FS5H Ly X miEEEE 100 mg
S5 Ly R miEEE 400 mg
B39 5 &H

AERICERESNERICESIENRVARTITOVTOERRF, Yot T77—IHH
RHRICRETHLDTHY .. LERFEREARZFNOBEFERLUNDEFBNICHERT S
LIETEFEA,

Yot T 7r—IHhAe




5 A< 1.5 R S WL O R M OVBH 78 Ok fe

1.5 I SUTFE OB DBHTE DB ..o 3



5 AT 1.5 BJF S TFE B oS K OVBR %8 Ok ik

IE—E%x
M- ST ISR Y AONRE
DVd Daratumumab-bortezomib-dexamethasone
(BT DT RNT S IT-FXF AL )
MM multiple myeloma (£ F&14 5 i)
Rd lenalidomide-dexamethasone (LU KI R-F X P A X )
vd bortezomib-dexamethasone (ZAR/LT V' I T-FFH X X V')




5 AT 1.5 BJF S TFE B oS K OVBR %8 Ok ik

1.5 EERXEIEROERRUMREORER

27V A~ GBaT#iaz) (CAFAAD 1%, Genmab thic X v Al S hi-5e4e e MEIGE
a7 Gle® /7 a—F AHURT, ZRMEEHE (LUTMM) %5 e iE ML 2RI 15 oo g
KIANZHBLT HCD38 HFUFITR L THREMICHE ST 2 Z &Ik v, FUEE R & I3 5 AT
H5 [251.1] .

AFNE, KETIF2015 411 A2 T7FaT 7 V—AEA R OEREiR 2 Gie3 LY A U
FORHNEREEZET D, X7 a7 T Y — ARLER K O R SR O AN AT O 2% B
fE | Z2hHE « R & U T &GS (Accelerated approval) ZHuf5 L, BRM Cix2016 45 A [
777 Y — ARER R OREREE L ZORNERIELZ A L, EEOIRRICK L CREEITE R L
T XA E D 2RV EBENE ] Z2h8e - 2R & U TS & 7K (Conditional approval) %
BfSUL7z, Fio, BRXITEREOMMBEE 234102, LU R REOTHH 22y (DIF
Rd) ~O EFEh R4 MG 5 I AHEERIE R D54767414MMY3003 (UL FMMY3003) 7t
B, AT Y IT7ROTHFH ALY (BLFVA) ~O EREHRZREHT 2B AR O
54767414MMY30043858 2 Fefi L, A Z S0P IREOEBMEN R S 4L, ZaME K O TED
WENT=Z DD, KETIT20164E11H, BRI TIF201744H 1 T1EILL EORNRFREZ G T 5%
FEMEERENE] A 0EE - PR E L TKRE IS LT,

EWNTIE, R IENGEOMMBE 2 %15 & U7 AL O 1 RS (54767414AMMY 1002
AR, AFEVd EofFHRE (BUFDVA) OFIb AHER (54767414MMY1005505k) 2 SEhi L,
HARNIZE T 2 ARFI AL K ODVA LD DR R L EENHER S, AMEIEAARATSE
MM cEbEeB 2o, BIZ, ElROFEREUIEEEOMMESE 255 & L7ZRd ~D LFEHR)
K2 BET LIZMMY3003 ARBRICSIN L2 R, AR O] & RERIZ B ARNTBW TS EERRT
RRXT7 4y MBBFoND EE LN,

PLEX Y, REOBEFFREROGERREL, BARANOFE ITEEEOMMER T L THA
A7iGRRIEIC 22 5 & B 2, THRXUIEEEO SR ERENE) % FEERh6e - 2R Lol
WREARBHGEAZIT ) 2 & & L [2.51.4,25.15]

FLJE 3% L oA K OB ORI DV T, ﬁﬁw&%ﬂmﬁﬁE%%%%@9%E%%
FEEPEIRE @A D7 3 5 oo R ST A O KGR RE 1B LAGR G E ISR T R & BRI O fE
&EELOMTJ@%ﬁZ@SU)@@ﬁL%%&L,éﬁﬁﬁ%ig%f$6)ﬁﬁﬁbk

(#1.5-1) . F£7=, AHFEICET 2 MEICEET 2 3B OFERRRER, EARRER OB R E,
ENENZLS52K K53 1277,



AN o

1.5 2R S3TE R ORERE K ONBRFE D

% 1.5-1 CTD1.5 IEONE DR EIZFT

CTD 1.5 THONE CTD % 2 f Dt sl a i
HEE R 3R L DA 2.5.1 BEBARE ORI
MM DI HE & O 5 2.5.1.2  HIFHEZIRE - A OERIKRHY X3 A8 AR PR RO
MM DR 2.5.1.3  ZAMEHIEIC XT3 IR OB & E S
BAFE D e kG 2.5.1.5 &R BAFR
He it A 5Bk O MW 2.4 FERG IR BBk O WS LAt
FEEZNEE » ZhFAT k5 A 256 NFRT7 4w hEURZIZEAT Dk

*& 1.5-2 MERXRUVIFERKEFRICET HEHABRORAFERRE

SR H e
B R OB 1, oW 7 3 o
L Uk
A
D)% AT % ok
S A KRR
HILHER PR,
SSIE A L
EMDERR | W
P R G AR
e Z DD R R A2 RS PR R
% 153 BERABOMRER
8 iﬁ e e SRR
U] me | mremstosgrerin | Cor S | oo1a s 4 ~2015 49 5
A | SR 0 2 Fe b B 52%%@@””” 2015 4 8 J ~kige
Ib \ \ L
. RIGHR, B UIHEEEMED L3 54767414MMY 1001 s
WS | FRSUTREGIEO SRIEREIE | (e 2008 4 3 1 ~kih
v F——
WA | RSSO SRR | O 20124 6 1 ~flkfcd
| | EREEstEo s RrerEn | er 2% | 2013 4 9 1 ~ ke
o | mrsto s | oMY 20144 6 3~ g
m — I i
it | mssgate o s rembin | > 0TRSO 2014tk o 1 ~ kg
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1.6 SEICETAHEARKREECEYTLIER

