for patients not to drive while receiving BLINCYTO and to contact
immediately the treating physician/nurse if they experience neurological symptoms

(including caregivers) educational material should contain:

1. The patient information guide, including the following key elements:

Remarks on the importance of reporting ADRs

Description of the administration procedures of BLINCYTO and how to reduce the risk
of ME while using the infusion pump.

Description of the main signs and / or symptoms of neurologic events and the importance
of notifying the treating physician or nurse immediately if symptoms occur
Recommendation for patients not to drive while receiving BLINCYTO

2. The package leaflet

The patient alert card should contain:

A warning message for HCPs treating the patient at any time, including emergency
conditions, that the patient is using BLINCYTO

Contact details of the BLINCYTO prescriber

BLINCYTO treatment start date

Remarks on the importance of reporting ADRs

. Obligation to complete post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description

Due date

Non-interventional post-authorisation safety study (PASS): Study 20150136: an Q42021
observational study of blinatumomab safety and effectiveness, utilisation, and
treatment practices*

* The study protocol needs to be developed and presented for PRAC review within 2 months after the EU
Commission Decision.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

BLINCYTO 38.5 micrograms powder for concentrate and solution for solution for infusion
blinatumomab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial of powder contains 38.5 micrograms of blinatumomab.
After reconstitution with water for injections each vial contains 12.5 micrograms/mL of
blinatumomab.

3. LIST OF EXCIPIENTS

Powder: citric acid monohydrate (E330), trehalose dihydrate, lysine hydrochloride, polysorbate 80 and
sodium hydroxide.

Solution (stabiliser): citric acid monohydrate (E330), lysine hydrochloride, polysorbate 80, sodium
hydroxide and water for injections.

See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate and solution for solution for infusion
1 vial of powder.
1 vial of solution (stabiliser). Add to the sodium chloride bag only.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Intravenous use after reconstitution and dilution.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake the reconstituted solution.
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store and transport refrigerated.
Do not freeze.
Store in the original carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1047/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

POWDER VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

BLINCYTO 38.5 mcg powder for concentrate
blinatumomab
IV after reconstitution and dilution

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SOLUTION (STABILISER) VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solution (stabiliser).
BLINCYTO

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

10 ml

6. OTHER

Add to the sodium chloride bag only.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

BLINCYTO 38.5 micrograms powder for concentrate and solution for solution for infusion
blinatumomab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What BLINCYTO is and what it is used for

What you need to know before you use BLINCYTO
How to use BLINCYTO

Possible side effects

How to store BLINCYTO

Contents of the pack and other information

AN S e

1. What BLINCYTO is and what it is used for

The active ingredient in BLINCYTO is blinatumomab. This belongs to a group of medicines called
antineoplastic agents which target cancer cells.

BLINCYTO is used to treat adults with acute lymphoblastic leukaemia. Acute lymphoblastic
leukaemia is a cancer of the blood in which a particular kind of white blood cell called “B-
lymphocyte” is growing out of control. This medicine works by enabling your immune system to
attack and destroy these abnormal white blood cancer cells.

2. What you need to know before you use BLINCYTO

Do not use BLINCYTO:

- if you are allergic to blinatumomab or any of the other ingredients of this medicine (listed in
section 6).

- if you are breast-feeding.

Warnings and precautions

Talk to your doctor, pharmacist or nurse before using BLINCYTO if any of these apply to you.

BLINCYTO may not be suitable for you:

. if you have ever had neurological problems, for example, shaking (or tremor), abnormal
sensations, seizures, memory loss, confusion, disorientation, loss of balance, or difficulty in
speaking. If you are still suffering from active neurological problems or conditions, tell your
doctor. If your leukaemia has spread to your brain and/or spinal cord, your doctor may have to
treat this first before you can start treatment with BLINCYTO. Your doctor will assess your
nervous system and conduct tests before deciding if you should receive BLINCYTO. Your
doctor may need to take special care of you during your treatment with BLINCYTO.

. if you have an active infection.

37



. if you have ever had an infusion reaction after previously using BLINCYTO. Symptoms may
include wheezing, flushing, face swelling, difficulty breathing, low or high blood pressure.

. if you think you may need any vaccinations in the near future, including those needed to travel
to other countries. Some vaccines must not be given within two weeks before, at the same time
as or in the months after you receive treatment with BLINCYTO. Your doctor will check if you
should have the vaccination.

Tell your doctor, pharmacist or nurse immediately if you experience any of the following reactions
whilst receiving BLINCYTO as these may need to be treated and your dose adjusted:

. if you experience seizures, difficulty in speaking or slurred speech, confusion and
disorientation, or loss of balance.

. if you develop chills or shivering, or feel warm; you should take your temperature as you may
have a fever — these may be symptoms of an infection.

. if you develop a reaction at any time during your infusion, which may include dizziness, feeling
faint, nauseated, face swelling, difficulty breathing, wheezing, or rash.

. if you have severe and persistent stomach pain, with or without nausea and vomiting, as these

may be symptoms of a serious and potentially fatal condition known as pancreatitis
(inflammation of the pancreas).

Your doctor or nurse will monitor you for signs and symptoms of these reactions.

Tell your doctor, pharmacist or nurse immediately if you became pregnant whilst receiving
BLINCYTO. Your doctor will talk to you about precautions in using vaccinations for your baby.

Before each infusion cycle of BLINCYTO, you will be given medicines which help reduce a
potentially life-threatening complication known as tumour lysis syndrome, which is caused by
chemical disturbances in the blood due to the breakdown of dying cancer cells. You may also be given
medicines to reduce fever.

During treatment, especially in the first few days after treatment start, you may experience a severe
low white blood cell count (neutropenia), severe low white blood cell count with a fever (febrile
neutropenia), elevated liver enzymes, or elevated uric acid. Your doctor will take regular blood tests to
monitor your blood counts during treatment with BLINCYTO.

Children and adolescents

BLINCYTO should not be used in children and adolescents below 18 years of age.

Other medicines and BLINCYTO

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines.

Pregnancy and breast-feeding

If you are pregnant, are breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or nurse for advice before taking this medicine.

Contraception
Women who are able to become pregnant have to use effective contraception during treatment and for

at least 48 hours after your last treatment. Talk to your doctor or nurse about suitable methods of
contraception.
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Pregnancy

The effects of BLINCYTO in pregnant women are not known but based on its mechanism of action,
BLINCYTO may harm your unborn baby. You should not use BLINCYTO during pregnancy, unless
your doctor thinks that it is the best medicine for you.

If you become pregnant during BLINCYTO treatment, please inform your doctor or nurse. Your
doctor will talk to you about precautions in using vaccinations for your baby.

Breast-feeding

Y ou must not breast-feed during and for at least 48 hours after your last treatment. It is not known
whether BLINCYTO is excreted in breast milk but a risk for suckling baby cannot be excluded.

Driving and using machines

Do not drive, use heavy machines, or engage in hazardous activities while you are being given
BLINCYTO. BLINCYTO can cause neurological problems such as dizziness, seizures, confusion,
coordination and balance disorders.

BLINCYTO contains sodium

This medicine contains less than 1 mmol sodium (23 mg) per dose, i.e. it is essentially ‘sodium- free’.

3. How to use BLINCYTO

Always use this medicine exactly as your doctor, pharmacist or nurse have told you. Check with your
doctor, pharmacist or nurse if you are not sure.

How BLINCYTO is given

BLINCYTO will be given to you through a vein (intravenous) continuously for 4 weeks using an
infusion pump (this is 1 treatment cycle). You will then have a 2-week break where you will not be
given the infusion. Your infusion catheter will be attached to you at all times during each cycle of your
treatment.

BLINCYTO is usually given for 2 treatment cycles. If you respond to BLINCYTO treatment after the
first 2 cycles, your doctor may decide to give you up to 3 additional cycles of treatment. The number
of treatment cycles and the dose which you will be given will depend on how you tolerate and respond
to BLINCYTO. Your doctor will discuss with you how long your treatment will last. Your treatment
may also be interrupted depending on how you tolerate BLINCYTO.

It is recommended that the first 9 days of treatment will be given to you in a hospital or clinic under
the supervision of a doctor or nurse experienced in the use of anti-cancer medicines. If you have or had
neurological problems, it is recommended that the first 14 days of treatment will be given to you in a
hospital or clinic. Your doctor will discuss with you if you can continue treatment at home after your
initial hospital stay. Treatment may include a bag change by a nurse.

Your doctor will determine when your BLINCYTO infusion bag will be changed, which may range

from every day to every 4 days. The infusion rate may be faster or slower depending on how often the
bag is changed.
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Your first cycle

The recommended initial dose in your first cycle is 9 micrograms per day for 1 week. Your doctor
may decide to then increase your dose to 28 micrograms per day for weeks 2, 3, and 4 of your
treatment.

Your next cycles

If your doctor determines that you should be given more cycles of BLINCYTO, your pump will be set
to infuse a dose of 28 micrograms per day.

Medicines given before each cycle of BLINCYTO

Before your treatment with BLINCYTO, you will be given other medicines (pre-medication) to help
reduce infusion reactions and other possible side effects. These may include corticosteroids (e.g.
dexamethasone).

Infusion catheter

If you have a catheter for infusion, it is very important to keep the area around the catheter clean;
otherwise you could get an infection. Your doctor or nurse will show you how to care for your catheter
site.

Infusion pump and intravenous tubing

Do not adjust the settings on the pump, even if there is a problem or the pump alarm sounds. Any
changes to the pump settings may result in a dose that is too high or too low.

Contact your doctor or nurse immediately if:

. there is a problem with the pump or the pump alarm sounds
. the infusion bag empties before the scheduled bag change
. if the infusion pump stops unexpectedly. Do not try to restart your pump.

Your doctor or nurse will advise you on how to manage your daily activities around your infusion
pump. Contact your doctor or nurse if you have questions.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Some of
these side effects may be serious.

Tell your doctor immediately if you get any of the following or combination of the following side

effects:

. chills, shivering, fever, rapid heart rate, decreased blood pressure, aching muscles, feeling tired,
coughing, difficulty breathing, confusion, redness, swelling or discharge in the affected area or
at the site of the infusion line — these may be signs of an infection.

. neurologic events: shaking (or tremor), confusion, disturbances of brain function
(encephalopathy), difficulty in communicating (aphasia), seizure (convulsion).

. fever, swelling, chills, decreased or increased blood pressure and fluid in the lungs, which may
become severe — these may be signs of a so-called cytokine release syndrome.

. if you have severe and persistent stomach pain, with or without nausea and vomiting, as these

may be symptoms of a serious and potentially fatal condition known as pancreatitis
(inflammation of the pancreas).

Treatment with BLINCYTO can cause a decrease in the levels of certain white blood cells with or
without fever (febrile neutropenia or neutropenia) or can lead to increased blood levels of potassium,
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uric acid, and phosphate and decreased blood levels of calcium (tumour lysis syndrome). Your doctor
will take regular blood tests during treatment with BLINCYTO.

Other side effects include:

Very common side effects (may affect more than 1 in 10 people):

infections in the blood including bacteria, fungi, viruses, or other types of infection

decreased levels of certain white blood cells with or without fever ((febrile) neutropenia,
leukopenia), decreased levels of red blood cells, decreased levels of platelets

fever, swelling, chills, decreased or increased blood pressure and fluid in the lungs, which may
become severe (cytokine release syndrome)

low levels of antibodies called “immunoglobulins” which help the immune system fight
infection (decreased immunoglobulins)

not being able to sleep

headache, shaking (or tremor)

rapid heart rate (tachycardia)

low blood pressure

cough

rash

back pain, pain in extremity, bone pain

fever (pyrexia), swelling of the face, lips, mouth, tongue or throat which may cause difficulty in
swallowing or breathing (oedema), chills

increased levels of liver enzymes (ALT, AST, GGT)

reactions related to infusion may include, wheezing, flushing, face swelling, difficulty
breathing, low blood pressure, high blood pressure.

Common side effects (may affect up to 1 in 10 people):

serious infection which can result in organ failure, shock or can be fatal (sepsis)

lung infection (pneumonia)

increased levels of white blood cell count (leucocytosis), decreased levels of certain white blood
cells (lymphopenia), swollen lymph nodes (lymphadenopathy)

allergic reaction

complications occurring after cancer treatment leading to increased blood levels of potassium,
uric acid, and phosphate and decreased blood levels of calcium (tumour lysis syndrome)
confusion, disorientation

disturbances of brain function (encephalopathy) such as difficulty in communicating (aphasia),
tingling of skin (paraesthesia), seizure, difficulty thinking or processing thoughts, difficulty
remembering, difficulty in controlling movement (ataxia)

feeling sleepy (somnolence), numbness, dizziness

wheezing or difficulty in breathing (dyspnoea), breathlessness (respiratory failure)

high blood pressure (hypertension)

flushing

coughing with phlegm

increased bilirubin in the blood

chest pain or other pain

high levels of some enzymes including blood and liver enzymes

increase in your weight

Uncommon side effects (may affect up to 1 in 100 people):

fever, swelling, chills, decreased or increased blood pressure and fluid in the lungs, which may
be severe and can be fatal (cytokine storm)

excessive activation of white blood cells associated with inflammation

difficulty in speaking

a condition which causes fluid to leak from the small blood vessels into your body (capillary
leak syndrome)
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. nerve problems affecting the head and neck such as visual disturbances, drooping eyelid and/or
sagging muscles on one side of the face, difficulty hearing or trouble swallowing (cranial nerve
disorders)

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly (see details below). By
reporting side effects you can help provide more information on the safety of this medicine.

United Kingdom

Yellow Card Scheme

Website: www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or
Apple App Store

Ireland

HPRA Pharmacovigilance
Earlsfort Terrace

IRL - Dublin 2

Tel: +353 1 6764971

Fax: +353 1 6762517
Website: www.hpra.ie
e-mail: medsafety@hpra.ie

Malta
ADR Reporting
Website: www.medicinesauthority.gov.mt/adrportal

5. How to store BLINCYTO
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The
expiry date refers to the last day of that month.

Unopened vials:
- Store and transport refrigerated (2°C — 8°C).

- Do not freeze.
- Store in the original carton in order to protect from light.

Reconstituted solution (BLINCYTO solution):
- When refrigerated, the reconstituted solution must be used within 24 hours. Alternatively the
vials can be stored at room temperature (up to 27°C) for up to 4 hours.

Diluted solution (prepared infusion bag):

If your infusion bag is changed at home:

- Infusion bags containing BLINCYTO solution for infusion will arrive in special packaging
containing cooling packs.
o Do not open the package.
. Store the package at room temperature (up to 27°C).
. Do not refrigerate or freeze the package.

- The package will be opened by your nurse and the infusion bags will be stored in a refrigerator
until infusion.

- When refrigerated, the infusion bags must be used within 10 days of preparation.

- Once at room temperature (up to 27°C) the solution will be infused within 96 hours.
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Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What BLINCYTO contains

- The active substance is blinatumomab. Each vial of powder contains 38.5 micrograms of
blinatumomab. Reconstitution with water for injections results in a final blinatumomab
concentration of 12.5 micrograms/mL.

- The other ingredients in the powder are citric acid monohydrate (E330), trehalose dihydrate,
lysine hydrochloride, polysorbate 80, and sodium hydroxide.

- The solution (stabiliser) contains citric acid monohydrate (E330), lysine hydrochloride,
polysorbate 80, sodium hydroxide and water for injections.

What BLINCYTO looks like and contents of the pack

BLINCYTO is a powder for concentrate and solution for solution for infusion.
Each pack of BLINCYTO contains:

. 1 glass vial containing a white to off-white powder.

. 1 glass vial containing a colourless-to-slightly yellow, clear solution.

Marketing Authorisation Holder and Manufacturer
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

The Netherlands

Marketing Authorisation Holder
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

The Netherlands

Manufacturer
Amgen NV
Telecomlaan 5-7
1831 Diegem
Belgium

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder.

United Kingdom
Amgen Limited
Tel: +44 (0)1223 420305

Ireland

Amgen Limited

United Kingdom

Tel: +44 (0)1223 420305

Malta

Amgen B.V.

The Netherlands

Tel: +31 (0)76 5732500
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This leaflet was last revised in June 2018.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.curopa.eu.

The following information is intended for healthcare professionals only:

BLINCYTO solution for infusion is administered as a continuous intravenous infusion delivered at a
constant flow rate using an infusion pump, over a period of up to 96 hours.

The recommended initial dose of BLINCYTO in the first cycle is 9 mcg/day for week 1 (first 7 days)
of treatment.

The dose should be increased to 28 mcg/day starting at week 2 through week 4 of the first cycle. All
subsequent cycles should be dosed at 28 mcg/day throughout the entire 4-week treatment period.

The therapeutic dose of 9 mcg/day or 28 mcg/day should be administered to the patient by infusing a
total of 240 mL BLINCYTO solution for infusion at one of 4 constant infusion rate and associated
infusion durations:

° Infusion rate of 10 mL/h for a duration of 24 hours

Infusion rate of 5 mL/h for a duration of 48 hours

Infusion rate of 3.3 mL/h for a duration of 72 hours

Infusion rate of 2.5 mL/h for a duration of 96 hours

The choice of the infusion duration should be made by the treating physician considering the
frequency of the infusion bag changes. The target therapeutic dose of BLINCYTO delivered does not
change.

Aseptic preparation

Aseptic handling must be ensured when preparing the infusion. Preparation of BLINCYTO should be:

- performed under aseptic conditions by trained personnel in accordance with good practice rules
especially with respect to the aseptic preparation of parenteral products.

- prepared in a laminar flow hood or biological safety cabinet using standard precautions for the
safe handling of intravenous agents.

It is very important that the instructions for preparation and administration provided in this section are
strictly followed to minimise medication errors (including underdose and overdose).

Special instructions to support accurate preparation

. A solution (stabiliser) is provided inside the BLINCYTO package and is used to coat the pre-
filled infusion bag prior to addition of reconstituted BLINCYTO. Do not use this solution
(stabiliser) for reconstitution of BLINCYTO powder for concentrate.

. The entire volume of the reconstituted and diluted BLINCYTO will be more than the volume to
be administered to the patient (240 mL). This is to account for intravenous infusion line loss and
to assure that the patient will receive the full dose of BLINCYTO.

. When preparing an infusion bag, remove all air from infusion bag. This is particularly important
when using an ambulatory infusion pump.
. Use the specific volumes described in the reconstitution and dilution instructions below to

minimise errors in calculation.
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Other instructions

. BLINCYTO is compatible with polyolefin, PVC non-di-ethylhexylphthalate (non-DEHP), or
ethyl vinyl acetate (EVA) infusion bags/pump cassettes.

. Pump specifications: The infusion pump to administer BLINCY TO solution for infusion should
be programmable, lockable and have an alarm. Elastomeric pumps should not be used.

. Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Preparation of the solution for infusion

Specific reconstitution and dilution instructions are provided for each dose and infusion time. Verify
the prescribed dose and infusion time of BLINCYTO and identify the appropriate dosing preparation
in the relevant table below, following the steps for reconstituting BLINCYTO and preparing the
infusion bag.

Before preparation, ensure you have the correct number of BLINCYTO packages available as required
by the dosing table below:

Dose Infusion duration Infusion rate Number of BLINCYTO
(hours) (mL/hour) packages
9 mcg/day 24 10 1
48 5 1
72 33 1
96 2.5 2
28 mcg/day 24 10 1
48 5 2
72 33 3
96 2.5 4

These supplies are also required, but not included in the package

. Sterile single-use disposable syringes
. 21-23 gauge needle(s) (recommended)
. Water for injections
. Infusion bag with 250 mL sodium chloride 9 mg/mL (0.9%) solution for injection;
o To minimise the number of aseptic transfers, use a 250 mL pre-filled infusion bag.

BLINCYTO dose calculations are based on a usual overfill volume of 265 to 275 mL
sodium chloride 9 mg/mL (0.9%) solution for injection.
o Use only polyolefin, PVC non-di-ethylhexylphthalate (non-DEHP), or ethyl vinyl acetate
(EVA) infusion bags/pump cassettes.
. Polyolefin, PVC non-DEHP, or EVA intravenous tubing with a sterile, non-pyrogenic, low
protein-binding 0.2 micrometre in-line filter.
o Ensure that the tubing is compatible with the infusion pump.
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Reconstitution and preparation of BLINCYTO solution for infusion using an infusion bag pre-filled
with 250 mL sodium chloride 9 mg/mL (0.9%) solution for injection

1.

2.

8.

Use an infusion bag pre-filled with 250 mL sodium chloride 9 mg/mL (0.9%) solution for
injection that usually contains a total volume of 265 to 275 mL.

To coat the infusion bag, using a syringe, aseptically transfer 5.5 mL of the solution
(stabiliser) to the infusion bag. Gently mix the contents of the bag to avoid foaming.
Discard the remaining solution (stabiliser) vial.

Using a syringe, reconstitute each vial of BLINCYTO powder for concentrate using 3 mL
of water for injections. Direct the water for injections toward the side of the vial during
reconstitution. Gently swirl contents to avoid excess foaming. Do not shake.

. Do not reconstitute BLINCYTO powder for concentrate with the solution
(stabiliser).
. The addition of water for injections to the powder for concentrate results in a total

volume of 3.08 mL for a final BLINCYTO concentration of 12.5 mcg/mL.
Visually inspect the reconstituted solution for particulate matter and discolouration during
reconstitution and prior to infusion. The resulting solution should be clear to slightly
opalescent, colourless-to-slightly yellow. Do not use if the solution is cloudy or has
precipitated.
Using a syringe, aseptically transfer the required volume of reconstituted BLINCYTO
into the infusion bag (see table 1). Gently mix the contents of the bag to avoid foaming.
Discard any remaining BLINCY TO reconstituted solution.
Under aseptic conditions, attach the intravenous tubing to the infusion bag with the sterile
0.2 micron in-line filter.
Remove air from the infusion bag and prime the intravenous infusion line only with the
prepared solution for infusion. Do not prime with sodium chloride 9 mg/mL (0.9%)
solution for injection.
Store at 2°C — 8°C if not used immediately.

Table 1. For patients weighing greater than or equal to 45 kg: volumes of sodium chloride
9 mg/mL (0.9%) solution for injection, solution (stabiliser), and reconstituted BLINCYTO to
add to infusion bag

Pre-filled bag containing sodium chloride 9 mg/mL (0.9%) solution for 250 mL
injection (usual overfill volume
0f 265 to 275 mL)
Solution (stabiliser) 5.5mL
Reconstituted
Dose Infusion duration Infusion rate BLINCYTO
(hours) (mL/hour) (number of
packages)
24 10 0.83 mL (1)
48 5 1.7 mL (1)
9 meg/day 72 33 2.5mL (1)
96 2.5 33mL (2)
24 10 2.6 mL (1)
48 5 5.2 mL (2)
28 meg/day 72 33 8 mL (3)
96 2.5 10.7 mL (4)

For instructions on administration, see Summary of Product Characteristics section 4.2.
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Method of administration

Important Note: Do not flush infusion lines into the patient, as it will cause an inadvertent bolus
of BLINCYTO to be administered. BLINCYTO should be infused through a dedicated lumen.

BLINCYTO solution for infusion is administered as a continuous intravenous infusion delivered at a
constant flow rate using an infusion pump over a period of up to 96 hours.

The BLINCYTO solution for infusion must be administered using intravenous tubing that contains a
sterile, non-pyrogenic, low protein-binding 0.2 micrometre in-line filter.

The infusion bag must be changed at least every 96 hours by a health care professional for sterility
reasons.

Storage conditions and shelf life

Unopened vials:
5 years (2°C — 8°C)
Reconstituted solution:

Chemical and physical in-use stability has been demonstrated for 24 hours at 2°C — 8°C or 4 hours at
or below 27°C.

From a microbiological point of view, unless the method of reconstituting precludes the risks of
microbial contamination, the reconstituted solution should be diluted immediately. If not diluted
immediately, in-use storage times and conditions are the responsibility of the user.

Diluted solution (prepared infusion bag)

Chemical and physical in-use stability has been demonstrated for 10 days at 2°C — 8°C or 96 hours at
or below 27°C.

From a microbiological point of view, the prepared infusion bags should be used immediately. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2°C — 8°C, unless dilution has taken place in
controlled and validated aseptic conditions.
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BIincto® innatumomab) Core Data Sheet

BLINCYTO (BLINATUMOMAB) CORE DATA SHEET
1. NAME OF THE MEDICINAL PRODUCT

USAN/INN name: blinatumomab
Tradename (US): Blincyto®
Tradename (EU): Blincyto®
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PR & U CHFEESE BA. BREMELENEEERH DN D ZENBH LD
T, AFKIEGBIRERT M ORI 53 E 0 MRS 2170, B ok
ErtoicBledsz e, (TERZ2EWER) OESH)

4)  AFrPERECD . R B, FEEME AR RIS E S OB RS N D & o
DN DD T, ARAFGBIAGEET K OAAF G- 1 38 W gk 4
TV, BEOWREZ +oIclgdso L, ( MEERS) | THEKAREWE
M omEE8)

(5) BEWEH OFBLA RIS 2720 TRFEANE B O [ it EFER OEIE 23 50%
A SRR I o> [ R PEZEEREL DS 15,000/ul LA EDGEITIE, TXH A 4
VAR DIRIREEAT o T %, AR ERETHZENEE L,

FHHAEH

GEREE (PRHICESETLZ L)

HH4 & BRAEIR - 58 5 E By - fabRiA1
BTV F UL (B LAY 7 F o OFIRIC |AFIDO B Y L oREREEERIC
FEEU s FU | BSUERBEELEGAIC |LVRBTIBZNALS D,
W, YR E EAT D,

BIVEH

PR TR TED B Mt ZrE U M B R & k8 & U2 [E NS T/ FR R
B (20130265 7BR) (M LB ARANBED O B, AKFOEG %% 1F 72 18 1%
PLED B 26 7 26 61 (100.0%) (ZEGRBR AT 2 & LeRITEHA 28O 5 i,
FRBIWERIZX, A NI A URHEGERE 12 61 (46.2%) . FEELN12 ] (46.2%)
L BRI 10 1 (38.5%) KL O/ 9 1] (34.6%) Th-o7-, £, AR
BRI CARANOF G- % 52T 72 18 IR O BE T WU 9 Bl 8 1 (88.9%) (2
FRAEMERE 2 G 0RIERANRD S, EARRERIL. IFEEE LA 6 4
(66.7%) . FEE6 B (66.7%) . VA bIA »HIEWRE 5 B (55.6%) M OME
i 4 5] (44.4%) ThHotl-, (KRR

18 L EOFI UTEIEMED 7 ¢ FF V7 ¢ 7 YetafRiatE B ffafkE2pE Y o8
M AR 2 b4 & U 7= SN T AH beiseoef BRER AR RRBR (00103311 3ER) 123\ C
KHN DY 52521 7= 267 Hilrh 214 5] (80.1%) |ZEEIRME R 2 & tefIVEH N
BO LN, ERBIERIE. RBE104 6] (39.0%) . 4 ERED 39 4

(14.6%) . VA A HHEGERE 36 B (13.5%) | FEEVELF F ERIBE 29 4
(10.9%) . BEJE 27 1 (10.1%) . AFEEsR L5 27 B (10.1%) J OMf/ M
27 61 (10.1%) Tohot-, (KFRER)

18 LA L O UTEIRIED 7 4 T N7 ¢ T YRGB Mttty X
PRI A G & U= HEsh s ARG R EAER (20120216 7RBR) (235U TAKI D #
5072 45 B 41 1 (91.1%) (ICERARMRAIE B 2 S RIER 35RO b
72o EZRBIERIZ. B 21 B (46.7%) . FEEMAEFPERBAME 11 6] (24.4%)
2Zifn 6 (13.3%) . 589 5 6 (11.1%) RONFEEE EJ 56 (11.1%) Tho
77o  OKFREE)

18 7% AT O T EEIATED B fAAPEENE Y o ME IR & kS & U TN
UL FAEGRFRBR  (MT103-205 388R) (2B W CTAFIOFK 5% %17 7= 93 i 80 14
(86.0%) |ZEERMRAEMEIRE # & 0©ENERANRD bivie, EREIEMIX, HE
61 B (65.6%) . &I 18 % (19.4%) . VA s oA L HIEGERE 15 6

(16.1%) . R EH- 1561 (16.1%) . M/ 15 61 (16.1%) « F i ERDK
D14 6 (15.1%) . HFPERECD 14 61 (15.1%) K OEESR 11 6] (11.8%) THh-o
7o OKFEEE)
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BENRBO ONGAIE, &5 1k, Pl BESOMEY) e ALE 21T
2L, (ME&EFZL) . THEEREARWER] OHEBH)

2)  EYLE
YA AT TANVAEG (1.1%) . i (1.1%) . BiE (0.9%)
EDBYYE (141%) DNHLDONDZENH DD T, BEOREL+4
ICBIZR L, BENRD LN HAITIE, BEPI, P, EESOEY)
RAEAEITO 2k, ( MEERE ] OESH)

3) YA B A HERERE
TA NI A HERRE (182%) bbb D Z E0nH V. Wk
LT, REN EEJSUE. W, RME, EO, ITEEE LS. HBEMENE
WNEEEZEDNH bbb Z N5, F7=. infusion reaction (63.6%) <°
TF747%—vavy (02%) B"bobhbdl endbsb, BED
RREZ TN CBIZR L, BENRBO LN HAIE. &GPk, Pl &
EEOMYIRNELSITH 2 &, ( TEEREANEE) OESH)

4y JEIE R EEE
JESE AR EEERE (2.3%) BN LbND Z ENHDHO T, MiGHEMRE
TR R OB HEREM A 21T 9 &, A DIRREZ DI BlisT 52 &, AR
NRBOLNTEAIE, &5 2L, @Y nE GEERSER, &k
BeME TR O 5. BTE) 2179 & LI, JERNEE TS £ THR
FOIRMEE +ICBIETH L,

5) R
HFHERED (15.5%) | /s (12.7%) . &l (12.3%) . FEWE
IR ERIME (12.3%) E08H LN Z ERNHDHDOT, BREDIRESL
B L, BEPBEO ONGAIE, &G RIE, il EEEO
WU AE AT 2 &, ( MEEERS ) | TEEREANEE) 0B
)

6) MR
R (1.6%) DNHLONDZENHLDOT, BEDIREL I #84
L. R, {7 27 —BEDO EAEORENEO bNIGAEITIE, &
Horpik, i, WEHEOMEY)RAE AT 2L,
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Rt d L O BH U T AE, KU BRI |, mRERIE, EE., T
JE, KT LT I UIE, B |, ML AT e—VilE, sk
BHR, K~ 32y v afdE, |VEY RIE, mH7 R o, &
IREHM, &ALV T aifl |EARD, ME7 = U F 8
fE, AKEAR, @h Y UL
MfE, &) Y & AfgE
AR KR = 2 — /8 F— PRI T, MM, BEZEAN M, 8
IRBIERERE, —BYEMEm/E, CS
FAfaE R, CSF U U/ BREA
W, CSFEAMM, MR, bk
R R
MR P ARAGTENE, AEMEHIIm, ARJE. FEPIFE,
ARFE i, HREEPHIE, &8, e
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oYl AR WK, DEMRER S, AR LREE,
D EMEY, DEHE, OMEL, S o
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M, MEREs & Ot IR DRIEE, ik, i, Bk, Lo 0, EEESRIE, Mk
e JEE, PR, R, MR, i
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H Ik TR, MR, BN, DNgE, (MK REERREEE. HkL AL DAL K
15 Wi, ONELIRE, DR, B
B I, O ORTEHIRR, DERNH
i, FPE R4, IEE S
JHRH 3 % pi mEUAYE |RFEEE frde, MBS o
> IfLSE
R ¥ & OV T AR kR WIB. O FERE P RERLIRE, DLBAE, SIERRECRE .
& JEEE. T VX —PER S, ST
SiE, BT, RCIRHII, R SRR,
KR, hEER S
BH-RR L ORAM e B, DUEE MK T, FREiE. B, . B
ke ik, moy VT F U ME, BESIEIE.
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SR, ESRERE . JRPA
Fe R, TR LU TR 4
T
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B HIBAL O IRRE EOMBEORIE, BT — T VR ETRAT
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RAEEERE, ZERIEIALALEE, 25tk
JiE S EAGERE
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APHE
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5. mEilmE~ORE
— I EEE I AR NME T L TWA DT, BEDRIELZ 01082 LR
HEEICEETLHZ L,
6. fbhm, PElE, BRHIEE~ORE
(1) AAIOEET O G ICET 2 2RI L TV RWO T, I U L
TWAHEEMED H D PEIIE, FAIE LTHRELARNWD &, Rz G FHRs
THEGAITIE, IBE EOFRENERMEEZ LR D Ll S D 5EIC O B8
B4pnz b, - WETAAREED S DML, KFEG D RO GKT
#%—EWIRNILEY) 0BTt 21T 9 K o8 T2 &, [RAIZ W AR A
FMERBR T SE S LT, AREIOIEF OREIC L RIRO U > RBREKL
T B AREE R B D, ]
Q) AT OGS 2 LZEMIIMHNL L TOWRVWO T, BILRICRET 5854
i ERIlEsgs 28, [(AAlOe FEHFH~OBITIIARHTH D53,
E RN Ig I ERAPICBITT A2 Enmbi T 5, |
7. WNEZE~OREL
IR AERE R R OB Rk T 2 23S LTy, [FERRBRNR
/AN
8. mERS
B, FER 18 R O BEITIB VT, 1 H 30 pg/m? (K& HESEH &% 8
25) G L= 1PN EMEENT A BB A 2 IEGERE K ORI HR B E
BERFE D BRI 72 DR ERRBH LI L ORENH D,
JLE NI G L, BEOREE B L, BRESHRO LTS
WZIXE G R ALE 21T D 2 &
9. WHEDEE
(1) FEAFHRREOEE
1) ESHK3mL ZAA DA TV ORNEEZI > TEREICIEAL, RS
TICNBEM ZARRITHIR L, W52 W% ORE 3.1 mL, &
FEPESE 12,5 pg/mL)
2) MR EACIR & AR ORI W2 & iR EALIR I IAH D Eik
Ny TRWGRT 2 — TR ET HDOEHDTH 5,
3)  ARHNE AR U T IR IR M ORI R D25 03 72 s B AR &
11952 &, RENOERITEA~IEEEAOWRTH D, AFN O - T
WD XIXIEE L TW A EEITMEH Lenz &,
4) KENXTEZNAEEY (Q-mF~Fi L)  (DEHP) Lt 2 Lki+%
TERL T B ATRENEDN 8 B 72D, DEHP 2 & A 4 DMk N v 7', kAR 7
DAty b, ROBMIRT 2 — 7 OFRIRTZZ L, £, 10 T4
T AN —TEE TR a2 T =R Z R EREEED S D
ERWDZ L,
5) WA ZICAFEHK AR L LT270mL LB k) I 5,
6) 5) DK/ 7RI EALIE 5.5 mL Z BEERISINZ . WAL -
RN K D RRIRICH T 2, Wi 2 EALIR O A AR I TE U BT 5
Z &,
7 RN, EK2ESBIT) TEREEEM LTS T b BB H
Ui S > Z W AN 2. TSRS TZ 720 K D SRR IR 5,
K AR E YN RS H 2 L,
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R EDER =& 1 FHEROFAEDH IR (KE45kg LLEDEE)
(Frx) AEFRA IR 270 mL
R 22 EALIK 5.5mL
= e 5 N RN &
24 ¢ 10 mL/H¢[E) 0.83 mL
LB 48 W 5 mL/M¢RE 1.7 mL
He 72 B[ 3.3 mL/W[H] 25mL
96 MRFfH] 2.5 mL/IH 33mL
24 FREfH 10 mL/Bs ] 2.6mL
48 B 5 mL/FRE 5.2mL
1 H28pg
72 ¢ 3.3 mL/I¢fE 8 mL
96 FEfiH 2.5 mL/BF[H 10.7 mL
* 2 FHEOAMEDHIT (AE 45 kg RKEDEE)
A PRI 270 mL
i 2 EAL IR 5.5mL
A& 5 NG R (m?) AP RN
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
1.1-1.19 0.52 mL
24 I8 10 mL/EfH 0;}(')(_)999 8:2; Ei
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 mL
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
48 WM 5 mL/F L 004 m
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
1 H S pgfm? 15-1.59 21 mL
1.4-1.49 2mL
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
72 W 3.3 mL/MfE 59009 3ol
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 23mL
1.1-1.19 2.1mL
96 1 2.5 mL/B5RS 0:}(')(_)999 13 ﬁ
0.8-0.89 1.5mL
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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1.5-1.59 21mL
14-149 2 mL
13-1.39 1.8 mL
12-129 1.7 mL
1.1-1.19 1.6 mL
24 B 10 mL/RS 05059 Iyl
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 42 mL
14-149 39mL
13-1.39 37mL
12-129 34mL
1.1-1.19 31mL
1-1.09 28 mL
48 s fil 5 mL/R5fH 0.9-0.99 2.6mL
0.8-0.89 23mL
0.7-0.79 2 mL
0.6-0.69 1.7 mL
0.5-0.59 1.4 mL
LA 1S g AR o3
1.4-149 59 mL
13-1.39 55mL
12-129 51mL
1.1-1.19 47 mL
1-1.09 42 mL
72 R 3.3 mL/I¢fE 09099 T
0.8-0.89 34mL
0.7-0.79 3mL
0.6-0.69 2.6 mL
0.5-0.59 22mL
0.4-0.49 1.8 mL
1.5-1.59 8.4 mL
1.4-149 79 mL
13-1.39 73mL
12-129 6.8 mL
1.1-1.19 6.2 mL
1-1.09 57mL
96 FEfY 2.5 mL/BRY 5.5:0.95 STl
0.8-0.89 4.6 mL
0.7-0.79 4 mL
0.6-0.69 34mL
0.5-0.59 29 mL
0.4-0.49 23mL
8)  AFKEEH K CEHEME., T ITEH LAWEEIL, R E BB

9)

(2~8°C, W) L. HHES TN &, BBIRET 2861% 24 B
BHZIRNT &,
N > 7 TR . RIE TR SRMLED T4 HEZB 2202
Lo TITEGBME L WAL, IR Z msRT (2~8°C, ##EE)
T52 &, MERTFETHHEA1X10 HREZBA 202 &,

(2) FEHIFERFOEE

1)
2)

3)

4)

AANTEARNE Gl OB 5 Z &,

WERGEORK LD 720, Wik 7 AZHIEOR G4 TR 57
AR T —T VT T2 LN &,

Wi T b7k e thE, BEO 7 42— (02um) ZHHE L7126
AR T HHANT, £ 1, £ 2ITRTEANEEITHEOFH AR EHET
B, T UI-WIEOR TR TF =2 — T % 7734 I 7 TH2 L (EHA
WETIx7T 7437 L7anwz ),

< T N— A VEIRA T —T VR AW DB, ARAIEHAO L — A
bbGT 5L,
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x 172 RAERMG—ER

11

— R4 TR ruazy ey

HR5E4 TRV b7 R ERHE 20mg
s I 7 4 RSt
AKFAEA H FRk 2543 A 25 H
FRHm4A B —

FFAEA R —

Hiil X5 BSE, ALGSE E SK
a==r Scs2v NH:

NN
A
N Cl

HO

OH

A - &

AKMEEHAL, 13470 20mL) FIZZ7u 7778 20mg &A

PINEREYIES

B UTERRME D AME Y oS [ LR

<GHRE AT B S EoiEE >

1. [EERAGE] OBEOWNEZRI L, KEIOF ML LM Z -+ I BEiF L
72 BT, BISEEOEREIT) Z &,

2. FRRRERIZIB W THAAN DIV BE OFR LN TOERFN OF M I N4
PEIXAESE LT ey, [12, EEARARNER ] O (6) &M

M- H

e

W, /77778 LT 2mgm? ((KEEAE) % 1 H 1A 2KEFLLET T
MEEET S, ThaE S HEERRS L, 272K b 9 HIRIRIRT 5, 2z
1 7—nEe L THYIRT, 72k, BEOREBIZXVEEHET 5.
<HELROHEIZEE#ET 268 EoEE >
1. BEEREREEOH A BFE T, ARIOMPEEN FRT 25 2 ERHE ST
Lz, WEEEETDLILELELIC, BEORELZ I VHEBEICEZEL, AFF
BORBUADEET DL L, [D.E%ﬁ%$%&aj@@(ﬁ\
[ (1) ERAFEIWEM ©ES) | [Ep#hE] oESH]
2. AFIEWE, KEUIFIET 2854 C0E. BHERAOER, HEEESIZS T T
UTOREEZZESTHZ L,

PR3 R E R
T ERE 750/mm? LA EIZEIES 5 E | 4L ERT S5 L— 1
THHA D Z &, 4 DI HERJAME

(ANC500/mm3 Aiii) 7338
O OLNTHEIR. ROT —
JLTITHEZ 25% 64 2

&o
T —R3DLEOIEYE | ZL— R 1 XUFIR—2F5 4 | #EZFIEL, kDO —L
FEIMm R E VETREIET A ETKRET | CIIHEL 25%HHTZ &
5T &, (7' L— K3 O—i@EDRT

Bk B HHAl T2 b
17—V C& DR &%
Ig/%<) o

2

JERYLIE BRI 2y hr—LrSh
HETHRETDH &,

) 7L — RIENCI-CTC I[ZH#EL 5,

3. AL D FUENEIEEIR & OOFHICEI T 2 AER O 2T L Tz
VY,

4. AARNBEICBONTE2 7 — AU EoBGREBIER, [ (BRG] oH
2]
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&

o) AFANE, BARHI xS T & D EE MR I T G s BRI O 16 26
L CTHor el - Rz FFOEATO & & T AFIDNE ) & Hlkr & 402 FEIZ DU
TORFEET L &, Eio, WWRBBIZEL D, BE XTEOFRICHNMER D
fERMEZ HadA L, REEZ/THroRETLI L,
BB, AEMERICH Tz > UIIRN LEEZRGT D2 L,

Sy AFN DG U EOE OB D & % B4
il EoiE 1. HERES ROEBFIFEEICRE T2 L)

(1) BHEEEEOD DBEE [(AAIOMTEREN AT BTN H 5, [
wEhte] DES ]

Q) MHRERREDH 5 BE ISRERENELT 2B8ENLNH D, ]

(3) ‘BHiIH OB HEE [HHEMHISERINIBENRH D, ]

@) EYEZ AL T2 RS VEREMmSNC X 0 EYYENET S B2 )
b5, 2. BERLEARNWEE O (1) 2]

2. EEREARMER

() AFOEEHIZLY | BYYELEOEEZREEANEE IH bbb Z &
DD OT, HENZIMEIREZIT O 72 &, BEOREZ HICBLET 5
b, BEPROONIGEITIE, BE, REEOHEUAEZIT &
CHITH VP HFEOER, VA MATOTANVAED T A VA, =a—
EBVAT A AFICLAEEA G IcEET S, [T (1) &KX
REWER) oIE 1) | 2) &)

(2) ALT (GPT) EH&., AST (GOT) EH. v UL v EFZEZM TG
EE, FRERnbobd 2 ERnb50T, KA K DiEEFIX. ©H
IR RERR A A FEHE L. BB OREZ HolcBlgts 5 2 &, BEniR
D HNIZGA IR, REX TG 2 kT 570 St 2 & 217 5
ZE&, [T (1) ERARRWER] OHE4) B8]

() BHERERREEIIBRENH LN ERHHDOT, KA K HIHEH
X, EHICBREEREZEM L, BEOREZ HSICBIZTHZ &,
BRSO BN AR, RIS G A2 T IR B e i) e AL
EEiTHo>Z &, [T (1) BRAREWER ©IES) SH]

4) &H YV 7 AME, KT Y T AMUESOEMRERT ORBNBRE SN T
WAHDT, AR X DIRFEF X, EMMICEPERERELZITO Z
Lo BENRO LG AITIE., WHRAEEZITO 2L,

(5) EJEATRE/AEIR O BE TR 5T 2 5AE, YEIRICKRT 2 R A EE T
HZE, [ 18 ZooEE) OE (2) BH]

(6) R A B 2 x5 & U7z [ENE T ARRER C Ok Kt & i
30 mg/m?> ThH -7z,

3. EIEM

EMNIZRBIT BRI IEEEOAM Y oA ME (ALL) BEZxSRE L2
RARER 23V CTEEVERH T SER] 7 B 7 61 (100%) ([CRIWER RO Hiviz,
FE2EIWER L. AST (GOT) E5-. ALT (GPT) EH& 54 (% 71.4%) . &
M, O, MR, BAEORE 4 6] (% 57.1%) Tholz,

WM 3BT 5 B3 TEBE A ) <[ (ALL) BE A% L L
HRRBR W CTLEMEREA T SR 132 Bl 126 61 (95.5%) (ZEITERSFRD &
Nz, EREIERIZ, EH: 80 1 (60.6%) . Huls 68 5l (51.5%) . FEEMEAFHHER
TE 57 1] (43.2%) | EBJE 42 5] (31.8%) Thotz, (KRR
TEAZEIER] KO TZ20MoORIER) ORBMEE L, MIMERRBRORS R A
R LTz, 2B, T ORRRER DA UL B RS DL D O ITHERA &
L7,
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i ForEE
(e &)

(1) ERZ2REIEH

1) EREmE A ek (81.7%) o U oNERED (84.6%) | /M
D (81.7%) . Al (80.0%) . AFHERIED (68.7%) D IMHKIEE .
K OFEBWELF R ERBME  (43.2%) B HDOILD T ERBHHDT, M
FNCMEIMRAE 21T 5 e EREOREL +H0ICBlEZT 52 L, BENR
D ONTGEEITIE, BE, KREXIES 21T 5 72 St 7 L@ &
152 &,

2)  JERYME - BOIE  (3.0%) . g (2.3%) FOREYYE (35.6%) b5
OId I ENBHDHDT, BEETDITATV, BEPRO LNIHLAEIC
IR, RIS 2 IR 57 Sl R E AT Lk,

3)  ABVERAESOGEMERE, B A e R - B PR JE SO E i
(0.8%) . FBMMEIRABEFER 23%) BHobNEIBZENNHY .
W E SRR RE SN TN DT, BEDOREZ H3ICBET D
b, BENRR . BEAR. ARILE, FliKIEZR EEERA A S NI HEAITIE.
AAOFTEEZEBICHIE L, #YRAEZITY Z &,

4) A4, JFeEREE. R, FRIRPAZEMEITEA - F A (BER
B . AST (GOT) L5 (79.6%) . ALT (GPT) L& (78.9%) KO
v ey B (50.5%) RS IFREERE . IR (1.5%) . §#R
PAZEMERTIR R (08%) LN DZ ENH V| HLTIZE S T2H03#H
EINTW5b, EMIOICHEIERAEZIT O 72 EBIE A2 H0I2dTV, B
WD NG EICITEE., KREXIEG 2P T 5 7 Sy
BEEIT9 2 &,

5 BAE-BAE 23%) FEOBEREEENHLDNLZENHDLD
T, EHMICBHEEMREZIT O 2 EBIEA2 + 01TV, REPRD S
NTEGEITIEE, REOIEG A2 IET 57 St LE =175 2
Eo

6) NEBEAAEEAE Mt TEEAEIERE (4.5%) BRHOLDLNDL T ENRHDHD
T, MG EMRERE R OBEEREZT O 2 EREOREL 471
BETH L, BREPRODONTZGEICTEE, REIREE2 IR
L., w2 (APREin, & IRBINER RSO G., BTE)
2ITH L bz, ERBEIET 2 TEBFOREZ HDICBETH 2
Lo

7y hEEMER A RIARIE (Toxic Epidermal Necrolysis : TEN) | FZJ&kh
EARSEEHE  (Stevens-Johnson JEMEHE) - HH R ZR B2 SRS Rl fAE
(Toxic Epidermal Necrolysis : TEN) — (BABEABT) | BRI AR SE
# (Stevens-Johnson JEEHE) (BEARH]) BNHLONDLZENHLD
T, BEOREZ+SICBE L, REPROONHAEICITEG 2T
T 572 EHEY)RMEEIT) Z &,

Q) LMEE-LERATE (23%) . AEHELAE (1.5%) . A2
(0.8%) . QTHEE (BHEAH) LOLEENRHLLNDLZ ENDHD
DT, BEEZTFIATV, BEDNRD GAGEITIEEE, REUT
Beh A2 T 570 CiEbIRMEEZITH Z b,




1.7 [RIRERhdh— Bk

TV FVECT 14
R DR 2) ZOoOEIVER
() 5%2L I 1~ 5% A i 1% HEHE R
Dol HER
(B = L FLF9 AR, O | R, B | AMEPNIEETE AR
(51.5%) . W& |NZ&. IRERH | 2%, EAEETE
M (60.6%) . |1, B
T
(22.7%) . &
i)
—f - EFEER X | A SR, | s, &
[0 A= INAREIN: S (28.8%) . M |ME, RKEPEZ W, SEMEE
MEORE, | E, BWIAE JiE, BV, R
g7, M Ji&
R L OREEE | AR KT~ U w2 | ik
JE, &V T A
M fE
ks REB LU DU g B, R, | MR FEEE
ik P RIS R
PR R P UEYE (31.8%) |MEBIR. FRELE® |{EH: IR, S5
F, K=
2 — /N F—
A e s Tk FEIRIER L |[HbEEDORE
MR 2R, MR L O WEOR RIS, 1% | MR ESE IR
e b Pt Wk, s i
Rk X O TR | 395 RLBE, & 2Ptk | RIGHIL, &5 | BRIk LB 5%
(e (22.7%) . F | KB, BBE. |5, 28 |5, RS
HOREIIRA | RIS, 20T | B, SRR
TWARSREGRE, [, AR |
% 9 FEE
1A P WAL, ARME | il
JRYLIE RS KOV R Hifli~ L2 | HRIES H T —F )L B
S Aped o8 A
JiE, B IE
G R P W EUE
Z DA IRE R BESET, # | SR
&, IMmpR

4. Wi, PEh, RIASES~OESG
(1) B SUTIENR LT 2 TREME D & 5 I NSIZTR R _E OB WM ERE %
EED B SN DG EUSMNTIEE G L2 &, F2, HRT 5 AR
PED & D i NTIE, AANZ L DTERPITEHET 5 X 285352 &, 4F
RPICARFNZER T 50, RKEIZFERRORBEDER LS E1E, BT
WCEENECDAREER S D Z L2 BE IR T s &, [EE
B (7> b, Y TEGEELOESEEARRBD LTS, ]
Q) BAF O NIIAA R GRIIRALZET Y2 L, (/o777
YISt NOHAFTIIBITT 20 E I NFAHATH D, ]
5. NEE~DESL

IRHIEREIR, Bl FURISEd D atiafess LTy (FEATREER 2 72
I/\) o
6. EERG

WA O EEEABRIZ BV T, A 70 mg/m¥ H % 5 HREEE 7z 2 6ilo/hNE ALL
BEIZBWT, ZL—FR40mEEYLEVNE, ZL—F2 KO3 OUEH-, KO
7 L— R 3 OB BIREE 58D Tz,

WER G NN THE T, WE, RESOIRG 2P IR L, SEIG U CEY)
IRALEEITO 2 &,

) 7L — RIEZNCI-CTC IZH#EL 5,




TV Ve~ T

1.7 [FIfE[RI i — ek
15

i ForEE
(e &)

7. WHEOEE

(1) FHRERE
AFNIFFIRNIC DB E+ 52 L,

(2) FRHLE
) ARFNIHRLUTEHRTL &,

2) AFNEWEFEHA) VT 4 E— (FLEL02um) TAHEL, 5%
7 R BEHESRHE OSUT A B AR TR L CREAYIZ 0.15~
0.4 mg/mL ORREICFHR S5 Z &,

3)  WRBITESCHICHAT D2 &, B, fRESLE ZTRET S
AT, 15~30°C TIRIE L. 24 FERLINICEE R+ 5 = &, i
DRI TEYNCFEIET D 2 &,

4) ARFNTMRRFEE AT D70, TREEREC ‘%%mﬁé RNt
FLW, KJE, IR, KB imﬂﬁ%bt ZiX, EHIZEED
AR TESBEWIRT Z &0

(3) H#HGHE
AFNIF A AR & 0 L TR =8, o FE FSEAIS% & ol S
SNEFE UEET A CTORIBFEANTBET S Z &,

8. FOMODIERE

(1) AR O AJFEMERRBR T I L TRV 2S, LRI (CHO M) %
AW QLB RRERER (inviro) X OVT v & HWTo/MERER (in
vivo) 1ZBWT, ROEBREFREZ R U, 2B, MEZRE Bk
B (m— 2 X3 E) [chnW L, BREMHI RSN oT,

(2) AFNIOHERBI ST DB OWTIIRHATH D2, BERICE VTR
HEERRBD LN TWADOT, MR T 2EEBLEETL L, [+
TR, T b RS X ERAWERERICIW T, BEO ARSI A EIERE
MOFEMENEZ KIFTZ EnmEniz, 1 HH&E3mgkg (9 mg/m? : K
FEFEIZ IS < HELEER B0 17%) ZIEEREE Lo~ 7 2|2
BT, REE KOO « Ffad s 7z, 1 B & 25 mg/kg
(150 mg/m? : RFRIFEIZIES  HEREFRR A& O 3 %) 27 v M
RN G- L7z 6 » AR ORER T, FREEB a2 5 8 B o4
P R OEHEEMIEOZERE N A SN, A XITEAIRNE S 21T 72
6 » AMORERTIX, 1 HH&E 0375 mgkg (7.5 mg/m? : (KFEFIZHKED
< HEREERIR ORI 14%) B HHE T, KEH RIR ORI ZME R UG BN O
¥ EREMENRAZ LT, 1 HHE 75 mg/kg (225 mg/m? : (KFEmfgIZ IS
HEREER B 41%) 2HE LI-Mio~ w7 2T, JPEFERCINEAE
MR OTFERNBEOT R b=V AR LT, Mo~ A EEG Lizo
X, TOHEBEOHATH-T-, ]

M CEOERA

2013 4F 6 HERL (BB 1 )
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TV Ve~ T

1.8
1.8.1
1.8.2
1.8.2.1
1.8.2.2
1.8.2.3
1.8.24
1.8.3
1.8.3.1

B R
RIS SCRE (Z2) oot 2
TRAT STTE  (Z2) ettt 2
ZhEE « B, FE « FHERE O F DRRTERRIL ..ot 10
BIHE © B (Z2) ettt 10
BHBE « NI (B2) DIFRTERRIL. .o 10
FHTE @ B (Z2) ettt 11
FAE « B (Z2) DFRTEIRIML. ..ot 11
FEF B DTEE RO DR TEARTL ..o 14