2TV h~T GEIn i z)  (BLFARAD %, HARE S LT 20154 11 A IZK[E T, 2016
5 AIZITRRIN CAGR &4, 2017455 H 31 HIF AT 45 DOJFE & HUll CAGR ST\ 5, AAIDOHF
REE L LTI, 2016 4F 11 HICKET, 20174 4 HICERM THRREN T\ 5, PERRER,
20174 5 ] 31 HEI{E T 34 DIE & Hl THEE SN TV 5D,

W=, KEKROEINZ BT 2 RKF OAEGRIROME 2~ £, MEOBLGEE L
T, KERORINOGASCE, WONCEEFET —% v — b (CCDS) #IRfI4 5,



AN L6 AMENC I T B R AR 2 BE9 2 &k
£ 1.6-1 XEIZHITEHH S5 Y LY T HBEGINFORTIRR

k74 DARZALEX 7%

7R R 20154F 11 A (HEFPEEDEZE) , 20164E 11 H (LF U R REOF X4 2
2L OPFRRE, WONCARNLT Y I T ROT V24 L OO
DAEFR) , 20176 H (KR~VU R REOT XY A XY L OPFHBEEDK
=1

A - &fk |« BmLAAA T H, XFY A~ 100 mg & A

o 20mL AT, XTY A~ T 400mg A

K, LFU R REROT Y A Z Y 0 & OREE, FIEAR4, Rury
RTROT IV AL EORREEE LT, Dl tb 1LY AL EDRTR
X R BT 25 134 o= 1) 0 NS AR YR S

LU RIFEROT T 7 Y —AEREZ GO T2 LY A L EORNEHREE %
B D LRMEEREREICHTHR~) R REOT Y 2%V v L OPFERE
ARFNEAEE L LT, a7 T Y —AREARORERERZE 3L A
VU EORHGEREZAT S, XE7F 0T TV — LBLER K OV il i oo il 1) -
TEMED 2RV E BEIEBE (2R D IR

s - &

HERERURTYS 21—

AR L OGBS 21TH 2 &,

0.9%t kT R U o AESHR (USP) CTHRRKE, SliFEE L TCoAEETDHZ

ko

DARZALEX [ZEWRIEFE TG L, KAEREL &K Oy 72 =Yy R — &2 E
HlizZiF bbb k912, Infusionreaction 3L Z » 7SI TE S5 L 95T L
THELL Z L,

HAREHDOWIFLFY FI FXEA<Y FI FRMERET XX F Y &

OBEREE WY A 7V 4EBROL A Y)

DARZALEX OHELEH EIX 16 mglkg KE TH Y, LLFOR LOEGAr ¥ a—/v
(2P > TR EET 5,

%= 1: DARZALEX D5 R a—)L

B ARV a—)b
1~8 i i (G- 8E&H)
9~243E 2 2R (G 8llf5)

25 LI, FRHEEITE TP A AR

a 2R EG A 2 — A ogEES1% 9
b. ABMEMREEREAT Y 2 —Loy)al 51 25 H

RNNTIIITROTIFHAZ S L OBREE AL 7V 3BRIBEOLI R

)

DARZALEX OHELEFH BT 16 mg/kgRETH Y, AITFTDOE 2DEH5Ar v a—)b
W - THRIEEET 5,




AN L6 AMENC I T B R AR 2 BE9 2 &k

W 7e 44 DARZALEX {EHHE
% 2: DARZALEXDEER 7T a1—)L
A AR a—jb
1~9if il (G 9l 5)
10~24 i 2 3WkE (G 5EI#%5)
WL, FEEEITE TP 4 A [

a SR EREG A7 Y 2 — L ogEES5 1 105 A
b.  4BBEIEHRG A7 Y 2 —/LOP)EFS51% 2558 |
DARZALEX 85 TELAN o LIHGE
FTEEEBY DARZALEX 25 TE o 12 5A81%, TEX ARV B Z0EE
ATV, TG A7 Y 2 —)L &K LTTQ@F@B@%#&%?% Zé&,

B EEER U Infusion reaction DEE
DARZALEX %, UUTDF IInTHEEECAHRET S &, HEHEED
ISV T, Infusionreaction Z3H L72 Z L DR WA DO AMHTT 5 Z &,

= IXRFIZRERE
FRBRE & AERGHRE | REREEME® | BRREREGERE
(BN D 1 HFR)

WMEHRE 1000mL | 50 mL/I 14250 | 200 mL/RF
mL /I

2\ B O#E" 500 mL 50 mL/f 1 REfE 12 50 200 mL /%
mL/H

3| B LA D& S © 500 mL 100 mL /i 1IRFfH 42T 50 200 mL /%
mL /i

a 5 OWIIIZ OV CIE, Infusion reaction Z %8l L 72 Z & D WA O IMRETT 5 Z L

b. ¥IlEI 5% 3HFHEILAINIC Grade 1 (HRJE) LA 1-0> Infusion reaction 73 22\ 54 0> B 7 Bk 1 i 500 mL %
AT 52, ZRLSOBEE ARG AR 1000 mL K OWalE 551k & kg LRV 5,

c. I K O 2 (8] H O 5T e g% 535 23 100 mL/KFLL B & 72 > T A [BHIC Grade 1 (%)) DLk
O Infusion reaction 2372\ & D 2, 318l H LAREDOY)EI4 Gl 2 Ji i+ 2, Znlishodaid 28R
DG 7Bk LTV,

Grade,” EJEE % [M1>7, Infusion reaction 73 H 7= E1%, AF|OF 5%
BIZHWr L, GERIZHLT %, Infusion reaction ~OXFALIZEE L Ci, LA IR
DEBY, BEHEEREOKT UIEGHIERNEL DI ERH 5,

. Grade1~2 (BEEE~ZEE)  Infusion reaction (ZfF 9 JESR 2N EITE R
Infusion reaction 23 = o 7= % 5 £ DO -3 LU N O E TR G- A2 B35 2
&, D%, Infusionreaction (Zff 9 FER I FEBL L7221 A, FRIRAYICH D)
72, B RIEFE 200 mL/IEE CTOHINE & MR CHEELZHFR L TH In

(£3) .