L= I VD 2 = NSRS 14
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TV FVEYT

1.8 HIXE ()
1.81 &HEAXE ()
WHLBEICIS SCE (B) 2757



»astellas AMGEN

»astelslas

ioPharm
slorharma R A M B
NCOFOR i (B ymirmms, — BHRIEHIKALE 874291
- ~ ~, = =
- —_l] (O = N R
R, E )oY 4 FREER TR 35ug e
nLRERE Blincyto® wmss | 20Xx £ X B
oL TUFVETD GRETFERZ) BEEETHE A | 2014 4F 12 )1

B ke, 2~8°C TIRAF

fERAHAR - ko FoR
(B &) (B - BE)
AHNL, BEEFIC oS T D EEZRICHB WD WE. 7V FVEST (BETHERZ) L LTUToREGEREL
<. JELEEL” MRS O TR KT LT 7 ik - 28 HEIFHE SEEE L7=t%. 14 BREREET 2, 2h% 1 ¥

PR ZFFOERMIO S & T, ARAIDOHE- 35 Y) & )
Wr SN DIEBNC DN TDOAKEGTHZ L, £,
TBIRBIARIC e D | BE UTZ OFIBIA MK
Ofattz +5 ;mﬁﬁ L. AEZGTIrbEGE
Ptad % Z &

[ B ROBHIZEXBELLELNIE) )
AFN O RSk LiBUE OREFER O & 5 B3

JEL, K S A7 VYIRS, 0%, 7V FVEY

7 (G Z) & LCUL T oS &% 28 A MEH A i

L%, 56 AMRIET 2, chzxz 11271l K4

WA 7 NHEDIRT, 72, BEOREBIZIVEERET 5,

O KEMN4S5kgULEOHA 1A 27 VED 1~THHEIZL A
g, THLIEEIZ 1 B 28 pg & 95,

O KEMN45kg KGOHH 1 A 7 VED 1~7T HEIX 1 H
Sug/m? (KK . LR 1 A 15 pg/m? (KK mf)
LI B, L, KEN45kg UL EOSAEORGEEB X
A AR

<Ri& - ARICEET SERLOEE>

() AFNB G L0 YA DI A I HAERTE DS FE ST 5 AT hE
DS 8 5 7o th | AR GRS O RATET * A 2 v %
BETLHZ L,

@) BIERR B L= 581E. TRESBICKAOFR G L
*%ﬁﬂ&iﬁﬁ%é)ﬁ’é’ﬁ%ﬁﬁ L, BERIC L &G L
7tk BERETOHEE, BTN 7 AU &
TG PWIIH A S50 28 HfZR—Y 1 7 1& LT#K
H LU, &5HhWHIMS 7 B2 & &3, Bt (2
e LTEET L 28, &GP 14 B 2@ 7%
Bl BEERIETD 2L,

[#E5k - 1K)
R4 E—1) oY 4 b S ER 35ue
oy - EE HRERS |7V FYE~YT Gl FAx) *P 385ug *?
(arAa 7/”?3) W |2 = KR 3.68 mg
FLonm— 2 KR 105.0 mg
L-V > R 25.55 mg
RY Y _— | 80 0.70 mg
pH FAHiAl 1 1
(BN B~ R 3 OBE (SRR o AER™ Y 1%
MA~READORTH D,
pH 0_(EAEE"Y)
RBE 145~295 mOsm (FfRM%™Y)
W) ARANTEB R HIFICE D F v A4 =— XN A2 X —JIH
faZzRnwciiE s s,
H2) FAERFOBRKZBEICAN TRELRIEINTEY . EHAK
3mLTHSM L2 L EIT12.5 ng/mL & 725,
) AFN L NA TN K 3 mL IS g L7z & X,
ik e EARIR (1 31 7 L)
whne 7 T BRI 52.5 mg
L-U skt 2283.8 mg
ARY Y X— k80 10 mg
pH Al i
oy 10 mL
[3h8E - $hE]

PRI ST EHAMED B MIIIPERME Y 2 ML I

<%EE - DRICEAET HHERALOEE>
FRR BRI LA A DI B3 O RIS oW, [ER
s ] DIEOWNRE &R L, RFI OB MK L 2%+ 551
PR L7 LT, BB EORIREITH 2 &

BIER |7 V—Fk*| (KE45kg L EOBHE IR 45 kg AR D B
BA M| BRADY BIET 5 £ TR G2 il B3 2 £ G2 kT2
A UR A3 | TRz L, BEE5ERTS |2, BEHERTEAE
JEMHE | NEROS AT, 1 HOug SR [1 H 5 pgm?® (RF k) 7§\b
(CRS) A L. CRS OFTRNSEE [BIsA L. CRS OFT RS FHEGE
2%IE3 ‘st%ﬂf@?»oti”/\ BN T HAITIE, 8
X, 8 HHLAKRIZ HHEUBEIZ T H 15 pg/m? (K
28 ug ﬂltﬁifgéo Kififs) ([THETE D,
4 Pehafibd 5 b,
PRI | AR [FEREAEAS 2 [ILL BB L 2 A i e 5 A k35 2
g L,
RADY |7 L— R1LFA3 AR |7 L— K 1 EUF23 3 A ki
B3 Mk D E SR A E TR AT S 2
NROY T L, BEERT S | L, BSEHT 85T 1
(o BAE, 1B 9pg TG A 5Spugm? (KREE) T#FY
23 [L, #WELARNWD L, L, HmLRNI L,
1 H9pg THEEHIZZ U1 A Spgm® (KEREE) T#
— R 3 LA EOMBENE | 5P/ L—R3 MLMW
GRRBL LT A . T | FHEERRBL LT85 E
[H11E F£ TIC 8 HIHLLLZE [1X11E £ Tl SHFaﬁuJ:é%L
LG a3k 52 ik | 2G5 54hik45 2
THZ L, &,
4 Behazfikd 52 &,




Z DA D 3 TU—RIUFIZRHET|ZL—RILFILRDET
BIE Behzdiio L, &Y [E5ahEToZ L, &G
BT AEAIE. 1 H9pg MBI 5541, 1 H
NHEBAL, BIEASEE |5 ugm® (RERmERE) » 55
ROONRPSTHRIT (AL, BWEANEERD L
I, 8 HHELARIZ 1 A 28 pg|h o B4icix, 8 |
IR TE 5, HLABEIZ 1 H 15 pg/m? (IR
Kif) THETE 5,

4 ehrpibysz L,

* /'L — RIZ NCI-CTCAE ([Z# U 5,

(3) L DHEMENEIES & DHFFIZ DV T A -0 M Ok
TEST LTV R0,

4) AR OFHWIFEICHWT, T EOER] ONR % M5T
THZ L, Flo. AROEGIZHTZ-oTFA > TA T o
N — (02pm) ZAEA L. ik 4 U0 E AT RE 7 ik
AN AN TR e S B B

[FAEDEFE]
1. EERE (ROBHICGEECERET S L)

(D) &MY 3 E MR OISEME AR R A 2 H T 5
BE KOTADN A, EREFNEE O PR RIER LA
T 5 BRE T OPEREDO H 5 BE [MRFRES O
RBREALT B I HObNEBENEH B, ([HEERE
AHEE . [EXZEWEM] OESR)]

(2) BEYYE % A 0F LT 2 B8 UEBERIHNC X 0 YE 23
b 28N H 5, ((EELREARNER], [EXZRHEH
EF ) DOIEHIR)]

2. BEEGERKEE

(D) MRFHEG L L TRBRIENSH HDDNDLZ LD 5.
R BEVED R B, BT 2541, FuEEEO&
HEBETLHZ &, (MEERS ), THERREWEH] 0
)

(2) PR PR & U ORSERIE, BlEEENH b
ZENHDZOT, ARG T OBREICITHBEOMEIRLE
fElRE L O MO BEIC R IR VWL S EET L Z
k.

(3) Infusion reaction Z & eV A b A HHIEGERENH S
bbb Z ENH Y| MEMHEE & U CITFRERE LA B
MAENEEBRENH LoD Z LR 50T, AR 55
TART R OAF B 5L E I MR E S 2170 B
ORREE BT b2 b, (TERAREWER] 0ES
i)

(4) GF RIS D . B, FEBWE AT Bk iE
OEFIHE D H 5D 2 &ENH D DT, ABIBG-B4E
B R OAAF G- 1p 3 E S IR 2170 BRE IR
xtoicligdsz &, (MEEES ) ERRIEH]
DIESR)

(5) BIVEH DIEBR Z M0 % 72 0 IR B 86 o 3 LR
MEIEEROEIB DS 50%HE ST A i o> [ R 2FER S
23 15,000/uL L EDEEICIE, TX A X X DR
WEAT ST, REIEREGTHZENEE LY,

3. HHE{EA

PEAEER BHRCEETDHZ L)

A H RARER - HEE Tk BT - fERRIA
ROy F o (B LT-AET 2 F U OFEURIC [ AFIO B U LBk
T EE | S IRRNIH LI BA [EEERIC XY RS
Uy Fr iR EEARLEEIT . THBENRD D,
4. Bl{ER

FE IR MED B latEAE Y Lo MR A xR E L

7= EINES T/ FEEG R ARBR (20130265 38BR) (<&M L= AA

ANBEDOS B, KR O®E %5157 18 5LL Lo EFE 26 #

H126 5] (100.0%) ([CERRRAMEIEE 25 0RIERBSRO 5
. ERBIERIL A bAoA U RUHEERE 12 61 (46.2%) |
FEL 12 ] (46.2%) , AFHERIED 10 1] (38.5%) KON/ MK
T 9 5l (34.6%) Tholz, iz, FRERIZTARF O S
2T 18 R D BEITIB N TIL 9 Bl 8 5l (88.9%)
R R R B 2 S RIER NS b v, ERBIERIL,
JBESR L5 6 151 (66.7%) . FEN6 Bl (66.7%) . A A
HHEERE 5 1 (55.6%) KOG 4 51 (44.4%) Tho
7= (KGREF)
1875 UL EOFBRSUTEEED 7 4 FF N7 4 7 Yt iR etk
B ARt ME Y o Bl A kg & USSR T #H b
o FRER R ERER (00103311 3BR) IZBWTARI O 5-%4 5%
7= 267 Bl 214 41 (80.1%) (T BRI A 5 A& TeRIE
FANGRO LIz, FAREWERIX, 220 104 41 (39.0%) . &
RERIED 39 ] (14.6%) . A BB A hHERERE 36 B
(13.5%) . FEENAEAF R ERIBE 29 1 (10.9%) . EEYR 27 Bl
(10.1%) . AR L5 27 61 (10.1%) KON/ MRS 27 4
(10.1%) THotz, KK
18 3L, F ORI XITEREYED 7 ¢ FF N7 ¢ T Yt fRp ik
B AUfEMESME D oS IS 2 xS & U2 iEsh R TT ARG R
ABR (20120216 RER) 1BV TARIOE G- %52 1) 7= 45
4L B (91.1%) ICERRMRAME T 2 5 LRIER RO &
Nz, EABWERIE, 38421 B (46.7%) . JEE L BRIE
DAE 11 5] (24.4%) . Eif 6 51 (13.3%) . B8 5 61 (11.1%)
ROWFEE# LS 56 (11.1%) Thoiz, (KFEI)
18 FATH ORI RO B Mgttty o MEH M
JRAERTGE L Lo Es R VI AREEEREER (MT103-205 #R05%)
IZBWTARKI OG- %32 1F 72 93 474 80 1] (86.0%) (ZH&EEE
MM RE 2 a8 eRIERAARS bz, EREERIX, 3
261 ] (65.6%). & 18 ] (19.4%). A M A
SEBERE 15 1 (16.1%) . FFEER L&A 1561 (16.1%) . (/MK
W 15 61 (16.1%) . B ek 14 61 (15.1%) 4 R
L 14 (15.1%) R OEES 11 61 (11.8%) TH o7z, KR
FF)
(1) EXGEIERA
1) PRRREE) H R
RotiR R . RME , JREREAE, SRELIRRE. KRHIESE
DR FZAIELR (293%) NHLDLNDZERHD
DT, BEOREL HICBEL, BERRDLN
TS EIid, &EHak, i, BES O 2R ALE
ETH L, (MEERE ), EERERNER] O
HZ )
2) RRYLIE
YA b AT T ANVAREG: (1.1%) ., ik (1.1%) .
BUMAE (0.9%) FORYIE (14.1%) BdHHbid
ZEMBHBHDOT, BEOIREL HITHEE L, B
DRRD LT HEITIL, FERIE, R, BEED
WO REZITH Z &, (MEEEE ) OESBM)
3) A R HA IR
YA MA UHHERERE (182%) BNdH LD T
ENRBHY ., REMEMEEE LT, BB, BJE, TR,
RHE, By, FFBER BA . BRI A PR 25 3
HobhbdZ ENH D, F£7~. infusion reaction
(63.6%) T F 74 T7Fv—ravr (02%) M
bobidZ bbb, BEORELHoICBIEEL,
BRSO BB AT, BE Pk, i, R
EORBMYPRNEEITH 2 L, (THEERIEAREE]
DB
4) RIS R AR
JES AR EEBERE (2.3%) BB LD Z ERNHDHD
T, M AR R OV RER T 21T O S, B



HOREZ BT L L, RENBED LI
e\l G2 ik U i) 2 v (B s aiing
i PRI MUE TSR AN O Fe G- BHTE) 21795 & & b,
FEREIE T 5 E THREOREL T0I2BIRT 5
zL,

5) i

BRI (15.5%) /M (12.7%) . & ifn

(12.3%) . FEEMELFHPERBAME (12.3%) E03H 5
bNBZERNHDLOT, BEDREE HoICBIZ L,
B RO LA, BE ik, Ik, R
SO EEITO Z &, (MEE®KE ), THEER
HARNEE ] OEBMR)

6) WS

R (1.6%) BdHLONDZENHDLOT, BED
RiEZ+oIcBE L, BR, g7 I 7 —8Eo L
FEDORENRD LN iE, &5k, ik,
BEREOHYRLEEZITI Z L,

(2) ZntoEIER

—# - 2HEESL
FUREEMOIK
&

IR, M, R, K

S

fggs, C —BOSHEE AN, &
ITHEE MO JAE, W T —T
SRR B BSOS, AR,
A VTN PRRERE, R

VRIE, WS, TREEE T, R
Pk CmEL S GE

RAERRE, BRI, &
PSS RIS B

BE. hEELU
WNE & BHE

e, P WEE T

Z Dt

M7 AH)RAT 72
—EHIN

i LRI AR SRR SR HE 0

K72 RIVE R K OV O o EILE F 0058 BUBEE 13 B 38 ST G MR O B MlfaE 2tk
U MR MR & kG & L7 MR FRER (00103311, 20120216, MT103-205 7%

). W

IZENERRER (20130265 588R) OfEROEFCTL D,

5. mBEADEE
— I EIRE TIAEFSEDNEK T L T a0 T, BEOR
RBEHDICBE LR bEEICREETHZ L,

6. Hiwm. ER. BRILBE~OBRS
(1) AFN O O HAZBE 2 R AMEITMESL L TH 720

DT, IR XITIEYR LT D ATREME D & 2 Aoz, J5
HIE LTHEEG LN & R0 as B TRET 25612,

7 R e v L TR DA B 2 RS &OHIN S B A
HATHOHLY DIHFEET D b, E- ERET D AREMED & 5 bR,
ae R B o1 B OB 546 T #5772 1
WRB&E UG o< FElLET . TR |LFRREEN YEVEEST D L, [ARHE AT AT A R R R
RIS SO 7 IZEME S TVR, R OEEIRF OBEFRIZ L 0 IRIED
REREE TIE T BT AT 15 B SR o ”
ar S i U L SEREON BT B TR 8 5, ]
B (2) AT O 5AT BT 2 L EVEITHESL L TORVO T,
RHB £ VRER En ) oA, D> |G, mRmiE. R S I -
3 BE, BT AT o |, g‘: e BB ST A58 I3 esPIESED 2 s, [R
. LR, (&~ 7% [, @ RU 27U E Y RivE, o | [y 41T AR N ]
Sy L, ESN, | R, B, fJ@E Fﬂ‘ﬁrqjj@*%ﬁmrﬂf%ém € b Igias
Bl s A, ASy |7 = U F R HHFIZBAITT A ENMBLINLTWA, ]
T MBS0k
EREE = o= | BEREET. e BEND IR AR VT R O AR RIS b3 2 2 MR 1T NL L Tuie
. SEREREGERE, B [ R BR A 720, ]
%, CSFAHETR. C 8 BEEE
SF VULV BRHRE, CSFE .
5;*;?12?‘ i B . AR IORR Wfes, FEMR 18 RO BFIZIB VT, 1 H 30 pgm? (B
REE Hﬁﬂé;%"ﬁ‘ EER L. R kfﬁf%/?ﬁﬁfﬁ%%ﬁi%\)) AERE L1 de\:éﬁﬁ%i@é’ﬁ)
@ﬁﬁg@gﬁ%ma T A N A B ERE K OB BR R E e it & £ © BgE
A JEHE, HEE N ° N
5L URBNE N WL ARBFI LT & DWED D D,
LRBE R IR, RN, 2T QL LTI AR L, BE DR S T EIER L.
FEIE, LBy, DB, O L 82T S ia/#\avbii@@]fi@%%/é 5oL
BIE. 55 MAELTR, U AL SIS BafrD - <o
QTIEE 9. ERLDZXE
mEEE WAL, I IETY, il (1) ﬁéﬁﬁ%ﬂ@ﬂ%‘?@?jﬁ%
IR, WA & R, . BULL |k, Lo < 0. IRR. e ) = R "
VHtRRE WA, BOFUR, WG, JAR 1) VEFHAK 3 mL ZARFI DA TV ONEEZ IR > TR
ﬁgmﬂﬁ%ﬁww} HIIZEA L, RO TICNAEWERRICHEIE L, &
EREE T GTE. . AP Wk, R, k. ALY T 52 (ML OKRE 3.1 mL, REEE
K, R AL KR, O, DR 12,5 ug/mL)
R, B, thif, 0oL o 2. R .
SO, DREPIHRL, R 2) R AR & AR OEMIZ AR & iR
EEEE = TirEE ;;ﬁ?ﬁw TEALIR AR DS N > 7O T = — 7 W5
T e | D 20EBSHLDOTHD,
12 3) AR 2B U T2 TR DR e O i v D 286,
RESEURTHE RIE. % 5P B, R, SRR . iyt ol
. ’ e ;\%f;%gﬂgg‘ i;y,w;_;;; MW EBRER 2T 5 2 & AR ORI A~
ﬁﬁ%giﬁﬁ”;ﬁ; RHBDWRTH D, RENIOEHEIE - TV D XTIk
e LT EAIEEA LD L,
f;ﬁ;géﬁnﬁﬁ Eﬂ% . P EﬁgTﬁﬁﬁgiﬁvjf E*‘rﬁ 4) KFNZ 7 Z ey Q-=F~F L) (DEHP) & #:
il = Y T Hik, & v rle . L N
FE . IR, EBMES T, ﬁﬁﬁﬂé & *i?‘ ffﬂzﬁkﬁﬂé EIHb‘IﬁEﬁ‘ 3?) ) fC&)\ DEHP
S e m— EEATLmWE Ny 7 WEAN T ONE y b K
HB&URARES e UMIET = —7 DI 52 &, EF2, 427
PEEE, IREYIL, 70— AT g E—TEE T e 7 ) =R
SR, SR AR TR SRS EREAED b DE NS =k,
KR, RIEES TR ) BN AR A 2R e LT 270 mL &7
FUREEES 5 )~ = il
ERRBE VLR HRGB%. TEaein. . éJ:ijﬁégr?° e ;.
= Bt ) 5) DR/ IR EALIR 5.5 mL & MRS

MA ERPVASLTZ 720 KO BRI T 2, TR



LEACH DR AR T E YN RS D L, ggggg 111 mLL
D& 1K 2EBEIC]) TAREEMR LI ATV 24 WR | 10 mL/FER 06.0.69 0.8énmL
OB R H Uik v 72 IRE IS £, 0.5-0.59 0.72mL
IR DVASLTZ 720 KD BRI 9 D, RAE 7RI (1’;‘:(11‘5‘2 ‘252911‘(‘1’5
IEONCREET 2 2 L, 1.4-1.49 3.9mL
F1 IFBEORBEOHIT KE 4 kg LEDEE) 13-139 3.7 mL
AEFARIRIR 270 mL 1.2-1.29 3.4 mL
TR B 5.5 mL lilil()lgg gé m1L~
A8 | SmLMER oo Y
JH = 5 NG SN AR N 0.8-0.89 2'3 -
24 ¢ 10 mL/FEfE] 0.83 mL 07079 S
r 48 R[] 5 mL/H# 1.7 mL 0.6:0.60 7 mL
He 72 FTH] 3.3 mL/F 1 2.5mL 0.50.59 e
96 [ 2.5 mL/WF[H] 33mL 0.4-0.49 12mL
24 Wi 10 mL /i fd] 2.6mL 1.5-1.59 63mL
B s 48 W 5 mL/F5H 52mL 1.4-1.49 59mL
He 72 W5 T 3.3 mL/IFTE] 8 mL . 13-139 5.5 mL
96 5T 2.5 mL/IH 10.7 mL L H 15 pg/m }f}fg i; :IE
e — 1-1.09 42mL
£2 IRBROBEOHT (FE 45 ke RBOBE) T2 | 33 mURER 5o o TEmr
LR RIRIK 270 mL 0.8-0.89 34mL
iR e EA IR 5.5mL 0.7-0.79 3mL
0.6-0.69 26mL
JH & e REH A | (RRIEFR (n?) | AR IEREA S 0.5-0.59 2.2 mL
1.5-1.59 0.7 mL 0.4-0.49 18mL
1.4-1.49 0.66 mL 1.5-1.59 8.4 mL
13-1.39 0.61 mL 1.4-1.49 7.9 mL
1.2-1.29 0.56 mL 1.3-1.39 73mL
L1-1.19 0.52 mL i?ﬁg gg m]E
1-1.09 0.47 mL -1 2m
24 IREH] 10 mL/HEfH] _

m 0.9-0.99 0.43 mL o6 Bl | 2.5 mL/ms 1-1.09 57mL
0.8-0.89 0.38 mL 0.9-0.99 51mL
0.7-0.79 033 mL 0.8-0.89 4.6mL
0.6-0.69 0.29 mL 0.7-0.79 4mL
0.5-0.59 0.24 mL 0.6-0.69 34mL
0.4-0.49 02mL 0.5-0.59 2.9mL
15-1.59 T4mL 0.4-0.49 23mL
1.4-1.49 13mL
1.3-1.39 1.2mL 8) AKI & I HKTCHEM%., 3 <IZHEHLARVWES
L Limt E. W E SR Q~8°C, ) L. S

1.0 4 RN b BHIRET DA 24 R A 2 R0
48 I 5 mL/§R 1-1.09 0.94 mL
: ' 0.9-0.99 0.85 mL L,
Pl Lo 9) Wi\ > 7 CHRE, FiR TSR b E 0T
0.60.69 0.57 mL 4 AREB AN &, TCICEERG LW EES
0.5-0.59 048 mL X, IR EWEAEE 2~8°C, ) T2 &, &
1A S g B Lo RIS DAL 10 AMZB2 20T &,
14-1.49 2 mL (2) AP H RO EE
i;i;g ig mi 1) AFNTHFARNE G ICOMERT 22 &,
11119 oL 2) RS GEDFIR L 722725, WS v 75 R
R/ - = N +/ —__ = —
720 | 3.3 mL/ES 015160999 }gmL BEKTHRICRE S A VRoRI T —T V2T 5
3 mlL y¥a RN &,
0.8-0.89 L1mL N L e
0.7-0.79 1nr1r£ 3) WK ANy I ERERE, BEO 7 4 VX —
0.6-0.69 0.86 mL (0.2 um) ZHHGE LR AR 72 HWT, #& 1,
o o % 2 ISR IE AR FE BRI HET 5, T
15-1.59 2.8 mL LEEBIE DB TR T 2 —T % T4 0795
1.4-1.49 2.6 mL ZE (EHBRBIETIE T IAIV T LRI L),
EEED il 1 S AF N R A T T AR N BEICIE, A
11-1.19 2.0mL FIFHDOL— A o inbET 52 L,
96 B¥fHl | 2.5 mL/RER 01;6039 }3 Ei 10. %Qﬂi’.a)fiﬁ
0.80.89 LS mL FERERBRIZ W T, RANZH T D HURDFEERRE ST
0.7-0.79 13mL W5,
0.6-0.69 12mL
0.5-0.59 0.97 mL
0.40.49 0.78 mL [ 9 B &)
15-1.59 21mL 1. MEPRE (BXAN)
e ® Rx s
VRIS pgne | 24R | 10 mUish) [ 12129 kD FRESUIIHAED B MIMEQPE ) v stk BB ic 7 U
1.1-1.19 1.6mL YEYTZ7 1 H9ug %7 HM, Z0O% 1 B 28pug & 21 HHFH
1-1.09 1.4mL MIEEEL, 14 BEIREE QA 2 vA) Liztk, 24270
0.9-0.99 13mL




HUAREIZ 1 H 28 pg % 28 A FFEREAREE L7z & 59 o

BER7 Y FYEY T OREREH#EERZR 112, EYEE 7

A—FERIITRT, Y

H4) AAIOARAE - AT, 45kg L EOBEICIZ1I A 9ug % 7H
M. Z0% 1 B 28 pg % 21 AP ARETET 5, 45kg Ko
BEITIE T H Spgm?® (FREE) 27 BH, 0% 1 H 15 ng/m?

(REmRE) % 21 A MRS SET 5,
(pgmL) 1H9pg 1H28 ug 1H28 pug

i 10000 T I

B, EREERESAERE E R ¢ 143 I, PEERISRERERE 47
) BT Y F YT R AR L & &0 CL OFY
EoZEE, FEEBRERE RS & EF BMEERE L oM T2
KT o7, CLOMEEHEEENIREZ (CV% : IKE
93.5%) . HREE K NP R RE R BRAEI E B 12 BT D CL VX IE 7 B
EBE ORPANTH -7, ?
TES) AFIOEGRML: - & 12872 5 s - AR R SN BRRBRO
F—x2b&Et, ([Hik- HE&] oERR)

B3F

|

A
_l{ 1000

II ]
7
b} 1.
F 100
v
T o
5
b 1+ -
3 0 7 14 21 28 0 7 14 21 28

B (H)
1 BA (18mell) OBFREXIZEEIED BMALSE) >/ B ILRE
FTIVFYETI2EAERABICTHBRABREL L 20mEFTY
FYERTRERS (THELRERS)

£ 3 HA (18mRE) OBRXIFEHAEO B @RS o/ MamKER
FHTITVFYETI2EEARICTRHBABIREL - & TOXMERE
RS A—8 (FHELRERS)

#E52 (Y1) n Cs"! tin CL Vv,

(pg/mL) (h) (L/h) (9)

1H9ug 1 23 [ 191908 — 244+1.19 -
1 H28pg 1 25 | 948+488 [2.38+1.367]1.62+0.925[6.02 +6.097

2 21 [1,150 =575 - 134+0915 -

*1 o EERARIBICB T D MG RIRE (B 5BiAH D 24 RERLARE XU e DY 5 1
DL ORI AN U 72 % O il PRSI S & ) | %2 i n=24, — : HHH
e

(2) /RN (18 mfATH)

B UTHEAMED B MRtk Y M AMBREIC T Y )

YEYT 1A Spug/m?(KKER) % 7 AW, Z0% 1 A 15 pg/m?
(RFKmFE) % 21 AMFHEREAE L, 14 BREIRIE (1 9o
JNVE) LTet#k. 2 %A 7 VBB 1 A 15 pg/m?® ((RZE )

% 28 AR RMEE L2 L &Y omEh 7 ) Fye~T

DYLERERHERS A B 212 IKWBIIE X T A —F R4,

]

(pg/mL) 1 H'5 pg/m? 1015 pg/m? 1815 pg/m?
10000
‘"% [ I [ ]
41 1000
7 o
) i
+ 100
v
T o
J
b3 14 . \
4 0 7 14 21 28 0 7 14 21 28
FhHEER (H) 9

2 MR (18R OBRBXITEHAMD B MY o/ ttB MRS
FHIZTUYFVET T 2hEERGEERAERICTHEAEIELEED
IEHIYFYETTRENDS (TYHEHRERE)

£ 4 PR (ISERE) OEREXITEHAMOBMEEKLESEY o/ B MRS
HIZTVFYET T2 EERBEASCTHEAFEIILELZ0
EMRE/S A—4 (FHEHRERE)

Bh5& |47 n Cs™! tin CL V.
(pg/mL) (h) (L/h/m?) (L/m?)
1H 1 7 | 113+£65.0 - 229+ 1.02 —
5 pg/m?
1H 1 7 361137 [ 1.92+1.12"2] 2.02+1.02 [5.05+3.35"
15 pg/m? 2 6 | 427+66.0 - 149+0.218 —

1 EFRIBIC T D Mg PRE (B G-BAkR b 24 B LIRSS e DAY 5 £5
LA oRER 2 RIE L 72 R O ME RIS E R . *2 0 n=5, — : Hil
¥

2. BEREREEEE (BRARUSMEAN)
FRA K OV D BRFESUTHIAYED B Ml MERME Y > SR 1 i 1
FAITRADIER D F U o EEE (EFERERE « 531

[E& K Rk #&]

ERNERRHER

[EIPN 5 To/IT AR (20130265 #5kR) 3

B SUTEAMEE S o B farEErE Y o [ s R 35 61

(GBI A 8=k 1461 (RA A8 mELiE) 7 541 /I (18 7%

R EO 9B H A= R A (U8 RELLE) 7 21 )

12, AFNEFEE LEY, B A= MZBWT, KOO 2 5o

27 VEINIZ CR X% CRh*E10 2878 5 iz B OFEIA 1T 38.1%

(8/21 51 (CR 5%, CRh*3#il). 95%(SHXIH : 18.1%~61.6%)

Thot, Fiz. B Ib i — FO/INEOBFICINT, EfgE

D A5 S BRE DOEIAIL 55.6% (59 B, 95%IEHEIXM : 21.2%

~86.3%) ThH-o7z,

HE6) LLFOWTNNIHST HEE :

[2IN
RIGHIE B SUTERAME & I S v, PIEIEAENR S 12 77 A
AR D BE
- WIERER R L S B ST &I S R
- (AR M AR R A FER#% 12 7 H LAPNIC B8 SRR TE &l &
ni-B#
N’
- 2[RI LB TH DB
- (AR IS g A A R A SR A2 B R L 7o i
- fOIRERICEEANE &l S o B
o WIEIFREEFE 3 7R TBIRTR S & AT D A YE Y B AR AL
HCEMIE Lo T B
o WIEITEMRICE Lo T B - o0 7R IRIRIRIE 2 AR UETD
R A PR TR L 2R o T B

T 74 T7TNT 4 T REREEDOBRE,

HE8) 74 TTNT 4 T YREROAF L B,

1£9) 28 HEOFHGAEEL 14 B OKRIEZ 1470 L L, O18 5%
LA EDOBE UIO18 A O BEIIKT L, 1A 7 VHDOERMID 7
HREX 1 HO9 pg X13@5 pg/m? (IR imfE) . LAIZO28 pg X1E®@
15 pg/m? (IRERHEAE) ZResrlkiNies L. ks 1 7 v E TG
L7,

T 10) B HEZEERR DY 5%LLTF 23D ARG BR i P A MBI STR Biie
VREE T, MO RIEIZOVWT, AR o /i3 100,000/uL 87>
OIF R ERHEER 1,000/ul 48 (CR)  SUEARMY o> 1/ IMRER 50,000/uL
A OHF P ERHEx SR S00/uL B (CRh*) DA,

TE11) B BEEREDS S%LL T A D ARASIEER tf. (< F R 253800 &AL 72
VVIREE T, W ooEE  CRRY Lo f/ MR OV iR ER# 50 1R
ey,

AT

HEAMEIIARRER (001033113&8R) +9
A (18#LL L) OFRSUIEIANETY 07 4 FF N7 ¢ T Y0
IREEVEBRIIE2WE U Sk T BB 40501 (R YL SR vARE
134051, AFIRE : 27161) 12k LT, HEAELAERRIESD LARHKEW
TR LTz, TFEIMEEE Ch 5 2AFWIM O S (hig
(95%(E X)) (X, ML PHRIERET400 H (29~537
H). ABBET1INH (5.6~9.6H) THY ., FEAE(LFPRIEREC
K LUTARBECTHBERIER 2R L (N — FH0.71 (95%(E 48
X[ :0.55~0.93). P=0.012 (J@Rla 7'J 7 iE)),



1
1.0 T FVET TR
————— N
0.8
£ 06
7
F04
0.2
0
0o 3 6 9 12 15 18 21 24 27
t HE
At l'iSk ;Q ,Ui [”] <H )
TUFvErFiE 271 176 124 79 45 27 9 4 0 0
R ERERE 134 71 41 27 17 7 4 1 0 0

3 2EEHMOKaplan-Meierghdy (s EERFAER)

H12) UTFOWFInICYS T 584
B B AL SO TR R IR R &l S - B
wlal PRI 12 7 HUNIZHR L, RIBETh o o BE
2L EFRE L, RIGFE Cho T BE
R e AR R R A S M 12 (P LT R
H13) FTROLIADI BT iiifT Lz : FLAG (ZA¥ T8
v VETEY (Ara-C) KOMERIER = v =—RIB4IAf- (G-CSF)
RENOPEAEE) ZETLERE, KE Ara-C L %Z ST LB
BOKEA N MR — MREEZSTEFRIE, /nT7y JEVHE
MPEH 37 07 7 T e sk ETLRE
T 14) BRSPS K O O RE I 28 A OFHesiifE S 14 A
DRIEE 14 7V & U, HERPRIEINIT 28 A R O Refe s i §E
L 56 AMOIRIEEA | Fo 27L& Uiz, BERREAFRELO 194 2
NHDENO T ARIL 1 A 9pg, LAFEIT 28 ng & Rkt ik 5-
L., RS APREL & LT 244 70, HIFEOFRES & L THRK 3
PA 7, HEFRRER & LCIReR 12 W A E TS Lz,

RSN ESUIFERAER  (MT103-205388R) &7
/N (I8HERI) O3 UTHEEATESS oBMIArEEMEY v
[ 75 R BT O3Bl C A & 5 LTz, I/ S— b TAH & &5
B SN AMNCE T B BAIO2Y A Z VENICELREEO 8155
N7 HBEDEEI1T31.8% (14/44%51, 95%IETEX L] : 18.6%~
47.6%) TH-oT,
TE1S) IFOWT RN T 2 8%
- 2WHUBEOEMER THHRE
- RIS i M R R S 1% | TR L 7 R
- MOMRFRICHEAE &Rl S 7 B
o PIEEREE AR LI b 5 R E R AT 5
U P R AR AL PR CEARIZE Lo o [T
o WNBIERRITEE LRDs - 12 B« 43R IR & A5 5 ke
EARE MMUFFE TR IE L e h o T B
HE16) B REZEERER DN 5% AT 72> D RS EBR (P L B AR R 6 e\
ARHEC. HEM OB CRAY IO ML/ MRS R O hEREE0) 1ERH
AN

WESNE 1 AHERER (20120216 #ER) &2
RN (18 FELA L) OFFESUIHIEHEY 07 4 FTF N7 4 TYeta
TRESME B AP SME Y oSV MRS R 45 BRI &2 3 5 L=
9 BHND 2 B A 7 VEANIZ CR X% CRh*E19 23458 5 7= B 0
FA 1T 35.6% (16/45 5] (CR 14 f5l, CRh* 2 ), 95% FHEIX[H :
21.9%~51.2%) ThH -7,
H17) BLFOWTFRNCES T 585
- 2 HRBIEOTF 1L S —BREA 1AL X D IR
ICFRFEUTHEGYE & HI S B
82 T o R F—CREANCBEMR R, DO, A
F =T R VBRI AR 72 O S TR & Il S s B

[ % R E]

. {ERRE

TV FYE=TIL, CD3KLUCDINIKT 2D~ AE /) /7 1
—FAHURD A A, U o — &N LTS SE - Em
Wz 2Ry THD, 7V YE~T71E, THIROHINE LIZ%
95 CD3 & BHUAaMERES; O MR 2R 5 CDINTHEA L.
LGS 5 2 LT X 0 TR TGP L. CDI9BMED IEEMIE & 15
EFHEBZIOLND,

IR

(1) in vitro 37BR

TV FYELTIE, b NREMEEE (PBMC) OfFETFIZEBW
T, b I BAMRMAEY > 3% B i g5 Bk NALM-6, KOPN-8,
SEM AR 2%t U CHGRIMEIER 277 L7z, 11D

(2) in vivo FRBR

7V FYE~TIE, NALM-6 & O SEM filatks & ~ PBMC & &
B IR U 7o FENE TS PR P/ 5 4 A T s R4
(NOD/SCID) ~ 7 AIZEBWT, JEEHEMEIER 2R Lz, %
7. 7 U FYE~TIL, NALM-6 fifldkkz & + PBMC & & HiZ
FRHRINASHE L 7= NOD/SCID ~ 7 A 2R W T, AFHMoOER %
i_\‘ L/flo 12, 13)

—B4E
X H:

[B%hE 5 BT 5B ER)
TV FYEYT (B Z)
Blinatumomab (Genetical Recombination)
TV F Y~ TiE, BE AR ARKEPUER (scFv—scFv)
Tho,1-111 FHIFZ~ T AL ~ CDI9E /7 a—F /L
RO L #8002 fERE, 127—250 F HiZ~ 7 AHLk + CDI19 &
J 7 a—FHURO H o w2k, 256—374 FHHIZ~ U
ZHiE k CD3 E/ 7 o —F VHRO H O Al A 5EIR, 393 —
498 FHH T~ AHik k CD3 £/ 7 n—F kD L #D
AR 725, U FYESTIE, 504 HOT I s
ENBIRDBENRIETHD, (TFE £ 54,000)

(8 %]

E—U YA FRFERER 35ug : 1 31 7L (iR ZeE{kik 10 mL

1 34 7 VERED

1.

[(EZEXHER U XHRG#ERE]
FEXH
1) tENEE
2)  tENEEL

AARNEE BT 23Ky T

SR E B ISR T D aR M EhRE

3)  HRNERE 1 20130265 W A A AL Ib/11 FH R

4)  FERNEEL 00103311 3B HESMEF T FERAER

5) Kantarjian H, et al. : N Engl J Med. 376, 836, 2017.

6) FEPNEE 1 MT103-205 3Bk MESMES VI FERAER

7)  von Stackelberg A, et al. : J Clin Oncol. 34,4381,2016.

8) ANl : 20120216 Bk WAL 1 AHFRBR

9) Martinelli G, et al. : J Clin Oncol. 35, 1795, 2017.

10) Dreier T, et al. : Int J Cancer. 100, 690, 2002.

11) F:PEEEE: 103-PCD-0076 3R0% 1 MLjps F KRk & 7z in
vitro TORF}

FENEEL : 103-PCD-0099 35k IEE A E T L % F v
ToREt

Dreier T, et al. : J Immunol. 170, 4397, 2003.

12)

13)



2. XKL - HRERSEAVEbEL
FELHICFEHOAENEEHCSE E L TH TRICTHR TS,
TATTA T ATz« N FT 77—~ EE 2F o004
VI FA—varkrH—

T100-0005 HEATAREXILONT THTHE 125
0120-790-549

T AT T AMEMRAS AF AT A= a B A —
T103-8411 BRHEHRX AAFEAT 2 THSH 1 5

BX§ 0120-189-371

BUSEHRSS (A 575
TATZAT LTI I F 77— EH PAT SANERASH
RABFRERAON TH7E12S RREBRRXEAMEAN2 T H5% 15

AABP-EVO-A0.0 RPA31800Z01



1.8 USAIsCE (R
TV FVEST 10

1.8.2 ZEE - R, AL - BERUZDORERR
1.8.2.1 »hEe - IR ()
P T EEHRPED B Al RE U o S A s

1.8.22 %hge - MR (F) DHRTERERL

TV FY YT OB - 2RIT. B UTEREMED B MY v M EmE  (R/R B-ALL)

gl LR EGEIC K SEFHME L-, Zh b oRBadbEIcks VT, 7V Y E~T I

R/R B-ALL BHIZB W CTHERMICEZO H D HUEEN R 2~ LT,

o WMADT 4 TTNT 4 T YRR (Ph—) R/RB-ALL B A x5 & Lo FERMWANE 11 AH
FBRERBR Cd 5 00103311 ;B O A ZIMERFHI OFER, 7V TV~ 703, BUEEEREKLE LT
WHNTWVDAILFRIEL A LD BN TND Z &2 RTHRERNBEDIL,

- FERHMEHEE TH 524 FHM (0S) of L, EEERIERET40 A, TS
TEYTHETTIIATHY , EALPRERE R L TV Y B~ T CHEICERE LT
(N — R 0.71 [95%CI : 0.55~0.93] | P=0.012 [E@HIn /77 iE] )

- ERRIKGGHEEE Th D FEBLAH% 12 HUN O MR FRIEMRSE GERTIM,/ & IERE D
7R EI1E % £ S SRR/ TS MARRE O BIE S AR+ 252 25 fA# [CR/CRh*/CRi] ) 1%,
FEAEAL “2PRIERE T 24.6% (95% CI @ 17.6%~32.8%) . 7 U FYE~TRET43.9% (95%CI :
37.9%~50.0%) Th O, [EHELFFER LR L CT VY E T HETENL TV, £
7o AU MEFWIM (BFS) 2B W TH, RRRICT Y FYEYTHETENA TV,

e % A®DPh—R/RB-ALL #FH 25t & L7cilgdh e AR TH 25 MT103-211 s8R ICIH N T H |
00103311 &R D7V TV E~ TR & FROFE R G S 72 (CR/ICRh*FE 1 42.9% [95%CI :
35.7%~50.2%] . OS OHHAE : 6.1 A [95%CI : 4.2~7.5] ) .

o WADT 4 TTINT 4 TYIREEYE (Ph+) R/RB-ALL B 2 x5 & L72s g T AHRBRTH
% 20120216 FERTIE, & MARLUEOF o v 7 —PIHEK (TKD) NEET, 1BHEEIR
AR TWDERHCE Y A7 OBFEMAPEAAN NN, TV FY e~ TEREORIO
2 YA 7 VLN ® CR/ICRh* 31 35.6% (95%CI : 21.9%~51.2%) . OS OHHfEix 7.1 H A
(95%CI : 5.6~NE) T& Y. 00103311 3B & O MT103-211 R & — B L= ENRBD B
7

o LROBMBOBRIZEY, 74 FT N7 4 THRAKOFEIIEOL T, 7V FYEYTOHR
NEAHT BT,

e  HARADMA Ph—R/RB-ALL & Z x5 & L7z 20130265 REROH Ib #/3— hTiX, 7V F+Y
BV TG ORMD 2 A 7 VLNO CRICRh*#E 80.0% (95% CI : 28.4%~99.5%) TH 1 |
T—H By NATHRER (2016 4- 12 A 19 H) TS5 HIH 1 BlIXAGFIHER I, 46lIXFhEh
9.3, 102, 11.0 %N 13.9 7 A T L7z, 20130265 skBRIZH 1T DHBRELIIRESND L OD,
DI A ARARI G 3 53R & He U TR DR WSR3 R Sz,

o /NE®D RRB-ALL F & xf5 & U7 FERMAE AR Th 25 MT103-205 iR ClE, £2
FHBIER TH DTV FY B TG OROID 2 A 7 VLN O MR FAEMR (CR F) X, 7



1.8 USAIsCE (R
TV FVEST 11

U E~7 5-15 pg/m¥day % 5128 T 38.6% (95%CI : 27.2%~51.0%) THY . 5-
15 pg/m?*/day $:5- TP OS OFRAEIL 7.5 7 A (95%CI : 4.0~11.8) ThH -7z,

e HARNNE® RRB-ALL 8# % %5 & L7- 20130265 sRER D b FH/3— FTlix, 7V FVE~
TEH5ORYID 2 A 7 VLN D CR Z1E 55.6% (95% CI : 21.2%~86.3%) TH Y. MT103-
205 RBRIZB T DfER L HBEADIRWIERD R ENTZ, T—F Wy M4 T7ReA (2016 412 A
19 H) Tl 6 FlOAEFFRHERE S du, 3BNEENEN 0.9, 4.6 XT84 I H THLT LT,

o /NEWEERE TIX. OS OFAGIE R 1% 20130265 R TOBEMM AR LN TWDH Z b HAAN
LIFARANE B TE RN -T2 MIRTFII TR 35\ CIIEANVRER T S A b & [R5
DEIMEEZ BARNCBWNTHHIfFCE 2 Z L 2R T RN SO,

UEXv, 7V FYESZIERRB-ALL IZBWT, ALK OWNIOWTIZBNTSH, T3TO
AR CT—E L7 0S kN EWBaRMR AR LTc, £z, 20130265 #AERSE Ib fH/S— b DR R & st
MEROAHR & 2 el LRGSR, EEhie (PK) | LEVEROAEZMET A ARANBERE & IE B A APER
FHCRMETH D Z LS, ENERRER K OMIMNEARRICB T2 7Y Y E~ 7D PK X
RN NROWTRIZENTH BB RROFFNTH > 72, EWN 20130265 5B CIIH - L4
PED S 7 F TERO HAVT, B hEDORE ST RAER & OO WERP RSN, £, T U T
Y Ev 7 O PKAIIHNEME R ORI EER OB L ZIFIZ< WEEZ b, E- T, % 1.8.2.1 HIZ
R ULTCRhRE « R E LT,

1823 H&E-RAE (¥)

W, 7V FvE~T (Earikz) L LT FoRSE% 28 B REHaibshiE L2k,

14 HREREEST 2, Zhxk 1Ao7 0ve L, RSV A7 VEYIRS, 20k, 7V FYVEST
(EZ T z) & LCULFofh 8% 28 A M AMifE L%, 56 AMKRIET 2, hi

LA 7L, mRR4AFA 7D IRET, pds, BEOREBICE Y EEHET 5,

O KENASkg U LEOBE 1A 27 VED1~THEIZ1 H9pg, FHLIEIZ1 H 28ug &7
%

O HENASkg RIEOBE 1 VA 7 LVED 1I~7 BHIZ 1 H 5pgm® ((EEER) . ThURT
1 B 15 pg/m® (KFEE) 795, 270, KEN45kg UL EOGAEOEGEEZB 2N
E,

1824 R - AE () OFHTEIRN

WAL CILBIE, R/R B-ALL OIEFEICBIT 57V 7Y~ 7 OHELERAE - FAEIX, KE45kg UL E
DOERFIZH L UIEEHE A Z7VHO 1EBIZ 9 pg/day, 1 A ZVHD 2~4 HHIZ
28 pg/day, ZDHDY A 7 /LTid 28 pg/day) | IAH 45 kg Klifi D BF TR L TUIERER (BSA)
EME QYA 27V EO 1EEBIZS pg/m?day, 1 %A 7 /VHD 2~4 H BIZ 15 pg/m?/day, % Dk
DY A 7 )V TIE 1S pg/m¥/day) ZFHGLRTEFIIRN (clV) 53252 & L3 TnWd, ZOEKREDOS
v hATE (45kg) 1E, KEOWIRIAGEHRGERNC, FEICRAZ x5 L LR BRICE T 5 IR B
(F—=Z D ELNI- RGBT A RIREEN 44kg [14]] ) ITHESWTREShTE (FP 22—
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272343 H) , AEHENLEN AN THD Z Eix, MAEFEZXIG L L5 1 HRR
(MT103-211 }T* 20120216 #A8R) W ONCH I AHAREERSR (00103311 R) (ICBWTRSNTE
V. BSA fliiE A EOAINE R LMW TR/ N 2 x5 & U725 1A MT103-205 #5& ©
ERINTND

_mgwﬁﬂﬁ% B HRBRT A 2V, HAAN RRB-ALL & %15 & L7z 20130265 75k
I, B OVNEBEERFIZR LT, 2 EhEEH & (9-28 ng/day) K OYBSA i EH & (5-

15 ug/m?*day) CTTVFVE~T2HKG Li- & E0ret, AL O PK 25 i+ 2 L o7 A
raEani,

ZORER, TV FTVESTOPKITARNEIFARAEERE & THEL TWD Z &S, [H
BRIZ, BARNEFEAARAYERE & CHEEL L 222 R OEIIENRO v, Bat Lz Hik - AR
TIEWT D B AR (ZFBWTh HEHIREEORIUTRD b, AR OVNE R/R B-ALL
ZR DHEE A EIXE NI 9-28 ng/day MO8 5-15 pg/mP/day EIRESNTZ, TRHIZENTN., I
SMZBIT DR AKROVNEIZ T2 1L - HEE —HLTWb, £/2, ZhHOHE - HEIZHONT
=R Hﬁk@&kﬁnm RARERE O ITIZB W THRIED D ST,

. RAKROVNRIZE T 238 ORISR L OEIMEORK R I 0 | (RED 45 kg KD
ﬁa@ﬁﬁgi\Wﬁﬂ4ﬂguh@%6®&5g%ﬁzémﬁfi&w&%z%ht:k#%\
(REDN 45 kg Rl DS E O ML - FHEIZBWT, 172720, KEN 45kg U EDOHEORGEZEB A
Nzl ] kLT

UL bX ., vEshakBro ik - FHEAZEN 20130265 R THET LIz R, 220 oG8 Th-7- 2
EDD . AFRIZEIT D RR B-ALL DIEFEICBW T HIEAANEMN L F—0Hik - AESHESRSNRD
EFEZT,

51T, 20130265 RER CHWE G A YV a—)b (FEEANFEE L T2 A4 70, S HITHIE
DL E LTRR3 A 70, BARHRKS A 7 0) ([nx, &b 28 B ORHSEE L 56 B
WORIEZ 1A 7 E LTIRKATA 7 NVETEMERIFRIEE LTERETHZENTELZEEL
7o MEFFHRIENRRE SHT2 00103311 5BRICEBWNT, 7'V F YT~ 7 OHERIRIEZ 52 T TR D%

TR T AL, TV FVEYTOALL BE ARG L LERBREZE U RO bt 7 e
TrANEHEELTEY, KRR TT U VT~ 7 OMEEREZ 21 TR S - e VD%
BTBO LN 0T, TOZLnb, MEFFRIEHTT Y Y B~ 7 0% 2%0T 2/NREE
m+$%&@ﬁ$k$% IBWTG, AROLZEET a7y A ABRRBOLNL ETFRISND, £

. MERRRIE O G RIMELZ RETT 272010, BREAFAREHERRIED O | MEFRIEZR Lo 2 BTl
&@ﬂ?ék W27 v R~e— Ui &1To72, 72 R~v—7 BE —FROHERHRIEOMMGA L 725
Day 211 & L7z, #ERPRIEZR UREIT, MFRIREIRZZR L, 5 YA 7 /W& TR T b SR A MEFF C
T TV, HERFRIEICBAT L2 o el x5 & Lz, b, #EHDR VD ETHH -0
00103311 #ERIZNN 2 MT103-211 FRBRDOFIR G AT ICZ O T2, T ORE. 2 BER THEGHFIIA BT
RO LIRSt DD, RIEAEGFROA v XX 0.586 (95% CI: 0.199, 1.726) Th o7, -
T, 7V F YT~ 7 ZEBEERIES IR 515 R/R B-ALL B OHfERFRIEIC I 21AFGEINL & L
TMADZLICIEERDD EB 2, MEPRELRETH L LT,

PLEXY | 51823 HITRLICHE - HEARE LT,
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1.8.3 FRALDIERVZDOHRERL
1.8.3.1 FEARALDIEE

T EOVERIR, TR 9 44 H 25 AATHEFEE 606 75 R A8 FEHS R R i %0 T = 38 dn IR S0
DFLHEFUNZ DV, 7] FATERIEER 607 752 A48 K95 Ja B ad i T 5 I 38 dh O ] _E D 1 B RT
ZRIZ DWW T HIHEIL L. AFI D EWN R OMESMEAABRBRE . AR OeFEPET—% > — T (CDS)
EBBITHRE LIz, 7ok, BET L5577 — 2 B LI IERICOW TR, M LoEE Off
ICREH LEEMEZ XD FETH D,

i EodE () PR E DARHL
(5 ROBEITIIHRELRNWI L) ]
AFND LI 5F LI BOE ORBEERE O & 5 3 AFN 7 (S BOE O WEAEED 8 %

BA . AAEEIC X 0 IBBUEN S
BT 5 RN E WD, AHF D
CDS IZEESERE LT,

1. EEHRE KROBZFCIIEECRETDL)
(1) bk > P MR OTRBE PR R 2 A 5 (1) AHFES & AR FRIED

F. KT, EEBIEEO PR RIREEL AT S WCBEMERRD BN TND Z

BEXIZ OB O & 2 BF RTFRIFES ORI EMDRBIE LT,

b B dbobhsBEnrnd s, ( TEEREARNE | (2) AAIES & BBEME &L OEG

Bl . TEXRAREWER] 0EBR) ] JEFE BRSO H T
Q) BYEZAIFL TV DERE [EHIHNIC X 0 YYE s Bl WD EMBRGE LTS,

ToBENN DD, ( THEELREANER) . THEXLE
TEH DHEZH) ]

2. HELREANEER

(1) MEEHIFESE L OERRERH bMWD 2 BH 5, & | (1) AAERGRISKERIEN D

BRIEORBIL, REFRT 25613, bR % LICEFICERERRT 256
ZETHZE, (MEEEE) . TERKZEWEM 0EE DREEFEIED “IRTFPI & L
E)) T. CDS (T 53 & g makd o
(2) MR FES L L UEERE, BRREESSHLbND Z TZWRE LT,
ENRBDHDOT, KRHBGHOBRE I ITABEOERESAR | Q) MRFNHERNLLDhDE
D B DOBMEIC R SR WL Y BEET L L, FNNRHDHZ L, HEE
(3) Infusion reaction Z & Te A b WA VIHEIEGEEREN S S b DIERREE G % £ 5 Bk
LNV, BEPEME L U CHTEESE R BRI LA N BET ABICITEE TS &
BEZSNHObNDZ E083H 50T, KA EBRGRT A 7. BEICHATILENRD
AHNB G TEAICMERESE 21TV, BEORIEL + BHEEZFRE LT,
SCEERT AL, ( TERARBIER] OHEBR) () EPRARRRBRIZ IV TH A
4) fFPEREUD ., MR B, FEEME AT BRI E SR D N A R HEAERE K ONRE R
FHRIHIAH 5D 2 ER3H D DT, AFEGEIMEHT & BEOFBNHME SN TV D
OARHN &5 HIERC IMERE 21TV, BEOREE + 728, CDSICHESXHEL
BT sz, (MEERE) . TERREWER] © 72
TEHE ) 4 EWNAERREBRICI TR
(5) BIER DISEL AT 5 7=, 1GFEAINZ BB o [ fys e B O F BEIIHI O R BN HE S
FEERDEE DY 50%8 I A M O 3 et 2EEkE NTNWATZORE LT,
15,000/uL BA_EDBAITIE, T XY A X A LB EEEIT | 5) ARG D MRS
ST, KAlEHEGTH 2 ENREE L, & YA N A U HHEERE
e OB A SEERE D T BE D

728, CDSICHESXHEL
77
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3.