- Grade3 (FEJE) : Infusion reaction (2 9 SEIR A3 FIE R ES, Infusion reaction
DR LUIZHEDOY DU T CTHRSOFEREZRFTTH 2 &, TD%, ERN
FEL L7200, 2% IO HE g & kR CHe G it 2 FBA 9 %




AN L6 AMENC I T B R AR 2 BE9 2 &k

HR5E4 DARZALEX {E4H#%

Z &, Grade3 DHERITIE D FERD R T 25A 1L O FIAA MY K3 Z
&, Grade3 LA E® Infusion reaction 78 3[Rl = - 7235413 DARZALEX D¢
HZ2 KRNI 5 2 &,

. Graded (ZEf%xE7T) : DARZALEX O¥ 5.2 KkEHic i+ 5 2 &,
HERGF R
FIESES

Infusion reaction D U A 7 ZBEi+ 5728, T _XRTOBEFIT LT, fE, KK
Beh 1~3WEHATIZ, AR ORIEEEZITY Z &,
caFaRToA KRR SO R

H A

AFNT L R=vrr100mg, IIHY EE kN &E S, 2B O#5%1E
anFazrref ReEELTHLEWY (AFL7L RF=vrr 60mgzifkd X
IEFR RN 5

PEA S

TXY AKX 20mg &, A, AREIEEGERCHTR G,

FRY ALY 0%, AFWIEREGANIIEEIRNE S L, 25 3 L&D R 512

TR OEGZRET L TH RV,

EEFE (72 FT X 7 = 650 ~1000 mg % 1 #5-)

e AZ I VA (YT RT 22 25~50 mg XA Y & AR 0 SUTERIR
N#EH)

FEFEME Infusionreaction D U A 7 BT 5728, TXTOREFIIH LT, L

ToLBYBRBEEITHI Z L,

H A

AFNBE G T HITER, O arFazxsaf K (AFALT L R=yry»

20 mg SRS EO IR DU RFEEWERR 2V F 2 27 1 A R 445 Hiuliko £

IZIGE L C) Z2HME ARG D2 (B5EBICELE) .

D

AFNBEGOBEBIZ20mg L TOBEHBEAT LT L =y rr, IHYEOR

A% 2L TH R,

—J, REZGOBAIC, ZREEHEROHAEL LTarFaxTas R
BIZIEXT YA ZY V) ZHRET D561, BNMOBREITLERNGS

N5,

S O \IBMERAZEME MR B OB EZH T 2 B IZ O W T T T, ERFREERR
K ORI ERABI RS IERI L OB A T v F axTa A ReEno %G oul
TZOWTERETHZ &, D 4REE L%, B ITEKZ Infusion reaction
DEEBL L TV WEETE, DRRIER A L D% BEEEZ P IELTH L0,
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k74 DARZALEX 7%

HRES OFR TS
HRIIE OFRTBE D=, HL7 A NV AT 5% DARZALEX #¢ 5B 144
LEBICINICBRIA L, RIBFEKETH% D 3V ARG L5 2 &,

HER

DARZALEX O EITEN O Divzevy, MkaEalt 2 38 L= 5a sk 3 ml1E
TAHETHEEEZFHE->TH RV, DARZALEX IZ0EH T A AN DWW T OB HIL,
RUEEE DI T IFR A SR,

BED-HDAS

DARZALEX (X 1[EfV 810 Th 5,

UTD LT, EEEBEEZIT- Al K2R 5 2 &,

- ABEE I D DARZALEX ik OG-8 (mg) , & (mL) , KOWAZER

DARZALEX O/3A TNV % BEHE D FEEIZESWTEHETLHZ &,

- DARZALEX BN IO~ RSO TH D AR T 5 2 &y RNBARL T,
o, XNXZE DO RN S DIGEIIMEH L nwZ &

- DARZALEX Bk DB L RO KEIF T 0.9%HE kT b U o7 LTSI
BUR /N> 7 s BEsmbERETHZ L,

- WD DARZALEX IR 2 P & BV, 2% 3IZRLHED K 9 1K [E SR 0.9%
BT NV O LAEHIEEER T8RNy 7 s RERIIINZ 5 Z L2 X0 i)
REICHIRT L L, ik Ny 7 - e, RV keE=1, R 7y
vy, RUVx=FLy, UIRVALVT7 4 BEY (R 7L r+RY =F
L) floOWTNTRITIER B0, W2 EEREE T AR5,
A T IVDORSEH OFERIFRURI I T H Z &,

AN > T R ORI, WREIRAT 5, IRVIBE RV &,

CFER OB T ORI OB ERIC B W T HEERIR Y, #HRICRIIRE
FEOECOFBZIOWTHRBET L2, ¥T7V LA TIEAE THHT-
O, RERICIEF NS RS~ EBEAMER 3B ETHZ 03
%, RBHRKRIA, ZRAXITZFOMO BN BRI X 0RO bS53
ALz &,

- DARZALEX |[ZIZRFANTE TV ez, FRiRikIE=EE [15~25°C
(59~77°F) 1 2 O T CEBICKET S Z &, FRAERITEIR CRE
155 (B G5EFRI 2 & Te) BRIFLTH RV,

CEDICERE LeWGaE, BEGRIOARERIIAE [2~8°C (36~46°F) |
MO U 24 MMRIET D 2 N TE 5, W LW &y

®rE

- WEBRAT LTS AT, WIRESIRICRT, A4y, BE, M adxy
7 —, ROEARBEEOBEWARY =—FT )V AVER T 4 )V F— (FLFE 0.22
iE02um) i EFEMERES & ST Y PR L ATEEREIC L0 AR