FAEAEH
OEHEE (PRHICEE T2 2 8)

FALE | BARIER - FE Gk BEFF - fapRIA ¥

RO TF o R LAV 2 F o0 |KEIOB Y LV oSERIEE
T EA JFRICES TERA R WERICL VW BIHET 58
Ty |BLEEAIE. @Y | FnnH B,

RAVEZ1T O,

B AN IE F #PH TV IRBE T
DT 7 F o OF R D24
WIS S TR W= EL
77

BIfEA

R SUTHEERTE D B A U M AR A iR & L
72 EINE Ib/IT FREE R FRER (20130265 38BR) (&ML HA
ANBEDH B, KB OBE %2517 72 18 i L Lo B3 26 4]
H26 1 (100.0%) (ZEERRMRAAE B 2 & e RIEH 23388
AL, ERBWERIZ. VA MU A U HHERERE 12 61
(46.2%) . FEEN12 6 (46.2%) . LFHERREZD 10 1
(38.5%) M OUIL/INRIED 9 B3] (34.6%) Tohoiz, £z,
R CAFN O 5252 1) 72 18 AR O BEIZB W T
9 e 8 5l (88.9%) IZERIRARAAE B 2 & Lo RIEHDFE O
Hiv, ERRMERIZ, R E5 6 5l (66.7%) | FE#EL

6 Bl (66.7%) . VA A R HERERE S B (55.6%) MK
OIS 4 B (44.4%) ThHoT-, (KRR

18 MLl EDOFI UTHEIEMED 7 4 77 ¢ T Yt fkiai:
B ARIGMEGME Y » S R 2 b G & U 72 SR SR DT FH bR
PRI AR RER (00103311 3RER) I8V TAKI OG- %251
72 267 Ith 214 61 (80.1%) CERFEMAE B 2 & TomIfE
HANRFRD LT, EREIERIE. 2 104 6] (39.0%) .
L BRI 39 61 (14.6%) | B A NI A 2 B E R

36 5l (13.5%) . FEEMELFHERPAE 29 1 (10.9%) | BH
i 27 B (10.1%) . AR L5 27 6 (10.1%) MK OMUL/MK
W 27 61 (101%) Thotz,  GKERKF)

18 LI E DR UTHEETED 7 4 TN 7 ¢ T Yetalkbit:
B AMIAMEZMEY S R 2 b G & U 7S 1T AR ER IR
B (20120216 RBR) ICBWTAHR OB 525 1F 7= 45 i
416 (91.1%) IZERRMRAME S 2 3 DRITER RO &
Nime EREBIWEMILZ, FE21 5] (46.7%) . FEEVMELTPER
BUVIE 11651 (24.4%) . &6 61 (13.3%) . HEJE 5 %
(11.1%) KROMHEEFE LA 56 (11.1%) Tholz, (KR
i)

18 7% AT O 36 SUTEEAME D B FaPEZME Y o SHE A 15
ZRtge & UToish e U AEERIR R (MT103-205 348R) (2
BWTAHKI OB E-2 5213 7= 93 4l 80 il (86.0%) |ZE&AK
MR R 2 G RWER RO bz, E2ER L. %
#6164 (65.6%) . &l 1861 (19.4%) . VA S UA Lk
HIEWERE 15 1 (16.1%) . FFEESE B 15 61 (16.1%) | 1fL
A 15 Bl (16.1%) . BHILERKECD 14 61 (15.1%) | 4
BRI 14 611 (15.1%) KOVEETR 1161 (11.8%) TH-o
7o, OKFEEE)

[E NG RRER (20130265,
00103311, 20120216, MT103-
205 RER) OFERICHESXFHEH L
776

)

ERARIEH

1) ARG
JRfpfR b, A, FEAEREIE, SEELIRAE, REBEZHD
MRS (293%) NHLOLNDZENHDHD
T, BEOREEZ+SICBE L, BENFEO LN
AliE, BEHI, Rl BEE OB R AE 21T 5

EINAMERR SR (20130265,
00103311, 20120216, MT103-
205 FRER) OFERICHKSOIREL
7=,
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2)

3)

4)

5)

6)

Zl, ((MEERSE) ., TBHEEREANEER OES
fR)

JEYSIE

A MATa AV AEG (1.1%) . Hi%k (1.1%) .
WUMAE (0.9%) ZFOEYYE (14.1%) B Hbivd =
ERBHDHOT, BEOREL HICBE L, BRENR
D HNTGEITE, FEPIk, Jln BESEOEY) 2
WEE4TH 2k, ( MEERS) OESMH)

P A A R ERE

WA A UHIEFERE (182%) BRHbbhsd Z &
NdH 0 BEMEMEE L U, B, BEJE, . K
JE. B, HFEESRE LA HRErEmENEE %2 H 5 b
NAHZEnH 5, F£7-. infusion reaction (63.6%) 7
FT4TFT—va vy (02%) BHLbILD I EN
bb, BEOREELZHFICHEL, BEPED LN
BaiE, Bk, ik, RESE O @Y A AL E 21T
2z k. (THEEREANEE] OESMH)
FEELI5S A S e
NESEAREEERE 23%) BNHODLNLZENHDHD
T, MG TR R O RER A AT O S, B
DIRREZ TIFICBIERTH 2 L, BRENRD LRSS
WZiE, BE5ERIEL, #URAE (EHEAEK, BR
Fe TR IER O G-, BHTE) %175 & &b, ek
NEET D TREORELZ +DICBETHZ L,
A

ek (15.5%) . /MR (12.7%) . 2
(12.3%) . FEVELFPERAE (12.3%) 03 dH 50
NHZENHHDT, BEDOREAL HoICBEL, B
WHRREO LG AICIL, &R, i, BESED
WO e A T 2 b, ( MEEEKES) . TEERK
ARHEE ] OHEER)

e

2 (1.6%) NHLONDZ ENHDHDT, BEDIR
Rz H4yicBis L, BR. g7 2 7 —BlEo L%
DR NED N AT, BERIE, ik, BE
FEOHY)RAEEITO Z &,

(2 X OfOBIEM

5%LL L | 1~5%RTm 1% A5
B, Ed I R A=
K UEHAAEA
DFHEY (F
fELURY
—JEED)
m#EE &V BRI SR R | AFEREREE M
VINRIESE YL (INR)
s
REREE |HWES o TR P e s %, IBEBUE
7 U
b
RBBELUE AV ol |Eifks, ERERIE,
BEE SE, Y CEEM RE . RIRETE . ma L
JE, K7 VT (AT o —/VIE, &Y
VIGE, BAE |7 Y 'Y RME, M~
B, K~ 7 x| RO BERD . BEARK
U NME, K |, iE 7 = U F 8

[E N R EER (20130265,
00103311, 20120216, MT103-
205 #BR) DORERICESEHRTL
775
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wm, Krnv
7 ASE, Ky
WA, &Y
7 NLSE, (&
kU o A SE
HRERESR KM= 2 — o | BRI, MM, 55
IRF— ML, SR EEE f
B, iR PEMER M
C S FHilaskRa., CS
FUURERERE, CS
F 2 E N, M 2
PRI AL B
RfEE ARAG I, ARSI, IR
. FRNRE, BRFEM, AR
R BRI, R, e
fiE, BIREE
EH I URE [FIHEPE D FuN, HIE
[EE
IDMEEE BNk IR, DEMRERE, &
MO, O,
DEHE), MEE, 9o
mrEoAe, LDEXQT
ERE
MmEEE WAL, EImE [IETh, Hin
R EE. MIER MR A, i [k, Loeo< v, KR
B & Utz Wk, S I FAE, MKME, BEHFEL,
= Jipe . AR, i i
JESE, SR, Ml ORE
BREE TR, MEM, BE (REOK. REERREAR. K.
. AR, A LU R RIBEK, AN
i Wl DEEATR, B
. Hifn, 1o
R DRERN L, DA
BARS, ST
FFREEEREE [HE UL | FEE JFE%, BB 5 - i
v IfE
EEHEUR W5, F O PEIE |REVE. BEE. B
THAMES R, REES. T
VLR —PER G 28, SIT
fE, BT, suRHm, RZ
JE SRR, RS
HhE 2B
MERRE & (B B, WER  |(fIRT, fREHE. 51
Vs EHEBE . MW, BASiK. &
=3 7 VT F o MSE, BEiE
fE, HEEMEK T, HEE
BB L URE Mz V7 F =8,
EE ZIR, BMEEE @Y
N AMFEMEEAE, IR
BEUhE, 7 u—YhEE
e OBIR. BAR. B
nefEsE, JREA
XM, Rk A
M & VERE
HIEE
HEBERELV A%, PEAREIE, B
IEES ST i
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—fi% - &5 B R, 8 M. C —BOSTEE A
EBLUBRE L, IR Iy BATRRE ORI %%
BRI DAIREE fE. BT —T VR BN

BSOS, AR, A >
TN PRRIREL IR
PEEERE, MR, (R
KR, AP, Bk, &

N ZIEARERE AR TR B
RE. ZRHACALEE, 28
PESAE RS ERE
BE. PEL B, 5 WEE T
FUVREEH
JiE
Z Dt A7 A1 U A | oL oK SEBESE HE N
AT 7 H—THE
i

TRZRFIER KO OMOFEINER OSBRI X3 SUTEHR O B a2tk
U 2R RIS 2 g & L7 igs IR ERER (00103311, 20120216, MT103-
205 RABR) | WOICENERRR (20130265 3RBk) OFEROEFIZL D,

5. EEEFE~OERE
— R EERE TITABREREME T L TCWVWA DT, BEDIR
A FDICBE LR OEEICRET D Z L,

A CIE— A A BERERE AN
TLTWAZ ENREZNTZ EhBHER
E LT,

6. ftiwE. PER. BILRE~OKE

(1) ARFIOIYR O GBI 2 LM XML LTV
DT, T UTIENRE LTV REMED & 5 T i,
FHIE LTEG LN &, R0aBGT #5756
Wi, 1R BB N fEEE RS L HEr s b
Rl THZ L, Fo, HIRT D AREMEDO B
BHAMEIR, ARG R OB T % — MM X v)
IRRHEAEATO K ofRET A b, [ARAIE WA
FAFMRBRITEM S Ty, AFIOIERE R olg
FIZL VRO Y RERE DA T 2% AIREMEDY B
%o ]
B A O EGIZET 2 ZRMEIIHENL L TV RN D T,
BIRICIIRET AEA IR AE RIS S 2 L,
(AFDOE FITF~OBATIIAHTH L2, & g
IERLPICBIT T D ERmbB N TWS, |

2)

B EBRO R REOAAD CDS 12
ESERELE,

7. WNEFE~OHE
AR H A R R U R OB AR VRIS R4 5 e PRI SZ L T
W, ERREERA 20, ]

Rk 9 4E 4 A 25 HATHEIEH 607 5
JEAB G R R R D & E
L7z, /NEEXRSE U ENS G
KRB A2 ol L T\ 528, (KA
IRER IR R O AR Rk L C o A
BRBRIL 2,

8. BERE
Wfes, SEIR - I8 ORI O HRFIZB W T, 1 H 30 pg/m? (5
K& HEAEEZ B2 5) 2%5 L2 1Bz EamEE )
T A NI A B EAGERE S OIS B BEE AR 2 1 D 50E
MR DARENEH LT E ORENDH D,
JLE - NG L, BEOREEE HICBIE L
BENBD SN ICITEU R ALEEZITH 2 &,

WEIMEARRBR OFE RIS S5 E
L7,

9. BEHLOER
(1) AR OEE
1) EFAHK3ImML ZARA| DA T ILORNEEZH - T

AHID CDS ICFKESERE LT,
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2)

3)

4)

5)

6)

7)

MREANZIEAL, IESTIC
L. W95 & (IRt
REE 125 ug/mL)

R 22 TEA IR & ARF OVEFRIZTA NN 2 L ik
AT ARFI DL N > 7 CME T = — 7 1)
HETH0SHDOTH D,

RFN e VAR U T VSR DRI M QN g h o 28
BRI VI ERHER T O 2 &y AR OVETRIT
B~REEDWRTH D, RFN ORI > T\ D
ST L T DG EIEER LZ2nwZ &y
KENL 7 X AT Q-TF/L~F L)

(DEHP) & #2filhd- 2 LR %23 5 rlaethns
H5HT-®, DEHP 258 T 2R/ > 7', ik
YDAy b, KO T = — 7 O I3
HT b, Floo AVTA T 4 F TR TS
AT 7 ) —=nORY R ERESED L D
EHWDZ L,

i S 7RI A 2R L LT 270mL &
Ao a5 RS

S)YDWGE /N v 7\ 2 EALHE 5.5mL % JEF A
Mz, WIERDVASIT- 720 K S BRI 5,
REZEAIR O ARAE AFRIRITEYNCEET S 2 &,
F 1, R 2%B5\21) TARAZBER LI AAT
IV D LR ALY LR N v 7 BRI
Z WWIRAASLIZ 72D X D KRR R 5, Rff
BRI TN T 5 = &

=07

WNEY & BRI
DRE : 3.1 mL, KK

o} 0}

=1 ERBOREEDHIT (AEAS kg UEDEE)

R AR 270 mL
TR 2 e LI 5.5mL
IR 2 A5 | IR

24 FREfH] 10 mL/B%[E] 0.83 mL

1 H 9 g 48 M 5 mL/IH 1.7 mL

72 FEfH 3.3 mL/FF] 2.5mL

96 HFfH] 2.5 mL/FFR 3.3mL

24 FER 10 mL/F5 ] 2.6 mL

1 F 28 g 48 M 5 mL/IH 52mL
72 R 3.3 mL/R[H 8 mL

96 M fH] 2.5 mL/FERE 10.7 mL

x 2 TRBORBEDHIT (AEA45 kg RimDEE)

EP R 270 mL
TR Z AR 5.5mL
s RREE | AHNEMR

i I TEAGH T o
1.5-1.59 0.7 mL

1.4-1.49 0.66 mL

1.3-1.39 0.61 mL

1B 10 mL/H 1.2-1.29 0.56 mL

5 pg/m> 24 IR ] 1.1-1.19 0.52mL
1-1.09 0.47 mL

0.9-0.99 0.43 mL

0.8-0.89 0.38 mL
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0.7-0.79 0.33 mL
0.6-0.69 0.29 mL
0.5-0.59 0.24 mL
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 12 mL
1.2-1.29 1.1 mL
1.1-1.19 1 mL
1-1.09 0.94 mL
48 B 5 mL/I#RE 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
1.5-1.59 2.1mL
1.4-1.49 2 mL
13-1.39 1.8 mL
1.2-1.29 1.7 mL
1.1-1.19 1.6 mL
3.3 mL/HF 1-1.09 1.4 mL
72 IRef i 0.9-0.99 13 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 2.8mL
1.4-1.49 2.6mL
1.3-1.39 2.4 mL
1.2-1.29 23 mL
1.1-1.19 2.1mL
2.5 mL/I 1-1.09 1.9 mL
96 IRl i 0.9-0.99 1.7 mL
0.8-0.89 1.5mL
0.7-0.79 1.3 mL
0.6-0.69 12mL
0.5-0.59 0.97 mL
0.4-0.49 0.78 mL
1.5-1.59 2.1 mL
1.4-1.49 2 mL
13-1.39 1.8 mL
1.2-1.29 1.7 mL
1.1-1.19 1.6 mL
10 mL/M 1-1.09 1.4 mL
24 IRefi fi] 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
1 H 0.4-0.49 0.59 mL
15 pg/m? 1.5-1.59 42 mL
1.4-1.49 39 mL
1.3-1.39 3.7 mL
1.2-1.29 34 mL
1.1-1.19 3.1 mL
1-1.09 2.8 mL
48 B 5 mL/I#RE 0.9-0.99 2 omL
0.8-0.89 23 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 12mL
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1.5-1.59 6.3 mL

1.4-1.49 59mL

13-1.39 55mL

1.2-1.29 5.1 mL

1.1-1.19 4.7 mL

3.3 mL/i 1-1.09 42 mL
72 e ] 0.9-0.99 3.8 mL
0.8-0.89 34mL

0.7-0.79 3mL

0.6-0.69 2.6mL

0.5-0.59 22mL

0.4-0.49 1.8 mL

1.5-1.59 8.4 mL

1.4-1.49 7.9 mL

13-1.39 73 mL

1.2-1.29 6.8 mL

1.1-1.19 6.2 mL

2.5 mL/I 1-1.09 5.7 mL
96 I f 2 0.9-0.99 5.1mL
0.8-0.89 4.6 mL

0.7-0.79 4mL

0.6-0.69 34mL

0.5-0.59 2.9mL

0.4-0.49 23mL
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JAN :
(HAA) TV FYEYT (EinEfz)
(& 4) Blinatumomab (Genetical Recombination)
RERLHE
(HAA)

TV FYESTIE, Bio R —AREGUK (scFv—scFv) ThHY, 1—111 FHIT~ T AHLE b
CD19 &/ 7 v —F AHURD L ${0 v 868Nk, 127—250 F H i~ v AHik F CDI9E/ 7 n—F /L
FURD H SO PRI, 256—374 F HIZ~ Y AHLE k CD3 T/ 7 v —F/LHURD H O A A5
1%, 393—498 FHIT~ U AHE b CD3E /7 v —F HUED L HO Al BN B 5. 7V F
TN, S04 HOT I BIEENSTRD I NTETHD.

(& 4)
Blinatumomab is a recombinant single-chain antibody (scFv-scFv) composed of variable regions of an L-chain
derived from mouse anti-human CD19 monoclonal antibody at positions 1 —111, an H-chain derived from
mouse anti-human CD19 monoclonal antibody at positions 127—250, an H-chain of mouse anti-human
CD3 monoclonal antibody at positions 256 —374, and an L-chain derived from mouse anti-human
CD3 monoclonal antibody at positions 393 —498. Blinatumomab is a protein consisting of 504 amino acid

residues.
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Bk s 26-5-B4
JAN (HA%)
JAN (3= %)

TR BRI R RERY AT 4 RS

L8HE DIQMTQSPSS

ASYRYTGVPS

GTKLEIKRTV

DNALQSGNSQ

LSASVGDRVT

RESGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

LSSPVTKSEFN RGEC

{ QVQLVQSGAE

ISPFGGRTNY

PLYASDLWGQ

VKKPGASVKV

NEKFKSRVTM

GTTVTVSSAS

cARAYA=T7 (BIE TR Z)

: Bococizumab (Genetical Recombination)

ITCRASQGIS
I

SALAWYQQKP

FTFTISSLQP

SDEQLKSGTA

STYSLSSTLT

SCKASGYTFT

I
EDIATYYCQOQ

SVV?LLNNFY

GKAPKLLIYS

RYSLWRTFGOQ

PREAKVQWKV

LSKADYEKHK

SYYMHWVRQA

|
VYACEVTHQG

PGOGLEWMGE

TRDTSTSTVY

TKGPSVFPLA

MELSSLRSED

PCSRSTSEST

|
TAVYYCARER

AALG?LVKDY

FPEPVTVSWN
CNVDHKPSNT

SRTPEVT?VV

SGALTSGVHT

KVDKTVERKC

VDVSHEDPEV

SVLTVVHQDW

SREEMTKNQV

FFLYSKLTVD

I
LNGKEYKCKV

SLT?LVKGFY

FPAVLQSSGL

CVECPPCPAP

QFNWYVDGVE

SNKGLPSSTE

PSDIAVEWES

KSRWQOQGNVF

I
SCSVMHEALH

YSLSSVVTVP

PVAGPSVFLF

VHNAKTKPRE

KTISKTKGQP

NGQPENNYKT

NHYTQKSLSL

HEH QL : B m /L I g ; N294 : BESHAS S ; K444 . o7 mtwy v

H $#5 C132 — L $H C214, H £ C220 — H £ C220, H #4 C221 — H £ C221, H $4 C224 — H $4 C224, H $H

C227 —H $4 C227 : AL 7 1 FfEE

SSNEFGTQTYT

PPKPKDTLMI

EQFNSTFRVV

REPQVYTLPP

TPPMLDSDGS

SPGK



TR BEH OHEEREIE

i Fuc(a.1-6)
J (B1-4)GIcNAC(B1-2)Man(a1-6)

Man(B1-4)GIcNAc(B1-4)GIcNAc

Ga|0’1
1 (B1-4)GIcNAc(B1-2)Man(al-3)”

Co414H0918N172202012854 (5 > /X 7 'EER 5y, 4 AR EH)
H#H  Coiz1H3356N5800673S21
L#H  CiossH1609N2810333S6

RavRAv71E, Btz e MetE/ 7 a—F AR THY, v U RHLE N T X o8y FiR SR
VTFV %98 (PCSKY) HUROFRAIMERES, WNZE M IgG2 D7 L — AU — 7 KN
EHRE NSRS, RaL Xw 713, FrA=—ANARAZ =B L VEESNS. Aav X7
X, 44EDT I BIERENG RS HE (28) 2 AKKRO 214 HOT I FRIEN G705 L (8 2
K THERRSNDRES /37 E (OrF& : £)148,000) TH 5.

Bococizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human proprotein convertase subtilisin/kexin type 9 (PCSK9) monoclonal antibody and
framework regions and constant regions derived from human IgG2. Bococizumab is produced in Chinese hamster
ovary cells. Bococizumab is a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-chains (y2-chains)

consisting of 444 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid residues each.
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: Vedolizumab (Genetical Recombination)

JAN (HAA4)
JAN (B %)

7 BRI KRN AV T 4 REES

L $H

DVVMTQSPLS
LLIYGISNRF
YTFGQGTKVE
VOWKVDNALQ
VTHQGLSSPV

H £

QVOLVQSGAE
IDPSESNTNY
YDGWDYAIDY
KDYFPEPVTV

LPVTPGEPAS
SGVPDRFSGS
IKRTVAAPSV
SGNSQESVTE
TKSENRGEC

VKKPGASVKV
NQKEKGRVTL
WGQGTLVTVS
SWNSGALTSG

IS?RSSQSLA

KSYGNTYLSW

YLOKPGQSPQ

GSGTDFTLKI
FIFPPSDEQL
QDSKDSTYSL

S?KGSGYTFT

SRVEAEDVGV

KSGTASVV?L

1
YYCLQGTHQP
LNNEFYPREAK

SSTLTLSKAD

SYWMHWVRQA

|
YEKHKVYACE

PGORLEWIGE

TVDISASTAY
SASTKGPSVE
VHTEFPAVLQS

MELSSLRSED
PLAPSSKSTS
SGLYSLSSVV

|
TAVYYCARGG
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TVPSSSLGTQ
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K
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RRY A= TN, Blarffize Mt/ 70— AHRTHY, ~TAHie b adB7 A T 7 U HURD
FEMHMERESS, WONZE Mgl D7 L—LA U —27 R OVEF PO, HEHD 239 K241 FHHDOT X/
FRF L Ala ICEB I TND. XN XTI, Ty A =—ANLAX—IIERIC KV EAESNLD.
NRY X7, BLEOT I BN GR D HE (y1 81) 2 KK O 219 o7 X/ BIREN 6725 L
P (c8H) 2 R TR S DBEY 78 (4rf& : % 150,0000 TH 5.

Vedolizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human o4p7 integrin monoclonal antibody and framework regions and constant regions
derived from human IgG1, whose amino acid residues at positions 239 and 241 in the H-chains are substituted by Ala.
Vedolizumab is produced in Chinese hamster ovary cells. Vedolizumab is a glycoprotein (molecular weight: ca.
150,000) composed of 2 H-chains (y1-chains) consisting of 451 amino acid residues each and 2 L-chains (k-chains)
consisting of 219 amino acid residues each.



ek 27-1-B9
7V FYEYT BIEHBZ)
: Blinatumomab (Genetical Recombination)

JAN (HAA4)
JAN (B %)

DIQLTQSPAS
LIYDASNLVS
TEFGGGTKLET
SGYAFSSYWM
SSSTAYMQLS
GGGGSDIKLQ

7 BRI KRN AV T 4 REES

LAVSLGQRAT
GIPPRESGSG
KGGGGSGGGG
NWVKQRPGQG
SLASEDSAVY
OSGAELARPG

ISQKASQSVD

YDGDSYLNWY

QOIPGQOPPKL

SGTDEFTLNIH
SGGGGSQVQL
LEWIGQIWPG

PVEKVDAATY
QQSGAELVRP
DGDTNYNGKF

|
HCOQOSTEDPW
GSSVKISCKA
KGKATLTADE

|
FCARRETTTV
ASVKMSQKTS

EWIGYINPSR
CARYYDDHYC
AIMSASPGEK
YRESGSGSGT
HHHH

C2367H3577N6290772S19

GYTNYNQKFK
LDYWGQGTTL
VIMTCRASSS

DKATLTTDKS
TVSSVEGGSG
VSYMNWYQOK

SYSLTISSME

|
AEDAATYYCQ

GRYYYAMDYW
GYTFTRYTMH
SSTAYMQLSS
GSGGSGGSGG
SGTSPKRWIY
QWSSNPLTFEG

Blinatumomab is a protein consisting of 504 amino acid residues.

GQGTTVTVSS
WVKQRPGQGL
LTSEDSAVYY
VDDIQLTQSP
DTSKVASGVP
AGTKLELKHH

TV FYESTNL, B —AEPUA (scFv—scFv) THh Y, 1—111 FHIT~ 7 APt + CD19 £
J 7 a—F VHURO L 100 AT REIK, 127250 FH X~ 7 AHik h CD19 &/ 7 v —F iR H g ]
JefEdk, 256—374 FHHIT~ 7 Ak  CD3E /7 0 —F /LHiKD H 850 rI 25480k, 393—498 & H L~
ZHE kN CD3E /7 0 —F AHRD LEO I EFEIEN G2 5. 7V FYE~ 71X, 504 HOT I/ EREEHE
MEIRDBE L RITETHD.

Blinatumomab is a recombinant single-chain antibody (scFv-scFv) composed of variable regions of an L-chain derived
from mouse anti-human CD19 monoclonal antibody at positions 1—111, an H-chain derived from mouse anti-human
CD19 monoclonal antibody at positions 127 —250, an H-chain of mouse anti-human CD3 monoclonal antibody at

positions 256 —374, and an L-chain derived from mouse anti-human CD3 monoclonal antibody at positions 393 —498.
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2-Acetylnaphtho[2,3-b]furan-4,9-dione
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(1-Methyl-2-nitro-1H-imidazol-5-yl)methyl N,N'-bis(2-bromoethyl)phosphorodiamidate
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H—KFn

N-[(3R)-1-Azabicyclo[2.2.2]octan-3-yl]-7-chloro-1-benzothiophene-2-carboxamide monohydrochloride monohydrate
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H

C12H19NO2 + CeHsO3S

[(IR5S.65)-6-(7 3 / A F )BT L E LS 0[B20]~T 5 3-m b6t LI P 2L bl

[(1R,5S,6S)-6-(Aminomethyl)-3-ethylbicyclo[3.2.0]hept-3-en-6-yl]acetic acid monobenzenesulfonate
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JAN (HAR%) : A_Fa—/Lfg
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CO,H

C26H4404

Bo- T F /-3, Ta- ¥ & Ru ¥ -53-2 7 L -24-%

6a-Ethyl-3a,70-dihydroxy-5p-cholan-24-oic acid
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[[2'-O-(2-Methoxyethyl)](3'-5")(P-thio)(mU-mC-A-mC-mU-mU-mU-mC-A-mU-A-A-mU-G-mC-mU-G-G)]*"- 17Na*
A NH, G o mC NH, mU (e}

N N N H,C N HsC

«f\N </ ‘ NH ‘ N \kaH
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"OH OH\/\O,CH3 "OH OH\/\O/CHS "OH OH\/\O,CHa "OH OH\/\O,CH3

C234H323N61Na170128P17S17

all-P-ambo2-0-2-A b x LT FN)5-AFN-PFHAT )Y N-(3-5)-2-02- A FF L TFN)5AF /-
FHF VI N(B'—5)2-02- A NF¥F =T N)-PFAT T =V )b

(83'=5)-2-0-2- A FF v ZFN)5-AFN-PFF L F VY N-(355)2-02- A ¥ =FN)5-AF/L-PF 74
7 U Y NA(8—55)2-0(2- A FF L ZFN)E-AF)-PFF DYDY L

(83'=5)-2-0-2- A FF v ZFN)5-AFN-PFF Y DY N-(355)2-0(2- A ¥ =FN)5-AF/L-PF 74
TF VU NA(8'—5)2-02- A NF L TFN)PFAT T =V (350202 A hF LT )N)5 AT P
VY N(3—5)2-02- A NFLEFN)PFAT T =V )L~

(8'—=5)-2-02- A FX v FN)-PF AT T =Y 1-(355)2-0@- A FF T FN)5-AFN-PF AT )T
N(8'—5)2-02- A "X ZFN)PFA T T =V N-(8—5)2-02- A NF T ZFIN) 5 AF)N-PF ATV
U -(3'—-5)2-0(2- A XV =F )5 AF)-PF AT Y D L~

(8'—=5)-2-02- A XV =T N)-PF AT T =V N-(3-5)2-02- A NFL=FIWV)TT v

R Al SRV}

Heptadeca sodium salt of

all-P-ambo-2'- O-(2-methoxyethyl)-5-methyl- P-thiouridylyl-(3'—5")-2'- O-(2-methoxyethyl)-5-
methyl- Pthiocytidylyl-(3'—5')-2'- O-(2-methoxyethyl)- Pthioadenylyl-(3'—5"-2'- O-(2-
methoxyethyl)-5-methyl- Pthiocytidylyl-(3'—5")-2'"- O-(2-methoxyethyl)-5-methyl- Pthiouridylyl-
(3'—5")-2"- O-(2-methoxyethyl)-5-methyl- P-thiouridylyl-(3'—5')-2'- O-(2-methoxyethyl)-5-methyl- 2~
thiouridylyl-(3'—5"-2'- O-(2-methoxyethyl)-5-methyl- Pthiocytidylyl-(3'—5")-2'- O-(2-
methoxyethyl)- Pthioadenylyl-(3'—5')-2'- O-(2-methoxyethyl)-5-methyl- Athiouridylyl-(3'—5)-2'- O-
(2-methoxyethyl)- Pthioadenylyl-(3'—5')-2'- O-(2-methoxyethyl)- Pthioadenylyl-(3'—5"-2'- O-(2-
methoxyethyl)-5-methyl- Pthiouridylyl-(3'—5')-2'- O-(2-methoxyethyl)- Pthioguanylyl-(3'—5"-2"- O-
(2-methoxyethyl)-5-methyl- Pthiocytidylyl-(3'—5)-2'- O-(2-methoxyethyl)-5-methyl- P thiouridylyl-
(8'=5-2'- O-(2-methoxyethyl)- Pthioguanylyl-(3'—5')-2'- O-(2-methoxyethyl)guanosine

¥ JAN LA OTE®RIZ, 2B L L TRELELE,
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 62

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-96) and Recommended (1-57) International Nonproprietary Names can be found in Cumulative List
No. 12, 2007 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 62

Il est notifi€ que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-96) et recommandées (1-57) dans
la Liste récapitulative No. 12, 2007 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 62

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9); Resolucion EB115.R4 (EB115/2005/REC/1)], se comunica por el presente
anuncio que las denominaciones que a continuacién se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominaciéon en las listas de las Denominaciones Comunes
Recomendadas no supone recomendacién alguna en favor del empleo de la sustancia respectiva en medicina o en
farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-96) y Recomendadas (1-57) se encuentran
reunidas en Cumulative List No. 12, 2007 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula

DCI Recommandée Nom chimique ou description; Formule brute; Formule développée

DCI Recomendada Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada
adarotenum

adarotene (2E)-3-[3'-(adamantan-1-yl)-4'-hydroxy-1,1'-biphenyl-4-yl]prop-

adarotene

adaroteno

afamelanotidum
afamelanotide

afamélanotide

afamelanotida

alisporivirum
alisporivir

alisporivir

alisporivir

2-enoic acid

acide (2E)-3-[4'-hydroxy-3'-(adamantan-1-yl)biphényl-4-yl]prop-
2-énoique

acido 3-[3'-(adamantan-1-il)-4'-hidroxi-1,1'-bifenil-4-ilJprop-2-enoico

CZSH2603

HO

&

O ZScoH

N-acetyl-L-serinyl-L-tyrosyl-L-seryl-(2S)-2-aminohexanoyl-L-glutamyl-
L-histidyl-D-phenylalanyl-L-arginyl-L-tryptophanylglycyl-L-lysyl-
L-prolyl-L-valinamide

N-acétyl-L-sérinyl-L-tyrosyl-L-séryl-(2S)-2-aminohexanoyl-L-glutamyl-
L-histidyl-D-phénylalanyl-L-arginyl-L-tryptophanylglycyl-L-lysyl-
L-prolyl-L-valinamide
N-acetil-L-serinil-L-tirosil-L-seril-(2S)-2-aminohexanoil-L-glutamil-
L-histidil-D-fenilalanil-L-arginil-L-triptofanilglicil-L-lisil-L-prolil-
L-valinamida

C78H111N21O19

H3C

H;C
8 \”—Ser-Tyr-Ser—” Glu—His-D-Phe-Arg-Trp-Gly—Lys-Pro-Val-NH,
o

[8-(N-methyl-D-alanine),9-(N-ethyl-L-valine)]cyclosporine
[8-(N-méthyl-D-alanine),9-(N-éthyl-L-valine)]cyclosporine

[8-(N-metil-D-alanina),9-(N-etil-L-valina)]ciclosporina
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amenamevirum
amenamevir

aménameévir

amenamevir

atigliflozinum
atigliflozin

atigliflozine

atigliflozina

CGSH113N11O12

7—CHy
H3
XF S\N’ ---CH3
O CHy O CH; O

N ‘g\/
O o CHs
H30 H H CH3

N-(2,6-dimethylphenyl)-N-(2-{[4-(1,2,4-oxadiazol-3-yl)phenyl]amino}-
2-oxoethyl)-1,1-dioxothiane-4-carboxamide

HiC

H3C

N-(2,6-diméthylphényl)-N-(2-{[4-(1,2,4-oxadiazol-3-yl)phényl]amino}-
2-oxoéthyl)-1,1-dioxothiane-4-carboxamide

N-(2,6-dimetilfenil)-N-(2-{[4-(1,2,4-oxadiazol-3-il)fenilJamino}-
2-oxoetil)-1,1-dioxotiano-4-carboxamida

C24H26N4OSS
N\
O, HsC CHs P
N N
0=s 0
v A
N
H
o}

2-[(4-methoxyphenyl)methyl]thiophen-3-yl B-D-glucopyranoside
-D-glucopyranoside de 2-[(4-méthoxyphényl)méthyl]thiophén-3-yle

B-D-glucopirandsido de 2-[(4-metoxifenil)metil]-3-tienilo

C18H2207S
OCHj
HO ’ S
V
0.0
OH
HO
OH
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balapiravirum
balapiravir 4'-C-azido-2',3',5'-tris| O-(2-methylpropanoyl)]cytidine

balapiravir 4'-C-azido-2',3',5'-tris| O-(2-méthylpropanoyl)]cytidine
balapiravir 4'-C-azido-2',3',5'-tris| O-(2-metilpropanoil)]citidina
C21H30N6Os

NH,
CHj

o N7

HaC)Y Py |

(o} @) N
(0]

N3 CHg

O, o O
\[H\CH3
o

H3C CH3

beloranibum

beloranib (3R,4S,5S,6R)-5-methoxy-4-[(2R,3R)-2-methyl-3-(3-methylbut-
2-en-1-yl)oxiran-2-yl]-1-oxaspiro[2.5]octan-6-yl (2E)-3-{4-[2-
(dimethylamino)ethoxy]phenyl}prop-2-enoate

béloranib (2E)-3-{4-[2-(diméthylamino)éthoxy]phényl}prop-2-énoate de
(3R,4S,5S,6R)-5-méthoxy-4-[(2R,3R)-2-méthyl-3-(3-méthylbut-2-én-
1-yl)oxiran-2-yl]-1-oxaspiro[2.5]octan-6-yle

beloranib (2E)-3-{4-[2-(dimetilamino)etoxi]fenil}prop-2-enoato de
(3R,4S,5S,6R)- 4-[(2R,3R)-2-metil-3-(3-metilbut-2-en-1-il)oxiran-2-il]-
5-metoxi-1-oxaspiro[2.5]octan-6-ilo

C29H41NOg

blinatumomabum #

blinatumomab immunoglobulin scFv-scFv, anti-[Homo sapiens CD19 (B lymphocyte
surface antigen B4, Leu-12)]/anti-{Homo sapiens CD3 epsilon
(CD3E, Leu-4)] Mus musculus monoclonal antibody bispecific single
chain;
Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-IGKJ1*01)
[10.3.9] (1-111) -tris(tetraglycyl-seryl) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T) [8.8.17] (127-250)] -tetraglycyl-seryl -Mus
musculus scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01) [8.8.12]
(256-374) -valyl-glutamyl-tetrakis(diglycyl-seryl)-diglycyl-valyl-
aspartyl -V-KAPPA (IGKV4-59-IGKJ5*01) [5.3.9] (393-498)] -
hexahistidine
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blinatumomab

blinatumomab

canosimibum
canosimibe

canosimibe

canosimiba

immunoglobuline scFv-scFv, anti-{[Homo sapiens CD19 (antigéne de
surface B4 des lymphocytes B, Leu-12))/anti-[Homo sapiens CD3
epsilon (CD3E, Leu-4)] Mus musculus anticorps monoclonal
bispécifique a chaine unique;

Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-IGKJ1*01)
[10.3.9] (1-111) -tris(tétraglycyl-séryl) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T [8.8.17] (127-250) -tétraglycyl-séryl -Mus
musculus scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01 [8.8.12]
(256-374) -valyl-glutamyl-tétrakis(diglycyl-seryl)-diglycyl-valyl-
aspartyl -V-KAPPA (IGKV4-59-IGKJ5*01 [5.3.9] (393-498)] —
hexahistidine

inmunoglobulina scFv-scFv, anti-[Homo sapiens CD19 (antigeno de
superficie B4 de los linfocitos B, Leu-12)}/anti-[Homo sapiens CD3
epsilon (CD3E, Leu-4)] anticuerpo monoclonal biespecifico de Mus
musculus de cadena Unica;

Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-IGKJ1*01)
[10.3.9] (1-111) -tris(tetraglicil-seril) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T [8.8.17] (127-250) -tetraglicil-seril -Mus musculus
scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01 [8.8.12] (256-374) -
valil-glutamil-tetrakis(diglicil-seril)-diglicil-valil-aspartil -V-KAPPA
(IGKV4-59-IGKJ5*01 [5.3.9] (393-498)] —hexahistidina

CZ3G7H 3577 N649077ZS 19

DIQLTQSPAS LAVSLGQRAT ISCKASQSVD YDGDSYLNWY QQIPGQPPKL 50
LIYDASNLVS GIPPRFSGSG SGTDFTLNIH PVEKVDAATY HCQQSTEDPW 100
TFGGGTKLEI KGGGGSGGGG SGGGGSQVQL QQSGAELVRP GSSVKISCKA 150
SGYAFSSYWM NWVKQRPGQG LEWIGQIWPG DGDTNYNGKF KGKATLTADE 200
SSSTAYMQLS SLASEDSAVY FCARRETTTV GRYYYAMDYW GQGTTVTVSS 250
GGGGSDIKLQ QSGAELARPG ASVKMSCKTS GYTFTRYTMH WVKQRPGQGL 300
EWIGYINPSR GYTNYNQKFK DKATLTTDKS SSTAYMQLSS LTSEDSAVYY 350
CARYYDDHYC LDYWGQGTTL TVSSVEGGSG GSGGSGGSGG VDDIQLTQSP 400
AIMSASPGEK VTMTCRASSS VSYMNWYQQK SGTSPKRWIY DTSKVASGVP 450
YRFSGSGSGT SYSLTISSME AEDAATYYCQ QWSSNPLTFG AGTKLELKHH 500
HHHH 504

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
23-92 148-222 277-351 415-479

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
307 (but Pro in 308)

N-(1-deoxy-D-glucitol-1-C-yl)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorophenyl)-3-hydroxypropyl]-2-(4-methoxyphenyl)-4-oxoazetidin-
1-yl}phenyl)methyl]Jdodecanediamide

N-(1-déoxy-D-glucitol-1-C-yl)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorophényl)-3-hydroxypropyl]-2-(4-méthoxyphényl)-4-oxoazétidin-
1-yl}phényl)méthyl]Jdodécanediamide

N-(1-desoxi-D-glucitol-1-C-il)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorofenil)-3-hidroxipropil]-2-(4-metoxifenil)-4-oxoazetidin-
1-il}fenil)metil[dodecanediamida

C44H60FN3010

HO
NH
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cixutumumabum #
cixutumumab

cixutumumab

cixutumumab

immunoglobulin G1-lambda, anti-[Homo sapiens insulin-like growth
factor | receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gamma1 heavy chain (1-460) [Homo sapiens VH (IGHV1-69*06
(99.00%) -(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K
(131-460)], (233-213")-disulfide with lambda light chain (1'-214')
[Homo sapiens V-LAMBDA (IGLV3-19*01 (92.70%) -IGLJ2*01)
[6.3.11] (1'-108") -IGLC2*01, T124>A (109'-214")]; (239-239":242-
242")-bisdisulfide dimer

immunoglobuline G1-lambda, anti-{[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline-1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-460) [Homo sapiens VH (IGHV1-69*06
(99.00%) -(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K
(131-460)], (233-213")-disulfure avec la chaine légére lambda
(1'-214") [Homo sapiens V-LAMBDA (IGLV3-19 (92.70%) -IGLJ2*01)
[6.3.11] (1'-108") -IGLC2*01, T124>A (109'-214")]; dimere (239-
239":242-242")-bisdisulfure

inmunoglobulina G1-lambda, anti-[receptor del factor de crecimiento
insulinico-tipo 1 de Homo sapiens (conocido como: IGF-1R,
CD221)], Homo sapiens anticuerpo monoclonal de Homo sapiens;
cadena pesada gamma1 (1-460) [VH (IGHV1-69*06 (99.00%) -
(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K (131-460)],
(233-213")-disulfuro con la cadena ligera lambda (1'-214') [Homo
sapiens V-LAMBDA (IGLV3-19 (92.70%) -IGLJ2*01) [6.3.11]
(1-108") -IGLC2*01, T124>A (109'-214")]; dimero (239-239":242-
242")-bisdisulfuro

C6500H 10052 N 172402036844

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAISWVRQA PGQGLEWMGG 50
IIPIFGTANY AQKFQGRVTI TADKSTSTAY MELSSLRSED TAVYYCARAP 100
LRFLEWSTQD HYYYYYMDVW GKGTTVTVSS ASTKGPSVFP LAPSSKSTSG 150
GTAALGCLVK DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT 200
VPSSSLGTQT YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG 250
PSVFLFPPKP KDTLMISRTP EVTCVVVDVS HEDPEVKEFNW YVDGVEVHNA 300
KTKPREEQYN STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS 350
KAKGQPREPQ VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP 400
ENNYKTTPPV LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT 450
QKSLSLSPGK 460

Light chain / Chaine légeére / Cadena ligera

SSELTQDPAV SVALGQTVRI TCQGDSLRSY YATWYQQKPG QAPILVIYGE 50
NKRPSGIPDR FSGSSSGNTA SLTITGAQAE DEADYYCKSR DGSGQHLVFG 100
GGTKLTVLGQ PKAAPSVTLF PPSSEELQAN KATLVCLISD FYPGAVTVAW 150
KADSSPVKAG VETTTPSKQS NNKYAASSYL SLTPEQWKSH RSYSCQVTHE 200
GSTVEKTVAP AECS 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 157-213  274-334  380-438
22"-96" 157"-213" 274"-334" 380"-438"
Intra-L  22'-87'  136'-195'
22M_87M  136™-195M
Inter-H-L 233-213' 233"-213™
Inter-H-H 239-239" 242-242"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
310,310"
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coleneuramidum
coleneuramide

coléneuramide

coleneuramida

cositecanum
cositecan

cositécan

cositecan

cutamesinum
cutamesine

cutamésine

cutamesina

5-acetamido-N-(5a-cholestan-3a-yl)-3,5-dideoxy-2-O-methyl-
D-glycero-a-D-galacto-non-2-ulopyranosonamide

5-acétamido-N-(5a-cholestan-3a-yl)-3,5-didéoxy-2-O-méthyl-
D-glycéro-a-D-galacto-non-2-ulopyranosonamide

5-acetamido-N-(5a-colestan-3a-il)-3,5-didesoxi-2-O-metil-D-glicero-

a-D-galacto-non-2-ulopiranosonamida

CSQHGBNZOB

CH3

(4S)-4-ethyl-4-hydroxy-11-[2-(trimethylsilyl)ethyl]-1,12-dihydro-
14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoline-3,14(4H)-dione

(4S)-4-éthyl-4-hydroxy-11-[2-(triméthylsilyl)éthyl]-1,12-dihydro-
14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoléine-3,14(4H)-dione

(4S)-4-etil-4-hidroxi-11-[2-(trimetilsilil)etil]-1,12-dihidro-
14H-pirano[3',4":6,7]indolizino[1,2-b]quinolina-3,14(4H)-diona

CasH2gN204Si

H3C
3\,CH?, (@]

HsC—Si

1-[2-(3,4-dimethoxyphenyl)ethyl]-4-(3-phenylpropyl)piperazine
1-[2-(3,4-diméthoxyphényl)éthyl]-4-(3-phénylpropyl)pipérazine

1-[2-(3,4-dimetoxifenil)etil]-4-(3-fenilpropil)piperazina
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davunetidum
davunetide

davunétide

davunetida

delafloxacinum
delafloxacin

délafloxacine

delafloxacino

dirucotidum
dirucotide

CZSH32N202

human activity-dependent neuroprotector (ADNP)-(354-361)-peptide

neuroprotecteur activité-dépendant humain (ADNP)-(354-361)-
peptide

neuroprotector humano dependiente de actividad (ADNP)-péptido-
(354-361)

CasHeoN10O12

H—Asn— Ala—Pro—Val—Ser—Ille —Pro—GIn—OH

1-(6-amino-3,5-difluoropyridin-2-yl)-8-chloro-6-fluoro-
7-(3-hydroxyazetidin-1-yl)-4-oxo-1,4-dihydroquinoline-3-carboxylic
acid

acide 1-(6-amino-3,5-difluoropyridin-2-yl)-8-chloro-6-fluoro-
7-(3-hydroxyazétidin-1-yl)-4-oxo-1,4-dihydroquinoléine-
3-carboxylique

acido 1-(6-amino-3,5-difluoropiridin-2-il)-8-cloro-6-fluoro-
7-(3-hidroxiazetidin-1-il)-4-oxo-1,4-dihidroquinolina-3-carboxilico

Ci1gH12CIF3N4O4

F
HaN
b
HO o NYOF
At |
F COH
o)

human myelin basic protein (myelin membrane encephalitogenic
protein)-(216-232)-peptide
L-o-aspartyl-L-a-glutamyl-L-asparaginyl-L-prolyl-L-valyl-L-valyl-
L-histidyl-L-phenylalanyl-L-phenylalanyl-L-lysyl-L-asparaginyl-
L-isoleucyl-L-valyl-L-threonyl-L-prolyl-L-arginyl-L-threonine
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dirucotide

dirucotida

dutogliptinum
dutogliptin
dutogliptine

dutogliptina

elacytarabinum
elacytarabine

élacytarabine

elacitarabina

protéine basique de la myéline humaine (protéine
encéphalitogénique de la membrane de la myéline)-(216-232)-
peptide
L-a-aspartyl-L-a-glutamyl-L-asparaginyl-L-prolyl-L-valyl-L-valyl-
L-histidyl-L-phénylalanyl-L-phénylalanyl-L-lysyl-L-asparaginyl-
L-isoleucyl-L-valyl-L-thréonyl-L-prolyl-L-arginyl-L-thréonine

proteina basica de la mielina humana (proteina encefalitogénica de
la membrana de mielina)-péptido (216-232)
L-o-aspartil-L-a-glutamil-L-asparaginil-L-prolil-L-valil-L-valil-L-histidil-
L-fenilalanil-L-fenilalanil-L-lisil-L-asparaginil-L-isoleucil-L-valil-L-treonil-
L-prolil-L-arginil-L-treonina

CSZH141N25026

H—Asp—Glu— Asn—Pro—Val—Val—His—Phe—Phe—

Lys— Asn—lle—Val—Thr—Pro—Arg—Thr—OH
10 17

[(2R)-1-{[(3R)-pyrrolidin-3-ylamino]acetyl}pyrrolidin-2-yl]boronic acid

acide [(2R)-1-{[(3R)-pyrrolidin-3-ylamino]acétyl}pyrrolidin-
2-yllboronique

acido [(2R)-1-{[(3R)-pirrolidin-3-ilamino]acetil}pirrolidin-2-illborénico

C10H20BN303

4-amino-1-{5-O-[(9E)-octadec-9-enoyl]-B-D-arabinofuranosyl}=
pyrimidin-2(1H)-one

4-amino-1-[5-O-[(9E)-octadéc-9-énoyl]-B-D-arabinofuranosyl]=
pyrimidin-2(1H)-one

4-amino-1-{5-O-[(9E)-octadec-9-enoil]-B-D-arabinofuranosil}pirimidin-
2(1H)-ona

CZ7H45N306

NH;

|
HBC\/\/\/\/\ o OA\N
\/\/\/\/\n/ o

o HO

OH
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elotuzumabum #
elotuzumab

elotuzumab

elotuzumab

immunoglobulin G1-kappa, anti-[Homo sapiens SLAM family
member 7 (SLAM7, CD2 subset 1, CS1, CD2-like receptor-activating
cytotoxic cells, CRACC, 19A24, CD319), humanized monoclonal
antibody;

gamma heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214")-disulfide with kappa light
chain (1'-214') [humanized V-KAPPA (Homo sapiens IGKV1-27*01
(84.20%) -IGKJ2*01, L124>V) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; (228-228":231-231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens membre 7 de la
famille SLAM (SLAM7, CD2 subset 1, CS1, CD2-like receptor-
activating cytotoxic cells, CRACC, 19A24, CD319), anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-449) [VH humanisé (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214')-disulfure avec la chaine
Iégére kappa (1'-214') [V-KAPPA humanisé (Homo sapiens IGKV1-
27*01 (84.20%) IGKJ2*01, L124>V) [6.3.9] (1'-107") -Homo sapiens
IGKC*01 (108'-214")]; dimeére (228-228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens miembro 7 de la
familia SLAM (conocido como: SLAM7, CD2 subset 1, CS1, CD2-
like receptor-activating cytotoxic cells, CRACC, 19A24, CD319),
anticuerpo monoclonal humanizado;

cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214'")-disulfuro con la cadena
ligera kappa (1'-214") [V-KAPPA humanizada (Homo sapiens IGKV1-
27701 (84.20%) IGKJ2*01, L124>V) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; dimero(228-228":231-231")-bisdisulfuro

06476 H 9982 N 17 40201 6842

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGEFDFS RYWMSWVRQA PGKGLEWIGE 50
INPDSSTINY APSLKDKFII SRDNAKNSLY LQMNSLRAED TAVYYCARPD 100
GNYWYFDVWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVEFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASQDVG IAVAWYQQKP GKVPKLLIYW 50
ASTRHTGVPD RFSGSGSGTD FTLTISSLQP EDVATYYCQQ YSSYPYTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L.  23'-88' 134'-194'
23M_88"  134"-194™
Inter-H-L  222-214' 222"-214"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"
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farletuzumabum #

farletuzumab immunoglobulin G1-kappa, anti-[Homo sapiens folate receptor 1
(FOLR1, folate receptor alpha, FR-alpha, adult folate-binding protein,
FBP, ovarian tumor-associated antigen MOv18)], humanized
monoclonal antibody;
gamma1 heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217')-disulfide with
kappa light chain (1'-217') [humanized V-KAPPA (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; (228-228":231-231")-bisdisulfide
dimer

farletuzumab immunoglobuline G1-kappa, anti-[Homo sapiens réceptor 1 du folate
(FOLR1, folate receptor alpha, FR-alpha, adult folate-binding protein,
FBP, ovarian tumor-associated antigen MOv18)], anticorps
monoclonal humanisé;
chaine lourde gamma1 (1-449) [VH humanisé (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217')-disulfure avec la
chaine légére kappa (1'-217') [V-KAPPA humanisé (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; dimére (228-228":231-231")-
bisdisulfure

farletuzumab inmunoglobulina G1-kappa, anti-[receptor 1 de folato de Homo
sapiens (conocido como: FOLR1, folate receptor alpha, FR-alpha,
adult folate-binding protein, FBP, ovarian tumor-associated antigen
MOv18)], anticuerpo monoclonal humanizado;
cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217")-disulfuro con la
cadena ligera kappa (1'-217") [V-KAPPA humanizada (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; dimero (228-228":231-231")-
bisdisulfuro