25 h~T 1.6 FNENZ I T AR E IR 5 &
fR5E4 DARZALEX 1:5Hi%
a5 ITHrZE, RVgLvry, RYT7H2Vxzy, RUEHE=L, R
Tarry, IRV zFLrroflondhnokbsty R LA T
ANSPATAN
- R O SR ARV OT=DITRF L2 &, Rl T BESEY
VLA Ik D HH AR I > T35 2 &,
- DARZALEX Z MDA L Rl CFRIRT 4 > CTOFHE G LanZ &,
IS L
#r g (Mg | Infusion reaction
M EoEE DARZALEX |, HEJFE® Infusionreaction # 3| X 292 2356 %, Infusion

reaction [T 2HBFE DRI TH B, TOIEE A EFHIEERSHIZHEE LT,

Infusion reaction |%, 2FEIHLEOHEGHRICHE I DI ENH D, R UL
DARZALEX #5447 1% 4 FFEI LANIZIEIEF =T Infusion reaction 73 7+ H L7z,

BRIREUIRIC I 1T D% IEDBH AR T, 5% xR 48K £ T Infusion reaction
NI B T,

RUE SRR, IRFAFRIE, PRI, @i, EIEVEAE, M OKIEE ST
O Infusion reaction 237 HAV7=, M S OVEMRITIE, SPH, BXuk, WEMESIGE 72
EOMEYIERR, WONZESE, EH, ROELREEND Z ERH D, (KK TH
DIVDIERITITN, 7 L AF—MERK, BE, MEAHRE, £ 95EE, KUK
MERSH 5,

ie A X I UAl, K, ROanrFazTof ReRaicBgicgks+s2
Lo RTHBIGEN BT EToOMY, HBICEEZFLE=F )/ T52 L, HEE

(22373 559 Infusion reaction 252 Z - 72854 1% DARZALEX 05z Hkr L, &
%LEELTE%E’JF‘:@%F‘%%?é L, &% 3 Infusion reaction (Grade
4) P Z 5725 G1E DARZALEX LA IEd 5 2 &, Gradel, 2, XX 3D
Infusion reaction 237« H U 7- FREFIZOWTCIE, HGHELZ TP CREFEHRT 5 Z
bl

E%ﬁnmmm@Mm@0x7%%ﬁ¢ékb DARZALEX #iiif& T

, TRTCOBHFIZH ULEOaLVFaxTaf ReEHET5 2 L, BN
mr%®%&%ﬁ¢é%%_ X, BMOBEEEIT, MR OHE~DULE

DLBEERDGELH 5, BIEPAZEMEMEBRBF IO T, ERH L DR
ME AR RS ZIRERI L O A 2 VT a AT a A ROWMFERGT5 2 L,

REMBTRE~DTS
X7 A TIARER Eoo CD3BICHEG L, M7 v ) il (M
— L ZRER) THMEEZ RS, ¥ TV AT EMNE LR v 7Y RS
B, X7V L~TOEMKTHEREDAMBMEE 2D Z 03 ® D, ARIMMER
WZREA L& 7Y L~ 70, B OMIEF ORIFURIZ - 5 Hril o8k 4 #ik
#éow%@A&Jﬁ&URhﬁ@M@@ﬂE’%@@ﬁwo
Z DO MIEREBR~D T >V Tl o % — (2% L, DARZALEX NI
&ﬁéht_k%mﬁﬂ/y TRt 2 2 & DARZALEX O # 5-BH#A
WCEBEODER OARY ) —= TR 52 L,




AN L6 AMENC I T B R AR 2 BE9 2 &k

W 7e 44 DARZALEX {EHHE
YFeREkiE D IE
DARZALEX (%, ff3 2 23 EE SRS K J 5 4F P ERIUDIE D3 8L % 1
MSHDHAREENR S D,

DARZALEX B¢ 5-411%, (FH T 2 255 HlE3EIC B9 2 RS 3EE O 5 TRz
o T, RIMERFEEE EHHNCET 5, HFPERB/EZ R LTz BE Tl
DA E=42Y 745, HFHERNEIET S F TDARZALEX O 5 % 1F-> T

H BV, DARZALEX OJEEIIEID S ey, lER T X D KRk 25 E T
HI &,

/R R A FE

DARZALEX (%, fFHT 2 &5 BEIESK LK 9~ 2 i/ N A E 0 58 3 % 1
MESHDHAREENR S D,

DARZALEX $¢5-711%, OfH3 % 23 a s3I B3 2 RE3EE O 05 5
IZE> C, SERMEREE % EHHNCE T 5, M/MRAEIES 2 ET
DARZALEX O#¢5-%2F5->TH BV, DARZALEX OJEIZEID H AL/, i
\ZRDXFHRIEAZBE T HZ L,

TEEPHE~DTFH
XT3 A=, NWEEMEADBKE=4V U 7IEH SN MEEAE
KB B OV [E VL Ol 5 TR ATRE/R B MR IgG k& / 7 o —F AHUATH

5, ZOTUWNLIgG k BUEHEIEE A 2H 9 2 BT L - TL5ee =2 M O B
TTOHEICHEE KIET RN D D,
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£ 16-2FMIZEITZ 4S5 Y LR T A TRFOADRR

Wi 7E4 DARZALEX 20 mg/mL 7 &+ F i i 51

ARSI | 20164 5 A (HAIFRE) , 201744 A (DFAFERE)

FE - a8 |« 5mLAAATIH, TV Ah~7100mg & H

e 20mL AT, XTY =T 400mg E A

BhEE - 2h5%: | (DARZALEX HAREL LTC) a7 7 Y — AER K O il 5 &2 & el
IGWIEZA L, EITOIRRICK U CREEIT 28 Lo B3 SUTERAEO 2R
BENE R B DIRE

(DARZALEX i LTC) LU R REOT VA XY IR LT Y
STREORTIY AL O T, 1V X L EORTEEREE 244 5 25810

B RIERR N B DGR
ik - & | =z

DARZALEX OHAFIEL LT U R R e OPFFREOEER & (4EY A
T AL)
DARZALEX OHEREH &IX 16 mglkg AE TH Y, LIFOR LIIRTHEGA TV 2
— U > THRIEFET 5,

%= 1: DARZALEX QHEFIEER VLT K FEDHRABEDIZELEML
BEXS5Ta—)L GEYALIILLDAY)

i R a—)v
1~8if H i (Gt 8[EI#5.)
9~243HH ? 2 AR (G 8[El#5.)

253 H LIKE, BT E TP 4 A IR

a 2BMEEE A Y 2 — L ofEEET 9 A
b, AMEMNEHEG A7 Y o — L of)E# 513 251 H

RNT Y I 7L OURREOFTE I NG AV a— GRS 711

AY)
DARZALEX OHEREH &EIX 16 mglkkg KETH Y, R2DEEG AT ¥ 2 — /it
TRIEFHET D,
% 2 : DARZALEX L RILT YV I T L DHREEDAR IS
BEXRTVa—)L GAYAIILLIAY)
pli] AR a—)b
1~9J8 H il (GF o)
10~2438 F @ MR GF5E#S)
2508 H LA, BB TE TP 43E R

a 3WRREG A7 Y 2 —LOyEEHEIZ 108 B
b. 4BERRERSE A7 Y 2 — L oyaldE % 258 5

BRGEE

DARZALEX 1%, 7R, T 3R HIa% G T At & LT
54252 L, BE5HEOMWEIZOVW T, Infusionreaction 23 L7= 2 & D7
e DHETT D Z L,




VAN 1.6 SMENCF 1T D4 R I B3 5 &k
H5e4 DARZALEX 20 mg/mL 15 i S 1
* 3 REI5HE
FREER | PIEHRESERE BEHERME® | BRREERE
(HHD 18
)

AE# B 1000 mL 50 mL/ff 1R Z &1 200 mL/#F

50 mL/FE
2@ B OEE" | 500mL 50 mL /I (S R i 200 mL /i

50 mL/mE
3EIHLARED# | 500 mL 100 mL /i 1 =& 200 mL/Hf
E.° 50 mL /i
& FE I OWIHEIC W T, Infusionreaction Z 3L L72 Z L O WEE O ETT S 2

L,

P DARZALEX O HIZE T, #54% 3HERHLANIC Grade 1 LL E @ Infusion reaction
WHRI LN T2GEO AR 00 mL 2 1325 2 £, DA OEE IR
i F i 1000 mL B ORI $ B 5 1% A flife L TV S

¢ DARZALEX OO 2[EOEEIZEWT, 100 mL/RFLL o Fe &P 5f T Grade 1 LA
o Infusion reaction 2355 U 72 o 72356 D & 38l H LA O 538 % 2 995, <
LS DY

Yrtrid 2 B OG- T5iE kR L TRV D

Infusion reaction & &%
Infusion reaction D U A 7 Z 8T 572, AFEGANIAHEIEZITO 2 L.
Grade/ﬁff“%ﬁ'ﬁzb?“ Infusion reaction 73 % H V7= 3551%, AFIORE % EH
WL, SERICRHLT 5,
Infusion reaction ~OXHALIZER L CiX, BAFICHRO &R0, BHHEDK T X
G TIERNEERDZEND D,
- Grade1~2 (fE~H4EE) : Infusion reaction
Infusion reaction 2352 & o 72 & 5 EE D45 LR O E TR G- 2 HER9 5 Z
L. £ D%, Infusionreaction (ZFE D RS FEHL L 2 1M, FRIRAYIC#E D)
72 f RO EE 200 mL/RF £ T OHINNE & kR THEL B L Tb Xuv (&
3 .

- Grade3 (FEE) : Infusion reaction |Zf¥ 5 FEMR 3 [EIFE VK ES, Infusion reaction
ﬁ‘%ﬁfﬁbtﬁf@# YUT TERGOBBLHTLZ L, D%, JERA
FEHL L2, sEE g & R CHEEA BB LTH v (£3) .
Grade 3 D H 5| Hﬁ?fﬂti) SRS LG AT EFROFIAEZEE K Z &,
Grade 3L =® Infusion reaction 7% 3[FiE = - 723541, DARZALEX O 5-
KI5 2 &,

EHT)

(ZHE D FER DS [ IR E,

. Graded (A:fn

REZIEI
TELEEBY DARZALEX # & 5 TE o281, TE AR B0k E
ATV, BHERT Vo — VA ERE L TR MR A RS S 2 L,

: DARZALEX O 5-Z kfelc k425 2 &,




AN o

L6 AMENC I T B R AR 2 BE9 2 &k

Hix

—t=
Ju

4

DARZALEX 20 mg/mL 7345 1 7 fe )
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DARZALEX® safely and effectively. See full prescribing information for
DARZALEX.

DARZALEX (daratumumab) injection, for intravenous use
Initial U.S. Approval —2015

-------------------------- RECENT MAJOR CHANGES

Indications and Usage (1) 1172016
Indications and Usage (1) 06/2017
Dosage and Administration (2.2, 2.3, 2.4) 11/2016
Dosage and Administration (2.1) 06/2017
Warnings and Precautions (5.1, 5.3, 5.4) 11/2016

INDICATIONS AND USAGE

DARZALEX is a CD38-directed cytolytic antibody indicated:

I in combination with lenalidomide and dexamethasone, or bortezomib and
dexamethasone, for the treatment of patients with multiple myeloma who
have received at least one prior therapy

! in combination with pomalidomide and dexamethasone for the treatment of
patients with multiple myeloma who have received at least two prior
therapies including lenalidomide and a proteasome inhibitor

! as monotherapy, for the treatment of patients with multiple myeloma who
have received at least three prior lines of therapy including a proteasome
inhibitor (PI) and an immunomodulatory agent or who are double-
refractory to a PI and an immunomodulatory agent. (1)

Pre-medicate with corticosteroids, antipyretics and antihistamines. (2.2)
Dilute and administer as an intravenous infusion. (2.4, 2.5)
Recommended dose is 16 mg/kg actual body weight according to the
following schedule.