CG4GGH 9928 N1 7 602020842

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG VVQPGRSLRL SCSASGFTEFS GYGLSWVRQA PGKGLEWVAM 50
ISSGGSYTYY ADSVKGRFAI SRDNAKNTLF LOMDSLRPED TGVYFCARHG 100
DDPAWFAYWG QGTPVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVEFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIQLTQSPSS LSASVGDRVT ITCSVSSSIS SNNLHWYQQK PGKAPKPWIY 50
GTSNLASGVP SRFSGSGSGT DYTFTISSLQ PEDIATYYCQ QWSSYPYMYT 100
FGQGTKVEIK RTVAAPSVFI FPPSDEQLKS GTASVVCLLN NFYPREAKVQ 150
WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE KHKVYACEVT 200
HQGLSSPVTK SEFNRGEC 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323 369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-89"  137'-197'
23M_89" 137197
Inter-H-L 222-217' 222"-217"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299,299"
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fidaxomicinum
fidaxomicin

fidaxomicine

fidaxomicina

figitumumabum #
figitumumab

figitumumab

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-{[(6-deoxy-
4-0-(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-2-O-methyl-
B-D-mannopyranosyl)oxy]methyl}-12-{[6-deoxy-5-C-methyl-
4-0-(2-methylpropanoyl)-p-D-lyxo-hexopyranosyljoxy}-11-ethyl-
8-hydroxy-18-[(1R)-1-hydroxyethyl]-9,13,15-trimethyloxacycloocta-
3,5,9,13,15-pentaen-2-one

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-({[6-déoxy-
4-0-(3,5-dichloro-2-éthyl-4,6-dihydroxybenzoyl)-2-O-méthyl-
B-D-mannopyranosyl]oxy}méthyl)-12-{[6-déoxy-5-C-méthyl-
4-0-(2-méthylpropanoyl)-B-D-lyxo-hexopyranosyljoxy}-11-éthyl-
8-hydroxy-18-[(1R)-1-hydroxyéthyl]-9,13,15-
triméthyloxacyclooctadéca-3,5,9,13,15-pentaén-2-one

3-{[(6-desoxi-4-O-(3,5-dicloro-2-etil-4,6-dihidroxibenzoil)-2-O-metil-
B-D-manopiranosil)oxilmetil}-12-{[6-desoxi-5-C-metil-
4-0O-(2-metilpropanoil)-B-D-lixo-hexopiranosil]oxi}-11-etil-8-hidroxi-
18-[(1R)-1-hidroxietil]-9,13,15-trimetiloxacicloocta-3,5,9,13,15-
pentaen-2-ona

Cs2H74Cl2018

CHs
OH H3CO
00
HO
cl cl
OH

immunoglobulin G2-kappa, anti-[Homo sapiens insulin-like growth
factor 1 receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gamma2 heavy chain (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfide with kappa light chain
(1'-214') [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107") -IGKC*01] (108'-214'"); (227-227":228-
228":231-231":234-234")-tetradisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline 1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal,

chaine lourde gammaz2 (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfure avec la chaine légére
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1-107") -IGKC*01] (108'-214'); dimere (227-
227":228-228":231-231":234-234")-tétradisulfure
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figitumumab

fosbretabulinum
fosbretabulin

fosbrétabuline

fosbretabulina

fostamatinibum
fostamatinib

inmunoglobulina G2-kappa, anti-[Homo sapiens receptor del factor
de crecimiento insulinico tipo 1 de Homo sapiens (conocido como:
IGF-1R, CD221)], anticuerpo monoclonal de Homo sapiens;
cadena pesada gammaz2 (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfuro con la cadena ligera
kappa (1'-214") [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107") -IGKC*01] (108'-214"); dimero (227-
227":228-228":231-231":234-234")-tetradisulfuro

C6450H 9924N 1 7320201 8854

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCTASGFTFS SYAMNWVRQA PGKGLEWVSA 50
ISGSGGTTFY ADSVKGRFTI SRDNSRTTLY LQMNSLRAED TAVYYCAKDL 100
GWSDSYYYYY GMDVWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSN 200
FGTQTYTCNV DHKPSNTKVD KTVERKCCVE CPPCPAPPVA GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVQFN WYVDGVEVHN AKTKPREEQF 300
NSTFRVVSVL TVVHQDWLNG KEYKCKVSNK GLPAPIEKTI SKTKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
MLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450

Light chain / Chaine légére / Cadena ligera

DIQMTQFPSS LSASVGDRVT ITCRASQGIR NDLGWYQQKP GKAPKRLIYA 50
ASRLHRGVPS RFSGSGSGTE FTLTISSLQP EDFATYYCLQ HNSYPCSFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 152-208  265-325  371-429
22"-96" 152"-208" 265"-325" 371"-429"
Intra-L  23'-88'  134'-194'
23M-88"M  134™M-194™
Inter-H-L 139-214' 139"-214™
Inter-H-H 227-227" 228-228" 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
301, 301"

2-methoxy-5-[(12)-2-(3,4,5-trimethoxyphenyl)ethenyl]phenyl
dihydrogen phosphate

dihydrogénophosphate de 2-méthoxy-5-[(12)-2-(3,4,5-
triméthoxyphényl)éthényllphényle

dihidrogenofosfato de 2-metoxi-5-[(12)-2-(3,4,5-
trimetoxifenil)etenillfenilo

C18H21OBP

H4CO S
HaCO i O o
OCHj o RoH

OCHs

[6-({5-fluoro-2-[(3,4,5-trimethoxyphenyl)amino]pyrimidin-4-yl}amino)-
2,2-dimethyl-3-ox0-2,3-dihydro-4 H-pyrido[3,2-b][1,4]oxazin-
4-yllmethyl dihydrogen phosphate
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fostamatinib

fostamatinib

indeglitazarum
indeglitazar

indéglitazar

indeglitazar

ingenoli mebutatum
ingenol mebutate

mébutate d'ingénol

dihydrogénophosphate de [6-({5-fluoro-2-[(3,4,5-
triméthoxyphényl)amino]pyrimidin-4-yl}amino)-2,2-diméthyl-3-oxo-
2,3-dihydro-4H-pyrido[3,2-b][1,4]oxazin-4-yllméthyle

dihidroégenofosfato de [6-({5-fluoro-2-[(3,4,5-
trimetoxifenil)amino]pirimidin-4-ilfamino)-2,2-dimetil-3-oxo-
2,3-dihidro-4H-pirido[3,2-b][1,4]oxazin-4-iljmetilo

CZ3H26FN609P
0s OH
li’—OH
(@)
\j F
(0] N N H
| A | X
H,C Z N__N
Hac e
HN OCHjg
OCHj,
OCH,4

3-[5-methoxy-1-(4-methoxybenzenesulfonyl)-1H-indol-3-yl]propanoic
acid

acide 3-{5-méthoxy-1-(4-méthoxybenzéenesulfonyl)-1H-indol-
3-yl}propanoique

acido 3-[5-metoxi-1-(4-metoxibencenosulfonil)-1H-indol-
3-ilJpropanoico

C19H19NO6S

o
H3004©*S\//
N
CO,H

HyCO

(1aR,2S,5R,5a8S,6S,8aS,9R,10aR)-5,5a-dihydroxy-
4-(hydroxymethyl)-1,1,7,9-tetramethyl-11-oxo-1a,2,5,5a,6,9,10,10a-
octahydro-1H-2,8a-methanocyclopenta[a]cyclpropale][10]annulen-
6-yl (2Z)-2-methylbut-2-enoate

(22)-2-méthylbut-2-énoate de (1aR,2S,5R,5aS,6S,8aS,9R,10aR)-
5,5a-dihydroxy-4-(hydroxyméthyl)-1,1,7,9-tétraméthyl-11-oxo-
1a,2,5,5a,6,9,10,10a-octahydro-1H-2,8a-
méthanocyclopenta[a]cyclpropale][10]annulén-6-yle
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mebutato de ingenol

laninamivirum
laninamivir

laninamivir

laninamivir

lesogaberanum
lesogaberan

|Iésogabéran

lesogaberan

limiglidolum
limiglidole

(22)-2-metilbut-2-enoato de (1aR,2S,5R,5aS,6S,8aS,9R,10aR)-5,5a-

dihidroxi-4-(hidroximetil)-1,1,7,9-tetrametil-11-oxo-
1a,2,5,5a,6,9,10,10a-octahidro-1H-2,8a-
metanociclopenta[a]ciclopropale][10]anulen-6-ilo

CZSH 3406

(2R,3R,4S)-3-acetamido-2-[(1R,2R)-2,3-dihydroxy-
1-methoxypropyl]-4-guanidino-3,4-dihydro-2H-pyran-
6-carboxylic acid

acide (2R,3R,4S)-3-acétamido-2-[(1R,2R)-2,3-dihydroxy-
1-méthoxypropyl]-4-guanidino-3,4-dihydro-2H-pyran-
6-carboxylique

acido (2R,3R,4S)-3-acetamido-2-[(1R,2R)-2,3-dihidroxi-

1-metoxipropil]-4-guanidino-3,4-dihidro-2H-piran-
6-carboxilico

C13H22N4O7

(2R)-3-amino-2-fluoropropylphosphinic acid
acide [(2R)-3-amino-2-fluoropropyl]phosphinique
acido (2R)-3-amino-2-fluoropropilfosfinico
C3;HoFNOLP

H F O H

\ /
HoN P.
2 \/k/ \OH

2-(2,3-dihydro-9H-imidazo[1,2-a]benzimidazol-9-yl)-
N,N-dimethylethanamine

251



Recommended INN: List 62

WHO Drug Information Vol 23, No. 3, 2009

limiglidole

limiglidol

lotilibcinum
lotilibcin

lotilibcine

lotilibcina

2-(2,3-dihydro-9H-imidazo[1,2-albenzimidazol-9-yl)-
N,N-diéthyléthanamine

2-(2,3-dihidro-9H-imidazo[1,2-a]benzoimidazol-9-il)-
N,N-dimetiletanamina

C15H22N4

D

N
HiC N, /</Nj

H3C

3-{(3S,6R,9R,12R,155,18R,21S,24R,30S,33R,36 S,40R)-33-[(1R)-2-
amino-1-hydroxy-2-oxoethyl]-12-(2-amino-2-oxoethyl)-6,18-bis(3-
aminopropyl)-24-benzyl-30,36-bis(hydroxymethyl)-9-(1H-indol-
3-ylmethyl)-4,25-dimethyl-40-(4-methylpentyl)-21-(2-methylpropyl)-
3-(propan-2-yl)-2,5,8,11,14,17,20,23,26,29,32,35,38-tridecaoxo-
1-oxa-4,7,10,13,16,19,22,25,28,31,34,37-dodecaazatetracontan-
15-yl}propanoic acid

acide 3-{(3S,6R,9R,12R,15S,18R,21S,24R,30S,33R,36S,40R)-33-
[(1R)-2-amino-1-hydroxy-2-oxoéthyl]-12-(2-amino-2-oxoéthyl)-
6,18-bis(3-aminopropyl)-24-benzyl-30,36-bis(hydroxyméthyl)-
9-(1H-indol-3-ylméthyl)-4,25-diméthyl-40-(4-méthylpentyl)-
21-(2-méthylpropyl)-3-(propan-2-yl)-
2,5,8,11,14,17,20,23,26,29,32,35,38-tridécaoxo-1-oxa-
4,7,10,13,16,19,22,25,28,31,34,37-dodécaazatétracontan-
15-yl}propanoique

acido 3-{(3S,6R,9R,12R,15S,18R,21S,24R,30S,33R,36S,40R)-33-
[(1R)-2-amino-1-hidroxi-2-oxoetil]-12-(2-amino-2- oxoetil)-6,18-bis(3-
aminopropil)-24-bencil-30,36-bis(hidroximetil)-9-(1 H-indol-3-ilmetil)-
4,25-dimetil-40-(4-metilpentil)-21-(2-metilpropil )-3-(propan-2-il)-
2,5,8,11,14,17,20,23,26,29,32,35,38-tridecaoxo-1-oxa-
4,7,10,13,16,19,22,25,28,31,34,37-dodecaazatetracontan-
15-il}propanoico

C73H111N17021

()

o H 0o
o) 07 "NH
O _NH - o
CO,H " CH,
- CH N
NTTR HoN HeC” N “CHs
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macimorelinum
macimorelin

macimoréline

macimorelina

namitecanum
namitecan

namitécan

namitecan

necitumumabum #
necitumumab

N-(2-amino-2-methylpropanoyl-N'-[(1R)-1-formamido-2-(1H-indol-
3-yl)ethyl]-D-tryptophanamide

N-(2-amino-2-méthylpropanoyl-N'-[(1R)-1-formamido-2-(1H-indol-
3-yl)éthyl]-D-tryptophanamide

N?-(2-amino-2-metilpropanoil-N'-[(1R)-1-formamido-2-(1H-indol-
3-il)etil]-D-triptofanamide

CZBH 30N 603

HsC CHs °] : H

NH
( o
AL

N
H

(4S)-11-{(E)-[(2-aminoethoxy)imino]methyl}-4-ethyl-4-hydroxy-
1,12-dihydro-14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoline-
3,14(4H)-dione

(4S)-11-{(E)-[(2-aminoéthoxy)imino]méthyl}-4-éthyl-4-hydroxy-
1,12-dihydro-14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoléine-
3,14(4H)-dione

(4S)-11-{(E)-[(2-aminoetoxi)imino]metil}-4-etil-4-hidroxi-1,12-dihidro-
14H-pirano[3',4":6,7]indolizino[1,2-b]quinolina-3,14(4H)-diona

CZSH22N4O5

H2N/\/O o}
\

immunoglobulin G1-kappa, anti-[Homo sapiens epidermal growth
factor receptor (EGFR, ERBB1, HER1)], Homo sapiens monoclonal
antibody;

gamma heavy chain (1-451) [Homo sapiens VH (IGHV4-30-4*01
(96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03, CH1
F5>L (122-451)], (224-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -IGKJ4*01,
V124>A) [6.3.9] (1-107’) -IGKC*01 (108’-214’)]; (230-230":233-
233")-bisdisulfide dimer
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necitumumab

necitumumab

oportuzumabum monatoxum #
oportuzumab monatox

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur du
facteur de croissance épidermique (EGFR, ERBB1, HER1)], Homo
sapiens anticorps monoclonal;

chaine lourde gamma1 (1-451) [Homo sapiens VH (IGHV4-30-4*01
(96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03, CH1
F5>L (122-451)], (224-214")-disulfure avec la chaine |égére kappa
(1'-214") [Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -
IGKJ4*01, V124>A) [6.3.9] (1'-107’) -IGKC*01 (108’-214")]; dimére
(230-230":233-233")-bisdisulfure

inmunoglobulina G1-kappa, anti-[receptor del factor de crecimiento
epidérmico de Homo sapiens (conocido como: EGFR, ERBB1,
HERT1)], anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma1 (1-451) [Homo sapiens VH (IGHV4-30-
4*01 (96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03,
CH1 F5>L (122-451)], (224-214")-disulfuro con la cadena ligera
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -
IGKJ4*01, V124>A) [6.3.9] (1’-107’) -IGKC*01 (108'-214’)]; dimero
(230-230":233-233")-bisdisulfuro

C6436H 9958N 1 70202020842

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSQTLSL TCTVSGGSIS SGDYYWSWIR QPPGKGLEWI 50
GYIYYSGSTD YNPSLKSRVT MSVDTSKNQF SLKVNSVTAA DTAVYYCARV 100
SIFGVGTFDY WGQGTLVTVS SASTKGPSVL PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKEN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCHQ YGSTPLTFGG 100
GTKAEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-97  148-204  265-325  371-429
22"-97" 148"-204" 265"-325" 371"-429"
Intra-L  23'-88'  134'-194'
23M_88"  134™M-194™
Inter-H-L 224-214' 224"-214™
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
301, 301"

immunoglobulin scFv fusion protein, anti-[Homo sapiens tumor-
associated calcium signal transducer 1 (TACSTD1, gastrointestinal
tumor-associated protein 2, GA733-2, epithelial glycoprotein 2, EGP-
2, epithelial cell adhesion molecule Ep-CAM, KSA, KS1/4 antigen,
M48S1, tumor antigen 17-1A, CD326)] humanized monoclonal
antibody scFv fused with Pseudomonas aeruginosa exotoxin A;
hexahistidyl -humanized scFv [V-KAPPA (Homo sapiens IGKV1-
39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -26-mer linker -VH
(Homo sapiens IGHV7-4-1*02 -(IGHD)-IGHJ4*01, V124>L) [8.8.9]
(145-260)] -20-mer linker -Pseudomonas aeruginosa exotoxin A
(ETA) [277-633 precursor fragment, containing domain 11 (281-393)
with furin proteolytic cleavage site (302-313), domain Ib (394-433),
domain Il (434-637)] (281-637) -hexahistidyl-lysyl-aspartyl-glutamyl-
leucyl
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oportuzumab monatox immunoglobuline scFv protéine de fusion, anti-[Homo sapiens
transducteur 1 du signal calcium associé aux tumeurs (TACSTD1,
protéine 2 associée aux tumeurs gastrointestinales, GA733-2,
glycoprotéine épithéliale 2, EGP-2, molécule d’adhésion des cellules
épithéliales Ep-CAM, KSA, antigene KS1/4, M4S1, antigéne tumoral
17-1A, CD326)] anticorps monoclonal humanisé scFv fusionné avec
I'exotoxine A de Pseudomonas aeruginosa;
hexahistidyl -scFv humanisé [V-KAPPA (Homo sapiens IGKV1-
39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -linker 26-mer -VH
(Homo sapiens IGHV7-4-1*02 -(IGHD)- IGHJ4*01, V124>L) [8.8.9]
(145-260)] -linker 20-mer -Pseudomonas aeruginosa exotoxine A
(ETA) [fragment précurseur 277-633, comprenant domaine |l (281-
393) dont site de clivage protéolytique par la furine (302-313),
domaine Ib (394-433), domaine Il (434-637)] (281-637) -
hexahistidyl-lysyl-aspartyl-glutamyl-leucyl

oportuzumab monatox inmunoglobulina scFv proteina de fusion, anti-[Homo sapiens
transductor 1 de la sefial de calcio asociado a los tumores
(TACSTD1, proteina 2 asociada a los tumores gastrointestinales,
GA733-2, glicoproteina epitelial 2, EGP-2, molécula de adhesién de
las células epiteliales Ep-CAM, KSA, antigeno KS1/4, M4S1,
antigeno tumoral 17-1A, CD326)] anticuerpo monoclonal
humanizado scFv fusionado con la exotoxina A de Pseudomonas
aeruginosa;
hexahistidil -scFv humanizado [V-KAPPA (Homo sapiens IGKV
1-39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -linker 26-mer -
VH (Homo sapiens IGHV7-4-1*02 -(IGHD)- IGHJ4*01, V124>L)
[8.8.9] (145-260)] -linker 20-mer -Pseudomonas aeruginosa
exotoxina A (ETA) [fragmento precursor 277-633, que comprende el
dominio Il (281-393) con el sitio de ruptura proteolitica por furina
(302-313), dominio Ib (394-433), dominio Il (434-637)] (281-637) -
hexahistidil-lisil-aspartil-glutamil-leucil

C3072H4723 N87709‘52S 12

scFv fusion protein / scFv protéine de fusion / scFv proteina de fusion

HHHHHHDIQM TQSPSSLSAS VGDRVTITCR STKSLLHSNG ITYLYWYQQK 50
PGKAPKLLIY QMSNLASGVP SRFSSSGSGT DFTLTISSLQ PEDFATYYCA 100
ONLEIPRTFG QGTKVELKRA TPSHNSHQVP SAGGPTANSG TSGSEVQLVQ 150
SGPGLVQPGG SVRISCAASG YTFTNYGMNW VKQAPGKGLE WMGWINTYTG 200
ESTYADSFKG RFTFSLDTSA SAAYLQINSL RAEDTAVYYC ARFAIKGDYW 250
GQGTLLTVSS EFGGAPEFPK PSTPPGSSGL EGGSLAALTA HQACHLPLET 300
FTRHRQPRGW EQLEQCGYPV QRLVALYLAA RLSWNQVDQV IRNALASPGS 350
GGDLGEAIRE QPEQARLALT LAAAESERFV RQGTGNDEAG AASADVVSLT 400
CPVAAGECAG PADSGDALLE RNYPTGAEFL GDGGDVSFST RGTQNWTVER 450
LLQAHRQLEE RGYVFVGYHG TFLEAAQSIV FGGVRARSQD LDAIWRGFYI 500
AGDPALAYGY AQDQEPDARG RIRNGALLRV YVPRSSLPGF YRTGLTLAAP 550
EAAGEVERLI GHPLPLRLDA ITGPEEEGGR LETILGWPLA ERTVVIPSAI 600
PTDPRNVGGD LDPSSIPDKE QAISALPDYA SQPGKPPHHH HHHKDEL 647

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
29-99 166-240 294-316 401-408

N-glycosylation site / Site de N-glycosylation / Posicion de N-glicosilacion
445
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panobacumabum #
panobacumab

panobacumab

panobacumab

immunoglobulin M-kappa [Pseudomonas aeruginosa serotype IATS
011], Homo sapiens monoclonal antibody with a Mus musculus J
chain;

mu heavy chain (1-569) [Homo sapiens VH (IGHV3-74*01 (92.90%)
-(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-569)], (130-
219')-disulfide with kappa light chain (1'-219") [Homo sapiens
V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9] (1'-112") -
IGKC*01 (113'-219'"); (330-330")-monodisulfide dimer; (407-
4077:568-568")-octadisulfide between 5 dimers (a-e) to form a
pentamer; pentamer (407"a-15"":568e-69"")-bisdisulfide with Mus
musculus J chain (1"-138"")

immunoglobuline M-kappa [Pseudomonas aeruginosa sérotype IATS
011], Homo sapiens anticorps monoclonal avec la chaine J de Mus
musculus;

chaine lourde mu (1-569) [Homo sapiens VH (IGHV3-74*01(92.90%)
-(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-569)], (130-
219')-disulfure avec la chaine légére kappa (1'-219') [Homo sapiens
V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9] (1'-112') -
IGKC*01 (113'-219'"); dimére (330-330")-monodisulfure; pentamére
fait de 5 diméres (407-407":568-568")-octadisulfure; pentamére
(407"a-15"":568e-69"")-bisdisulfure avec la chaine J de Mus
musculus (1"'-138"")

inmunoglobulina M-kappa [Pseudomonas aeruginosa serotipo IATS
011], anticuerpo monoclonal de Homo sapiens con una cadena J de
Mus musculus ;

cadena pesada mu (1-569) [Homo sapiens VH (IGHV3-
74*01(92.90%) -(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-
569)], (130-219’)-disulfuro con la cadena ligera kappa (1'-219")
[Homo sapiens V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9]
(1'-112") -IGKC*01 (113'-219']; dimero (330-330")-monodisulfuro;
pentamero compuesto de 5 dimeros (407-407”:568-568")-
octadisulfuro; pentamero (407"a-15"":568e-69"")-bisdisulfuro con la
cadena J de Mus musculus (1""-138"")

C38714H60189N106370121878322

Heavy chain / Chaine lourde / Cadena pesada

EEQVVESGGG FVQPGGSLRL SCAASGFTFS PYWMHWVRQA PGKGLVWVSR 50
INSDGSTYYA DSVKGRFTIS RDNARNTLYL QMNSLRAEDT AVYYCARDRY 100
YGPEMWGQGT MVTVSSGSAS APTLFPLVSC ENSPSDTSSV AVGCLAQDFL 150
PDSITFSWKY KNNSDISSTR GFPSVLRGGK YAATSQVLLP SKDVMQGTDE 200
HVVCKVQHPN GNKEKNVPLP VIAELPPKVS VFVPPRDGFF GNPRKSKLIC 250
QATGFSPRQI QVSWLREGKQ VGSGVTTDQV QAEAKESGPT TYKVTSTLTI 300
KESDWLSQSM FTCRVDHRGL TFQQONASSMC VPDQDTAIRV FAIPPSFASI 350
FLTKSTKLTC LVTDLTTYDS VTISWTRQNG EAVKTHTNIS ESHPNATESA 400
VGEASICEDD WNSGERFTCT VTHTDLPSPL KQTISRPKGV ALHRPDVYLL 450
PPAREQLNLR ESATITCLVT GFSPADVFVQ WMQRGQPLSP EKYVTSAPMP 500
EPQAPGRYFA HSILTVSEEE WNTGETYTCV VAHEALPNRV TERTVDKSTG 550
KPTLYNVSLV MSDTAGTCY 569

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCRSSQSLV YSDGNTYLNW FQQRPGQSPR 50
RLIYKVSNRD SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCMQGTHWP 100
LTFGGGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

J chain / Chaine J / Cadena J

GDDEATILAD NKCMCTRVTS RIIPSTEDPN EDIVERNIRI VVPLNNRENI 50
SDPTSPLRRN FVYHLSDVCK KCDPVEVELE DQVVTATQSN ICNEDDGVPE 100
TCYMYDRNKC YTTMVPLRYH GETKMVQAAL TPDSCYPD 138

Disulfide bridges location / Position des ponts disulfure /

Posiciones de los puentes disulfuro Intra chain

-IG monomer

Intra-H 22-95  144-204  250-313  360-419  467-529
22"-95" 144"-204" 250"-313" 360"-419" 467"-529"

Intra-L  23'-93" 139'-199' 23™-93" 139"-199™

Inter-H-L  130-219" 130"-219™

Inter-H-H 330-330"

-J chain and pentamer

Intra-J 13™-102"" 72"-92"" 110"™-135""

Inter-H-H 407a-407"b 407b-407"c 407c-407"d 407d-407"e

568a-568"b 568b-568"c 568c-568"d 568d-568"e

Inter-H-J  407"a-15"" 568e-69""

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
IG monomer : 162, 162", 325, 325", 388, 388", 395, 395", 556, 556"
J chain: 49"
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pitolisantum
pitolisant

pitolisant

pitolisant

pozaniclinum
pozanicline

pozanicline

pozaniclina

racotumomabum #
racotumomab

racotumomab

1-{3-[3-(4-chlorophenyl)propoxy]propyl}piperidine
1-{3-[3-(4-chlorophényl)propoxy]propyl}pipéridine
1-{3-[3-(4-clorofenil)propoxi]propil}piperidina

C47H26CINO

2-methyl-3-{[(2S)-pyrrolidin-2-yllmethoxy}pyridine
2-méthyl-3-{[(2S)-pyrrolidin-2-yllméthoxy}pyridine
2-metil-3-{[(2S)-pirrolidin-2-iljmetoxi}piridina

Cy1H16N20

H,C N
~
N U
PN o S
H

immunoglobulin G1-kappa, anti-idiotype anti-[anti-
(N-glycolylneuraminic acid (NeuGc, NGNA)-gangliosides GM3) Mus
musculus IgM-kappa monoclonal antibody P3], Mus musculus
monoclonal antibody;

gamma heavy chain (1-445) [Mus musculus VH (IGHV1S56*01 -
(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1 E84.2>Q,
N-glycosylation sites CH2 N84.4, CH3 N84.4 (122-445)], (223-214’)-
disulfide with kappa light chain (1'-214") [Mus musculus V-KAPPA
(IGHKV10-96*01 -IGKJ1*01) [6.3.9] (1'-107") -IGKC1*01 (108'-214")];
(225-225":228-228":230-230")-trisdisulfide dimer

immunoglobuline G1-kappa, anti-idiotype anti-[anti-(acide
N-glycolylneuraminique (NeuGc, NGNA)-gangliosides GM3)
anticorps monoclonal IgM-kappa murin P3], Mus musculus anticorps
monoclonal; chaine lourde gamma1 (1-445) [Mus musculus VH
(IGHV1S56*01 -(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1
E84.2>Q, sites de N-glycosylation CH2 N84.4, CH3 N84.4 (122-
445)], (223-214’)-disulfure avec la chaine légére kappa (1'-214")
[Mus musculus V-KAPPA (IGHKV10-96*01 -IGKJ1*01) [6.3.9]
(1'-107") -IGKC1*01 (108'-214")]; dimére (225-225":228-228":230-
230")-trisdisulfure
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racotumomab

ramucirumabum #
ramucirumab

ramucirumab

inmunoglobulina G1-kappa, anti-idiotipo anti-[anti-(acido
N-glicolilneuraminico (NeuGc, NGNA)-gangliésidos GM3) anticuerpo
monoclonal murino P3 IgM-kappal], anticuerpo monoclonal de Mus
musculus;

cadena pesada gamma1 (1-445) [Mus musculus VH (IGHV1S56*01
-(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1 E84.2>Q,
posiciones de N-glicosilacion CH2 N84.4, CH3 N84 .4 (122-445)],
(223-214’)-disulfuro con la cadena ligera kappa (1'-214'") [Mus
musculus V-KAPPA (IGHKV10-96*01 -IGKJ1*01) [6.3.9] (1'-107') -
IGKC1*01 (108'-214")]; dimero (225-225":228-228":230-230")-
trisdisulfuro