Monotherapy and in combination with lenalidomide or pomalidomide and
low-dose dexamethasone:

Weeks 1 to 8 weekly (total of 8 doses)

Weeks 9 to 24 every two weeks (total of 8 doses)
Week 25 onwards until disease every four weeks

progression

In combination with bortezomib and dexamethasone:

Weeks 1to 9 weekly (total of 9 doses)

Weeks 10 to 24 every three weeks (total of 5 doses)
Week 25 onwards until disease every four weeks

progression

Administer post-infusion medications. (2.2)

Injection:
I 100 mg/5 mL solution in a single-dose vial (3)
I 400 mg/20 mL solution in a single-dose vial (3)

CONTRAINDICATIONS

! Infusion reactions: Interrupt DARZALEX infusion for infusion reactions of
any severity. Permanently discontinue the infusion in case of life-
threatening infusion reactions. (2.1, 5.1)

I Interference with cross-matching and red blood cell antibody screening:
Type and screen patients prior to starting treatment. Inform blood banks
that a patient has received DARZALEX. (5.2, 7.1)

I Neutropenia: Monitor complete blood cell counts periodically during
treatment. Monitor patients with neutropenia for signs of infection. Dose
delay may be required to allow recovery of neutrophils. (5.3)

I Thrombocytopenia: Monitor complete blood cell counts periodically during
treatment. Dose delay may be required to allow recovery of platelets. (5.4)

ADVERSE REACTIONS
The most frequently reported adverse reactions (incidence >20%) in clinical
trials were: infusion reactions, neutropenia, thrombocytopenia, fatigue,
nausea, diarrhea, constipation, vomiting, muscle spasms, arthralgia, back pain,
pyrexia, chills, dizziness, insomnia, cough, dyspnea, peripheral edema,
peripheral sensory neuropathy and upper respiratory tract infection. (6.1)

Toreport SUSPECTED ADVERSE REACTIONS, contact Janssen
Biotech, Inc. at 1-800-526-7736 (1-800-JANSSEN) or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 6/2017
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
DARZALEX isindicated:

I in combination with lenalidomide and dexamethasone, or bortezomib and dexamethasone,
for the treatment of patients with multiple myeloma who have received at least one prior

therapy.

I in combination with pomalidomide and dexamethasone for the treatment of patients with
multiple myeloma who have received at least two prior therapies including lenalidomide and
a proteasome inhibitor.

I as monotherapy, for the treatment of patients with multiple myeloma who have received at
least three prior lines of therapy including a proteasome inhibitor (Pl) and an
immunomodulatory agent or who are double-refractory to a Pl and an immunomodulatory

agent.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dose and Schedule

I Administer pre-infusion and post-infusion medications [see Dosage and Administration

2.2)].

I Administer only as an intravenous infusion after dilution in 0.9% Sodium Chloride Injection,
USP [ see Dosage and Administration (2.4, 2.5)] .

I DARZALEX should be administered by a healthcare professional, with immediate access to
emergency equipment and appropriate medical support to manage infusion reactions if they
occur [ see Warnings and Precautions (5.1)] .

Monotherapy and Combination Therapy with Lenalidomide or Pomalidomide and Low-
Dose Dexamethasone (4-week cycle regimens)

The recommended dose of DARZALEX is 16 mg/kg actual body weight administered as an
intravenous infusion according to the following dosing schedule in Table 1.

Table 1: DARZALEX dosing schedule for monotherapy and in combination with
lenalidomide or pomalidomide (4-week cycle dosing regimens)

Weeks Schedule

Weeks1to 8 weekly (total of 8 doses)

Weeks 9 to 24* every two weeks (total of 8 doses)

Week 25 onwards until disease progression” every four weeks

a
b

First dose of the every-2-week dosing scheduleis given at week 9
First dose of the every-4-week dosing scheduleis given at week 25




For dosing instructions of combination agents administered with DARZALEX, see Clinical
Sudies (14.1, 14.3) and manufacturer’s prescribing information.

Combination Therapy with Bortezomib and Dexamethasone (3-week cycle regimen)
The recommended dose of DARZALEX is 16 mg/kg actual body weight administered as an
intravenous infusion according to the following dosing schedule in Table 2:

Table 2: DARZALEX dosing schedule with bortezomib (3-week cycle dosing regimen)
Weeks Schedule

Weeks 1 to 9 weekly (total of 9 doses)

Weeks 10 to 24" every three weeks (total of 5 doses)

Week 25 onwards until disease progression” every four weeks

*  First dose of the every-3-week dosing schedule is given at week 10

> First dose of the every-4-week dosing schedule is given at week 25

For dosing instructions of combination agents administered with DARZALEX see Clinical
Sudies (14.2) and manufacturer’s prescribing information.

Missed DARZALEX Doses

If a planned dose of DARZALEX is missed, administer the dose as soon as possible and adjust
the dosing schedule accordingly, maintaining the treatment interval.

Infusion Rates and Management of Infusion Reactions
Administer DARZALEX infusion intravenously at the infusion rate described below in Table 3.
Consider incremental escalation of the infusion rate only in the absence of infusion reactions.

Table 3: Infusion ratesfor DARZALEX administration
Dilution Initial rate (first Rate Maximum rate
volume hour) increment®
First infusion 1000 mL 50 mL/hour 50 mL/hour 200 mL/hour
every hour
Second infusion” 500 mL 50 mL/hour 50 mL/hour 200 mL/hour
every hour
Subsequent infusions’ 500 mL 100 mL/hour 50 mL/hour 200 mL/hour
every hour
; Consider incremental escalation of the infusion rate only in the absence of infusion reactions.

Use a dilution volume of 500 mL only if there were no Grade 1 (mild) or greater infusion reactions during the
first 3 hours of the first infusion. Otherwise, continue to use a dilution volume of 1000 mL and instructions for
the first infusion.

Use a modified initial rate for subsequent infusions (i.e. third infusion onwards) only if there were no Grade 1
(mild) or greater infusion reactions during a final infusion rate of >100 mL/hr in the first two infusions.
Otherwise, continue to use instructions for the second infusion.

For infusion reactions of any grade/severity, immediately interrupt the DARZALEX infusion and
manage symptoms. Management of infusion reactions may further require reduction in the rate




of infusion, or treatment discontinuation of DARZALEX as outlined below [see Warnings and
Precautions (5.1)].

Grade 1-2 (mild to moderate): Once reaction symptoms resolve, resume the infusion at no
more than half the rate at which the reaction occurred. If the patient does not experience any
further reaction symptoms, infusion rate escalation may resume at increments and intervals
as clinically appropriate up to the maximum rate of 200 mL/hour (Table 3).

Grade 3 (severe): Once reaction symptoms resolve, consider restarting the infusion at no
more than half the rate at which the reaction occurred. If the patient does not experience
additional symptoms, resume infusion rate escalation at increments and intervals as outlined
in Table 3. Repeat the procedure above in the event of recurrence of Grade 3 symptoms.
Permanently discontinue DARZALEX upon the third occurrence of a Grade 3 or greater
infusion reaction.

Grade 4 (life threatening): Permanently discontinue DARZALEX treatment.

2.2 Recommended Concomitant Medications

Pre-infusion Medication

Administer the following pre-infusion medications to reduce the risk of infusion reactions to all
patients 1-3 hours prior to every infusion of DARZALEX:

Corticosteroid (long-acting or intermediate-acting)
Monotherapy:

Methylprednisolone 100 mg, or equivalent, administered intravenously. Following the
second infusion, the dose of corticosteroid may be reduced (oral or intravenous
methyl prednisolone 60 mg).

Combination therapy:

Administer 20 mg dexamethasone prior to every DARZALEX infusion [Clinical Studies
(14)].

Dexamethasone is given intravenously prior to the first DARZALEX infusion and oral
administration may be considered prior to subsequent infusions.

Antipyretics (oral acetaminophen 650 to 1000 mg)

Antihistamine (oral or intravenous diphenhydramine 25 to 50 mg or equivalent).

Post-infusion Medication

Administer post-infusion medication to reduce the risk of delayed infusion reactions to all
patients as follows:



Monotherapy:

Administer oral corticosteroid (20 mg methylprednisolone or equivalent dose of an
intermediate-acting or long-acting corticosteroid in accordance with local standards) on
each of the 2 days following all DARZALEX infusions (beginning the day after the
infusion).

Combination therapy:

Consider administering low-dose oral methylprednisolone (<20 mg) or equivalent, the
day after the DARZALEX infusion.

However, if a background regimen-specific corticosteroid (e.g. dexamethasone) is
administered the day after the DARZALEX infusion, additional post-infusion
medications may not be needed [see Clinical Sudies (14)] .

In addition, for any patients with a history of chronic obstructive pulmonary disease, consider
prescribing post-infusion medications such as short and long-acting bronchodilators, and inhaled
corticosteroids. Following the first four infusions, if the patient experiences no major infusion
reactions, these additional inhaled post-infusion medications may be discontinued.

Prophylaxis for Herpes Zoster Reactivation
Initiate antiviral prophylaxis to prevent herpes zoster reactivation within 1 week after starting
DARZALEX and continue for 3 months following treatment [ see Adverse Reactions (6.1)] .

2.3 Dose Modifications

No dose reductions of DARZALEX are recommended. Dose delay may be required to allow
recovery of blood cell counts in the event of hematological toxicity [see Warnings and
Precautions (5.3, 5.4)]. For information concerning drugs given in combination with
DARZALEX, see manufacturer’s prescribing information.

2.4 Preparation for Administration
DARZALEX is for single use only.

Prepare the solution for infusion using aseptic technique as follows:

I Calculate the dose (mg), total volume (mL) of DARZALEX solution required and the
number of DARZALEX vials needed based on patient actual body weight.

I Check that the DARZALEX solution is colorless to pale yellow. Do not use if opaque
particles, discoloration or other foreign particles are present.

I Remove a volume of 0.9% Sodium Chloride Injection, USP from the infusion bag/container
that is equal to the required volume of DARZALEX solution.



Withdraw the necessary amount of DARZALEX solution and dilute to the appropriate
volume by adding to the infusion bag/container containing 0.9% Sodium Chloride Injection,
USP as specified in Table 3 [ see Dosage and Administration (2.1)] . Infusion bags/containers
must be made of either polyvinylchloride (PVC), polypropylene (PP), polyethylene (PE) or
polyolefin blend (PP+PE). Dilute under appropriate aseptic conditions. Discard any unused
portion left in the vial.

Gently invert the bag/container to mix the solution. Do not shake.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. The diluted solution may
develop very small, translucent to white proteinaceous particles, as daratumumab is a protein.
Do not useif visibly opague particles, discoloration or foreign particles are observed.

Since DARZALEX does not contain a preservative, administer the diluted solution
immediately at room temperature 15°C-25°C (59°F-77°F) and in room light. Diluted
solution may be kept at room temperature for a maximum of 15 hours (including infusion
time).

If not used immediately, the diluted solution can be stored prior to administration for up to
24 hours at refrigerated conditions 2°C — 8°C (36°F46°F) and protected from light. Do not
freeze.

2.5 Administration

If stored in the refrigerator, allow the solution to come to room temperature. Administer the
diluted solution by intravenous infusion using an infusion set fitted with a flow regulator and
with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone (PES) filter
(pore size 0.22 or 0.2 micrometer). Administration sets must be made of either polyurethane
(PU), polybutadiene (PBD), PVC, PP or PE.

Do not store any unused portion of the infusion solution for reuse. Any unused product or
waste material should be disposed of in accordance with local requirements.

Do not infuse DARZALEX concomitantly in the same intravenous line with other agents.

3 DOSAGE FORMS AND STRENGTHS
DARZALEX isacolorlessto pale yellow, preservative-free solution available as:

Injection:

100 mg/5 mL (20 mg/mL) in asingle-dose vial.

400 mg/20 mL (20 mg/mL) in asingle-dose vial.



4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Infusion Reactions

DARZALEX can cause severe infusion reactions. Approximately half of al patients experienced
areaction, most during the first infusion.

Infusion reactions can also occur with subsequent infusions. Nearly all reactions occurred during
infusion or within 4 hours of completing DARZALEX. Prior to the introduction of post-infusion
medication in clinical trials, infusion reactions occurred up to 48 hours after infusion.

Severe reactions have occurred, including bronchospasm, hypoxia, dyspnea, hypertension,
laryngeal edema and pulmonary edema. Signs and symptoms may include respiratory symptoms,
such as nasal congestion, cough, throat irritation, as well as chills, vomiting and nausea. Less
common symptoms were wheezing, alergic rhinitis, pyrexia, chest discomfort, pruritus, and
hypotension [ see Adverse Reactions (6.1)] .