C6476H9922N 171 202048850

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQOSGAE LVKPGASVKL SCKASGYTEFT SYDINWVRQR PEQGLEWIGW 50
IFPGDGSTKY NEKFKGKATL TTDKSSSTAY MQLSRLTSED SAVYFCARED 100
YYDNSYYFDY WGQGTTLTVS SAKTTPPSVY PLAPGSAAQT NSMVTLGCLV 150
KGYFPEPVTV TWNSGSLSSG VHTFPAVLQS DLYTLSSSVT VPSSPRPSET 200
VTCNVAHPAS STKVDKKIVP RDCGCKPCIC TVPEVSSVFI FPPKPKDVLT 250
ITLTPKVTCV VVDISKDDPE VQFSWFVDDV EVHTAQTQPR EEQFNSTFRS 300
VSELPIMHQD WLNGKEFKCR VNSAAFPAPI EKTISKTKGR PKAPQVYTIP 350
PPKEQMAKDK VSLTCMITDF FPEDITVEWQ WNGQPAENYK NTQPIMNTNG 400
SYFVYSKLNV QKSNWEAGNT FTCSVLHEGL HNHHTEKSLS HSPGK 445

Light chain / Chaine légére / Cadena ligera

DIQMTQTTSS LSASLGDRVT ISCRASQDIS NYLNWYQQKP DGTVKLLIYY 50
TSRLHSGVPS RFSGSGSGTD YSLTISNLEQ EDIATYFCQQ GNTLPWTFGG 100
GTKLEIKRAD AAPTVSIFPP SSEQLTSGGA SVVCFLNNFY PKDINVKWKI 150
DGSERQNGVL NSWTDQDSKD STYSMSSTLT LTKDEYERHN SYTCEATHKT 200
STSPIVKSEFN RNEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-203  259-319  365-423
22"-96" 148"-203" 259"-319" 365"-423"
Intra-L  23'-88'  134'-194'
23M.88"  134"-194™
Inter-H-L  223-214" 223"-214"
Inter-H-H  225-225" 228-228" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
295,295"

immunoglobulin G1-kappa, anti-[Homo sapiens vascular endothelial
growth factor receptor 2 (VEGFR2, KDR, kinase insert domain
receptor, FLK1, CD309) extracellular domain], Homo sapiens
monoclonal antibody;

gamma heavy chain (1-446) [Homo sapiens VH (IGHV3-
21*01(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) - IGHG1*03,
R120>K (117-446)], (219-214")-disulfide with kappa light chain
(1'-214") [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -
IGKJ4*01, E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")];
(225-225":228-228")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur 2 du
facteur de croissance endothélial vasculaire (VEGFR2, KDR,
récepteur a domaine insert kinase, FLK1, CD309) domaine
extracellulaire], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-446) [Homo sapiens VH (IGHV3-21*01
(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03, R120>K
(117-446)], (219-214")-disulfure avec la chaine légére kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01,
E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")]; dimére
(225-225":228-228")-bisdisulfure
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ramucirumab inmunoglobulina G1-kappa, anti-[receptor 2 del factor de crecimiento
endotelial vascular de Homo sapiens (conocido como: VEGFR2,
KDR, receptor con dominio inserto-kinasa, FLK1, CD309) dominio
extracelular], anticuerpo monoclonal de Homo sapiens;
cadena pesada gamma1 (1-446) [Homo sapiens VH (IGHV3-21*01
(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03, R120>K
(117-446)], (219-214")-disulfuro con la cadena ligera kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01,
E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")]; dimero
(225-225":228-228")-bisdisulfuro

C6374H 9896N 169201 996846

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGGG LVKPGGSLRL SCAASGFTFS SYSMNWVRQA PGKGLEWVSS 50
ISSSSSYIYY ADSVKGRFTI SRDNAKNSLY LOMNSLRAED TAVYYCARVT 100
DAFDIWGQGT MVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS VSASIGDRVT ITCRASQGID NWLGWYQQKP GKAPKLLIYD 50
ASNLDTGVPS RFSGSGSGTY FTLTISSLQA EDFAVYFCQQ AKAFPPTFGG 100
GTKVDIKGTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L  23'-88'  134'-194'
23M_88™  134™_194™
Inter-H-L  219-214' 219"-214™
Inter-H-H 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
296, 296"

regorafenibum
regorafenib 4-[4-({[4-chloro-3-(trifluoromethyl)phenyllcarbamoyl}amino)-
3-fluorophenoxy]-N-methylpyridine-2-carboxamide

régorafénib 4-[4-({[4-chloro-3-(trifluorométhyl)phényllcarbamoyl}amino)-
3-fluorophénoxy]-N-méthylpyridine-2-carboxamide

regorafenib 4-[4-({[4-cloro-3-(trifluorometil )fenillcarbamoil}amino)-3-fluorofenoxi]-
N-metilpiridina-2-carboxamida

C21H15CIF4N4O3

N N
\n/ Z N
o R
cl F o) >

CFs o

riferminogenum pecaplasmidum #

riferminogene pecaplasmid plasmid DNA vector with a conditional origin of replication (pCOR)
expressing a hybrid protein consisting of a secretion signal peptide
from human fibroblast interferon R fused to the N-terminus of a
truncated form of the human fibroblast growth factor-1 (FGF-1) from
amino acid 21 to 154 under the control of a cytomegalovirus
promoter
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riferminogene pécaplasmide

riferminogén pecaplasmido

robatumumabum #
robatumumab

robatumumab

robatumumab

vecteur constitué d'’ADN plasmidique avec origine de réplication
conditionnelle (pCOR), exprimant une protéine hybride constituée
d'un peptide signal de sécrétion de l'interféron R de fibroblaste
humain, fusionnée a I'extrémité N-terminale de la forme tronquée du
facteur de croissance des fibroblastes-1 (FGF-1) de I'acide aminé 21
au 154, sous le contrdle d'un promoteur de cytomégalovirus

vector de DNA plasmidico con un origen de replicacién
condicionado (pCOR) que expresa una proteina hibrida que consiste
en el péptido sefial de secrecion del interferén 3 de fibroblastos
humanos, fusionado con la regién amino terminal de una forma
truncada del factor de crecimiento de fibroblastos humano-1
(FGF-1), desde el aminoacido 21 al 154, bajo el control de un
promotor de citomegalovirus

immunoglobulin G1-kappa, anti-[Homo sapiens insulin-like growth
factor | receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gamma heavy chain (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214")-disulfide with kappa light chain (1'-214') [Homo sapiens
V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9] (1'-107") -
IGKC*01] (108'-214"); (227-227":230-230")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline 1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal,

chaine lourde gamma1 (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214")-disulfure avec la chaine légére kappa (1'-214") [Homo
sapiens V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9]
(1-107') -IGKC*01] (108'-214"); dimére (227-227":230-230")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[receptor del factor de crecimiento
insulinico tipo 1 de Homo sapiens (IGF-1R, CD221)], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gamma1 (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214")-disulfuro con la cadena ligera kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9]
(1'-107") -IGKC*01] (108'-214"); dimero (227-227":230-230")-
bisdisulfuro
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0641 BH 9960N 1 73201 992842

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGGG LVKPGGSLRL SCAASGFTFS SFAMHWVRQA PGKGLEWISV 50
IDTRGATYYA DSVKGRFTIS RDNAKNSLYL QMNSLRAEDT AVYYCARLGN 100
FYYGMDVWGQ GTTVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVEFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera

EIVLTQSPGT LSVSPGERAT LSCRASQSIG SSLHWYQQKP GQAPRLLIKY 50
ASQSLSGIPD RFSGSGSGTD FTLTISRLEP EDFAVYYCHQ SSRLPHTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-95 145-201  262-322  368-426
22"-95" 145"-201" 262"-322" 368"-426"
Intra-L  23'-88'  134'-194'
23M_g8M 134194
Inter-H-L 221-214' 221"-214™
Inter-H-H 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

298, 298"

selumetinibum
selumetinib 5-[(4-bromo-2-chlorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)-
1-methyl-1H-benzimidazole-6-carboxamide

sélumétinib 5-[(4-bromo-2-chlorophényl)amino]-4-fluoro-N-(2-hydroxyéthoxy)-
1-méthyl-1H-benzimidazole-6-carboxamide

selumetinib 5-[(4-bromo-2-clorofenil)amino]-4-fluoro-N-(2-hidroxietoxi)-1-metil-
1H-benzoimidazol-6-carboxamida

C17Fh5BrC|FN4Ck

Br
F Cl
N NH
¢ H
/N N\O/\/OH
H3C [e)

serlopitantum

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-
bis(trifluoromethyl)phenyl]lethoxy}-4-(4-fluorophenyl)octahydro-
2H-isoindol-2-yl]cyclopent-2-en-1-one

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-
bis(trifluorométhyl)phényl]éthoxy}-4-(4-fluorophényl)octahydro-
2H-isoindol-2-yl]cyclopent-2-énone

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-bis(trifluorometil)fenilletoxi}-
4-(4-fluorofenil)octahidro-2H-isoindol-2-il]ciclopent-2-en-1-ona

261



Recommended INN: List 62

WHO Drug Information Vol 23, No. 3, 2009

siltuximabum #
siltuximab

siltuximab

siltuximab

C29H28F7N()2

CF3

immunoglobulin G1-kappa, anti-[Homo sapiens interleukin 6 (IL6,
IL-6)], chimeric monoclonal antibody;

gamma heavy chain (1-449) [Mus musculus VH (IGHV5-9-4*01 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfide with kappa light chain (1'-213') [Mus
musculus V-KAPPA (IGKV4-55*01 —IGKJ2*01) [5.3.9] (1'-106') -
Homo sapiens IGKC*01 (107'-213'")]; (228-228":231-231")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens interleukine 6 (IL6,
IL-6)], anticorps monoclonal chimérique;

chaine lourde gamma1 (1-449) [Mus musculus VH (IGHV5-9-4*01 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfure avec la chaine légére kappa (1'-213")
[Mus musculus V-KAPPA (IGKV4-55*01 -IGKJ1*01) [5.3.9] (1'-106')
-Homo sapiens IGKC*01 (107'-213")]; dimere (228-228":231-231")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens interleukina 6 (IL6,
IL-6)], anticuerpo monoclonal quimérico;

cadena pesada gamma1 (1-449) [Mus musculus VH (IGHV5-9-4*01
-(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfuro con la cadena ligera kappa (1'-213') [Mus
musculus V-KAPPA (IGKV4-55*01 -IGKJ1*01) [5.3.9] (1'-106') -
Homo sapiens IGKC*01 (107'-213")]; dimero (228-228":231-231")-
bisdisulfuro

C6450H 9932 N 1 6880201 6850

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGK LLKPGGSLKL SCAASGFTFS SFAMSWFRQS PEKRLEWVAE 50
ISSGGSYTYY PDTVTGRFTI SRDNAKNTLY LEMSSLRSED TAMYYCARGL 100
WGYYALDYWG QGTSVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaline légére / Cadena ligera

QIVLIQSPAI MSASPGEKVT MTCSASSSVS YMYWYQQKPG SSPRLLIYDT 50
SNLASGVPVR FSGSGSGTSY SLTISRMEAE DAATYYCQQW SGYPYTFGGG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L 23'-87"  133'-193'
23M-87" 133"_-193"
Inter-H-L 222-213' 222"-213™
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"
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sobetiromum
sobetirome

sobétirome

sobetiroma

sofiniclinum
sofinicline

sofinicline

sofiniclina

solanezumabum #
solanezumab

solanezumab

(4-{[4-hydroxy-3-(propan-2-yl)phenyl]methyl}-
3,5-dimethylphenoxy)acetic acid

acide (4-{[4-hydroxy-3-(1-méthyléthyl)phényllméthyl}-
3,5-diméthylphénoxy)acétique

acido (4-{[4-hidroxi-3-(propan-2-il)fenillmetil}-
3,5-dimetilfenoxi)acético

CZOH2404

HO HaC O._COH
HsC
CH

3 CH3

(1S,5S)-3-(5,6-dichloropyridin-3-yl)-3,6-diazabicyclo[3.2.0]heptane

(-)-(18,5S)-3-(5,6-dichloropyridin-3-yl)-
3,6-diazabicyclo[3.2.0]heptane

(1S,5S)-3-(5,6-dicloropiridin-3-il)-3,6-diazabiciclo[3.2.0]heptano

C1oH11Cl2N3
N (¢]]
g
H
(Q e
N

immunoglobulin G1-kappa, anti-[Homo sapiens amyloid-beta (Abeta)
peptide soluble monomer], humanized monoclonal antibody;
gamma heavy chain [humanized VH (Homo sapiens IGHV3-23*04
(87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219")-disulfide with
kappa light chain (1’-219’) [numanized V-KAPPA (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; (221-221":224-224")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens amyloide-béta
(Abeta) peptide monomere soluble], anticorps monoclonal humanisé;
chaine lourde gamma1 [VH humanisé (Homo sapiens IGHV3-23*04
(87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219")-disulfure avec la
chaine légere kappa (1’-219’) [V-KAPPA humanisé (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; dimére (221-221":224-224")-bisdisulfure
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solanezumab

taberminogenum vadenovecum #
taberminogene vadenovec

taberminogéne vadénovec

taberminogén vadenovec

tarafenacinum
tarafenacin

tarafénacine

tarafenacina

inmunoglobulina G1-kappa, anti-[péptido amiloide-beta (Abeta)
monomerico soluble de Homo sapiens], anticuerpo monoclonal
humanizado;

cadena pesada gamma1 [VH humanizada (Homo sapiens IGHV3-
23*04 (87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219')-disulfuro con la
cadena ligera kappa (1’-219’) [V-KAPPA humanizada (Homo
sapiens IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo
sapiens IGKC*01 (113'-219")]; dimero (221-221":224-224")-
bisdisulfuro

C6396 H 9922 N 17 ZO 1 996842

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS RYSMSWVRQA PGKGLELVAQ 50
INSVGNSTYY PDTVKGRFTI SRDNAKNTLY LQMNSLRAED TAVYYCASGD 100
YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT 150
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT QTYICNVNHK 200
PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR 250
TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV 300
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 350
DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 400
LYSKLTVDKS RWQQGNVFEFSC SVMHEALHNH YTQKSLSLSP G 441

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCRSSQSLI YSDGNAYLHW FLQKPGQSPR 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCSQSTHVP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 139-195  256-316  362-420
22"-96" 139"-195" 256"-316" 362"-420"
Intra-L  23'-93"  139'-199'
23M93"  139M_199™
Inter-H-L 215-219' 215"-219™
Inter-H-H 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
292,292"

recombinant E1a and E3 deleted (non-replicating), adenovirus
(serotype 5) containing a vascular endothelial growth factor — D
(VEGF-D) gene driven by a CMV promoter

adénovirus (sérotype 5) recombinant (non répliquant), régions E1a
et E3 supprimées, contenant un géne du facteur de croissance de
I'endothélium vasculaire — D (VEGF-D), sous contréle d'un
promoteur de cytomégalovirus (CMV)

adenovirus recombinante (serotipo 5) (no replicativo) con delecion
de los genes E1a y E3, que contiene el factor de crecimiento
endotelial vascular — D (VEGF-D) bajo el control de un promotor de
citomegalovirus (CMV)

(3R)-1-azabicyclo[2.2.2]octan-3-yl (3-fluorophenyl)[(3,4,5-
trifluorophenyl)methyljcarbamate

(3-fluorophényl)[(3,4,5-trifluorophényl)méthyljcarbamate de
(3R)-1-azabicyclo[2.2.2]oct-3-yle

(3-fluorofenil)[(3,4,5-trifluorofenil)metillcarbamato de
(3R)-1-azabiciclo[2.2.2]octan-3-ilo
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telcagepantum
telcagepant

telcagépant

telcagepant

tilivapramum
tilivapram

tilivapram

tilivapram

C21 H20F4N202
/©\ I
i AN
F
F
F

N-[(3R,6S)-6-(2,3-diflurophenyl)-2-oxo-1-(2,2,2-trifluroethyl)azepan-
3-yl]-4-{2-ox0-2,3-dihydro-1H-imidazo[4,5-b]pyridin-1-yl}piperidine-
1-carboxamide

H@
© N

N-[(3R,6S)-6-(2,3-difluorophényl)-2-oxo-1-(2,2,2-trifluoroéthyl)-
azépan-3-yl]-4-(2-oxo0-2,3-dihydro-1H-imidazo[4,5-b]pyridin-
1-yl)pipéridine-1-carboxamide

N-[(3R,6S)-6-(2,3-difluorofenil)-2-oxo-1-(2,2,2-trifluoroetil)azepan-

3-il]-4-{2-0x0-2,3-dihidro-1H-imidazo[4,5-b]piridin-1-il}piperidina-
1-carboxamida

C26H27F5N603

4-[4-(cyclopropylmethoxy)-5-methoxypyridine-2-carboxamido]-
3,5-dichloropyridine 1-oxide

1-oxyde de 4-[4-(cyclopropylméthoxy)-5-méthoxypyridine-
2-carboxamido]-3,5-dichloropyridine

1-6xido de 4-[4-(ciclopropilmetoxi)-5-metoxipiridina-2-carboxamido]-
3,5-dicloropiridina

C16H15CI12N30,4

HsCO
3 Z N cl
H

AR e

O >N
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toceranibum
toceranib

tocéranib

toceranib

tozasertibum
tozasertib

tozasertib

tozasertib

vanutidum cridificarum #
vanutide cridificar

vanutide cridificar

5-[(5Z)-(5-fluoro-2-oxo-1,2-dihydro-3H-indol-3-ylidene)methyl]-
2,4-dimethyl-N-[2-(pyrrolidin-1-yl)ethyl]-1H-pyrrole-3-carboxamide

5-[(5Z)-(5-fluoro-2-oxo-1,2-dihydro-3H-indol-3-ylidene)méthyl]-
2,4-diméthyl-N-[2-(pyrrolidin-1-yl)éthyl]-1H-pyrrole-3-carboxamide

5-[(5Z)-(5-fluoro-2-oxo-1,2-dihidro-3H-indol-3-ilideno)metil]-
2,4-dimetil-N-[2-(pirrolidin-1-il)etil]-1H-pirrol-3-carboxamida

C22H25FN4O2
H
N

(e}

N _cHs
F N L

N\/\N
HsC o

N-[4-({4-(4-methylpiperazin-1-yl)-6-[(5-methyl-1H-pyrazol-
3-yl)amino]pyrimidin-2-yl}sulfanyl)phenyl]cyclopropanecarboxamide

N-[4-({4-(4-méthylpipérazin-1-yl)-6-[(5-méthyl-1H-pyrazol-
3-yl)amino]pyrimidin-2-yl}sulfanyl)phényl]cyclopropanecarboxamide

N-[4-({4-(4-metilpiperazin-1-il)-6-[(5-metil-1H-pirazol-
3-il)amino]pirimidin-2-il}sulfanil)fenil]ciclopropanocarboxamida

Ca3H28NsOS

AL
HN\(\§/C

N~nNH

/CH3

Hj

inactivated diphtheria toxin (carrier) covalently linked to human
beta-amyloid protein 42 short fragments:
pentadecakis[N*"*-(sulfanylacetyl)]-[52-glutamic
acid(G>E)]diphtheria toxin Corynebacterium diphtheriae thioether
with human beta-amyloid protein 42-(1-7)-peptidylcysteine

court fragment de la protéine 42 béta-amyloide liée de fagon
covalente a la toxine diphtérique inactivée (vecteur) :

thioéthers entre la protéine 42 béta-amyloide humaine-
(1-7)peptidylcystéine et la pentadécakis[N*"**-(sulfanylacétyl)]-
[52-acide glutamique(G>E)]toxine diphtérique Corynebacterium
diphtheriae
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vanutida cridificar pequefio fragmento de la proteina 42 beta-amiloide unido
covalentemente a la toxina diftérica inactivada (vector) :
tioéteres entre la proteina 42 beta-amiloide humana-
(1-7)peptidilcisteina y la pentadecakis[N®“*-(sulfanilacetil)]-[52-acido
glutdmico G>E)]toxina diftérica Corynebacterium diphtheriae

03215H4916N90001053SZ7

GADDVVDSSK SFVMENFSSY HGTKPGYVDS IQKGIQKPKS GTQGNYDDDW 50
KEFYSTDNKY DAAGYSVDNE NPLSGKAGGV VKVTYPGLTK VLALKVDNAE 100
TIKKELGLSL TEPLMEQVGT EEFIKRFGDG ASRVVLSLPF AEGSSSVEYI 150
NNWEQAKALS VELEINFETR GKRGQDAMYE YMAQACAGNR VRRSVGSSLS 200
CINLDWDVIR DKTKTKIESL KEHGPIKNKM SESPNKTVSE EKAKQYLEEF 250

HQTALEHPEL SELKTVTGTN PVFAGANYAA WAVNVAQVID SETADNLEKT 300
TAALSILPGI GSVMGIADGA VHHNTEEIVA QSTALSSLMV AQAIPLVGEL 350
VDIGFAAYNF VESIINLFQV VHNSYNRPAY SPGHKTQPFL HDGYAVSWNT 400
VEDSIIRTGF QGESGHDIKI TAENTPLPIA GVLLPTIPGK LDVNKSKTHI 450
SVNGRKIRMR CRAIDGDVTF CRPKSPVYVG NGVHANLHVA FHRSSSEKIH 500
SNEISSDSIG VLGYQKTVDH TKVNSKLSLF FEIKS 535

Modified residues / Résidus modifiés / Residuos modificados
K (-Lys-) 0
an average of 15 out of 39 lysines are modified

environ 15 des 39 lysines sont modifiées
aproximadamente 15 de las 39 lisinas estan modificadas

H-Asp—AIa—GIu—Phe—Arg—His—Asp—H CO,H

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
186-201 461-471

vedolizumabum #

vedolizumab immunoglobulin G1-kappa, anti-[Homo sapiens alphadbeta? integrin
(lymphocyte Peyer's patch adhesion molecule 1, LPAM-1),
humanized monoclonal antibody;
gamma1 heavy chain (1-451) [humanized VH (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)], (224-219')-
disulfide with kappa light chain (1'-219') [nhumanized V-KAPPA
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; (230-230":233-233")-
bisdisulfide dimer

védolizumab immunoglobuline G1-kappa, anti-[Homo sapiens intégrine
alpha4béta7 (molécule 1 d'adhésion des lymphocytes des plaques
de Peyer, LPAM-1), anticorps monoclonal humanisé;
chaine lourde gamma1 (1-451) [VH humanisé (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)] , (224-219')-
disulfure avec la chaine légere kappa (1'-219') [V-KAPPA humanisé
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (230-
230":233-233")-bisdisulfure
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vedolizumab

zicronapinum
zicronapine

zicronapine

zicronapina

inmunoglobulina G1-kappa, anti-[ integrina alfa4beta7 de Homo
sapiens (conocida como: molécula 1 de adhesién de los linfocitos de
las placas de Peyer, LPAM-1), anticuerpo monoclonal humanizado;
cadena pesada gamma1 (1-451) [VH humanizado (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)] , (224-219')-
disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA humanizada
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112') -Homo sapiens IGKC*01 (113'-219")]; dimero (230-
230":233-233")-bisdisulfuro

CGSZBH 10072N 173202042342

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKGSGYTEFT SYWMHWVRQA PGQRLEWIGE 50
IDPSESNTNY NQKFKGRVTL TVDISASTAY MELSSLRSED TAVYYCARGG 100
YDGWDYAIDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPELAG APSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRD ELTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légere / Cadena ligera

DVVMTQSPLS LPVTPGEPAS ISCRSSQSLA KSYGNTYLSW YLQKPGQSPQ 50
LLIYGISNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCLQGTHQP 100
YTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VOQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L  23'-93"  139'-199'
23".93"  139"_199™
Inter-H-L 224-219' 224"-219™
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
301, 301"

4-[(1R,3S)-6-chloro-3-phenyl-2,3-dihydro-1H-inden-1-yl]-
1,2,2-trimethylpiperazine

4-[(1R,3S)-6-chloro-3-phényl-2,3-dihydro-1H-indén-1-yl]-
1,2,2-triméthylpipérazine

4-[(1R,3S)-6-cloro-3-fenil-2,3-dihidro-1H-inden-1-il]-
1,2,2-trimetilpiperazina

C2H27CIN,
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AMENDMENTS TO PREVIOUS LISTS |
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Non Proprietary Names (Rec. INN): List 53
Dénominations communes internationales recommandées (DCI Rec.): Liste 53
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 53
(WHO Drug Information, Vol. 19, No. 1, 2005)

p. 83 suprimase insértese
lenalidomide lenalidomida

Recommended International Non Proprietary Names (Rec. INN): List 59
Dénominations communes internationales recommandées (DCI Rec.): Liste 59
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 59
(WHO Drug Information, Vol. 21, No. 2, 2007)

p. 45 supprimer insérer
bromure d'azixomeére bromure d'azoximére

Recommended International Non Proprietary Names (Rec. INN): List 61
Dénominations communes internationales recommandées (DCI Rec.): Liste 61
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 61
(WHO Drug Information, Vol. 23, No. 1, 2009)

p. 52 bafetinibum

bafetinib replace the chemical name and the structure by the following
bafétinib remplacer le nom chimique et la structure par les suivants
bafetinib sustitilyase el nombre quimico y la formula desarrollada por los siguientes

N-{3-[([4,5"-bipyrimidin]-2-yl)amino]-4-methylphenyl}-4-{[(3S)-3-
(dimethylamino)pyrrolidin-1-ylJmethyl}-3-(trifluoromethyl)benzamide

N-[3-([4,5'-bipyrimidin]-2-ylamino)-4-méthylphényl]-4-{[(3S)-3-
(diméthylamino)pyrrolidin-1-ylJméthyl}-3-(trifluorométhyl)benzamide

N-{3-[([4,5'"-bipirimidin]-2-il)amino]-4-metilfenil}-4-{[(3S)-3-
(dimetilamino)pirrolidin-1-iljmetil}-3-(trifluorometil)benzamida

N
N N
< PO
H:CS AT Foc B Z
N7 s h
CH, 0 CH;\J Pz
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p. 66 levomilnacipranum
levomilnacipran replace the structure by the following
|Iévomilnacipran remplacer la structure par la suivante
levomilnacipran sustituyase la formula desarrollada por la siguiente
CHs
°~ 'ch"b
: ~._-NHz

# Electronic structure available on Mednet: http://mednet.who.int/
# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electronica disponible en Mednet:_http://mednet.who.int/

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientaciéon para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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