Pre-medicate patients with antihistamines, antipyretics and corticosteroids. Frequently monitor
patients during the entire infusion. Interrupt DARZALEX infusion for reactions of any severity
and institute medical management as needed. Permanently discontinue DARZALEX therapy for
life-threatening (Grade 4) reactions. For patients with Grade 1, 2, or 3 reactions, reduce the
infusion rate when re-starting the infusion [ see Dosage and Administration (2.1)].

To reduce the risk of delayed infusion reactions, administer oral corticosteroids to all patients
following DARZALEX infusions [ see Dosage and Administration (2.2)] . Patients with a history
of chronic obstructive pulmonary disease may require additional post-infusion medications to
manage respiratory complications. Consider prescribing short- and long-acting bronchodilators
and inhaled corticosteroids for patients with chronic obstructive pulmonary disease.

5.2 Interference with Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs) and results in a positive Indirect
Antiglobulin Test (Indirect Coombs test). Daratumumab-mediated positive indirect antiglobulin
test may persist for up to 6 months after the last daratumumab infusion. Daratumumab bound to
RBCs masks detection of antibodies to minor antigens in the patient’s serum® [see References
(15)]. The determination of a patient’'s ABO and Rh blood type are not impacted [see Drug
Interactions (7.1)] .

Notify blood transfusion centers of this interference with serological testing and inform blood
banks that a patient has received DARZALEX. Type and screen patients prior to starting
DARZALEX.



5.3 Neutropenia

DARZALEX may increase neutropenia induced by background therapy [ see Adverse Reactions
(6.1)].

Monitor complete blood cell counts periodically during treatment according to manufacturer’s
prescribing information for background therapies. Monitor patients with neutropenia for signs of
infection. DARZALEX dose delay may be required to allow recovery of neutrophils. No dose
reduction of DARZALEX isrecommended. Consider supportive care with growth factors.

5.4 Thrombocytopenia

DARZALEX may increase thrombocytopenia induced by background therapy [see Adverse
Reactions (6.1)] .

Monitor complete blood cell counts periodicaly during treatment according to manufacturer’s
prescribing information for background therapies. DARZALEX dose delay may be required to
allow recovery of platelets. No dose reduction of DARZALEX is recommended. Consider
supportive care with transfusions.

5.5 Interference with Determination of Complete Response

Daratumumab is a human 1gG kappa monoclonal antibody that can be detected on both, the
serum protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical
monitoring of endogenous M-protein [see Drug Interactions (7.1)] . This interference can impact
the determination of complete response and of disease progression in some patients with 1gG
kappa myeloma protein.

6 ADVERSE REACTIONS
The following serious adverse reactions are also described elsewhere in the labeling:

I Infusion reactions [ see Warning and Precautions (5.1)] .
I Neutropenia [ see Warning and Precautions (5.3)] .
I Thrombocytopenia [ see Warning and Precautions (5.4)] .

6.1 Adverse Reactions in Clinical Trials

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.

The safety data described below reflects exposure to DARZALEX (16 mg/kg) in 820 patients
with multiple myeloma including 526 patients from two Phase 3 active-controlled trials who
received DARZALEX in combination with either lenalidomide (DRd, n=283; Study 3) or
bortezomib (DVd, n=243; Study 4) and five open-label, clinical trials in which patients received



DARZALEX either in combination with pomalidomide (DPd, n=103; Study 5), in combination
with lenalidomide (n=35), or as monotherapy (n=156).

Combination Treatment with Lenalidomide

Adverse reactions described in Table 4 reflect exposure to DARZALEX (DRd arm) for a median
treatment duration of 13.1 months (range: 0 to 20.7 months) and median treatment duration of
12.3 months (range: 0.2 to 20.1 months) for the lenalidomide group (Rd) in Study 3. The most
frequent adverse reactions (>20%) were infusion reactions, diarrhea, nausea, fatigue, pyrexia,
upper respiratory tract infection, muscle spasms, cough and dyspnea. The overall incidence of
serious adverse reactions was 49% for the DRd group compared with 42% for the Rd group.
Serious adverse reactions with at least a 2% greater incidence in the DRd arm compared to the
Rd arm were pneumonia (12% vs Rd 10%), upper respiratory tract infection (7% vs Rd 4%),
influenza and pyrexia (DRd 3% vs Rd 1% for each).

Adverse reactions resulted in discontinuations for 7% (n=19) of patients in the DRd arm versus
8% (n=22) in the Rd arm.

Table 4: Adverse reactions reported in > 10% of patients and with at least a 5% frequency greater in the
DRd arm in Study 3
Adverse Reaction DRd (N=283) % Rd (N=281) %
Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4

Infusion reactions® 48 5 0 0 0 0
Gastrointestinal disorders

Diarrhea 43 5 0 25 3 0

Nausea 24 1 0 14 0 0

Vomiting 17 1 0 5 1 0
General disorders and administration site conditions

Fatigue 35 6 <1 28 2 0

Pyrexia 20 2 0 11 1 0
Infections and infestations

Upper respiratory

tract infection” 65 6 <1 51 4 0
Musculoskeletal and connective tissue disorders

Muscle spasms | 26 |1 | 0 [ 19 | 2 | 0
Nervous system disorders

Headache | 13 K | 0 |7 | 0 | 0
Respiratory, thoracic and mediastinal disorders

Cough® 30 0 0 15 0 0

Dyspnea’ 21 3 <1 12 1 0

Key: D=daratumumab, Rd=lenalidomide-dexamethasone.

*  Infusion reaction includes terms determined by investigators to be related to infusion, see description of Infusion Reactions
below.

upper respiratory tract infection, bronchitis, sinusitis, respiratory tract infection viral, rhinitis, pharyngitis, respiratory tract
infection, metapneumovirus infection, tracheobronchitis, viral upper respiratory tract infection, laryngitis, respiratory
syncytial virus infection, staphylococcal pharyngitis, tonsillitis, viral pharyngitis, acute sinusitis, nasopharyngitis,
bronchiolitis, bronchitis viral, pharyngitis streptococcal, tracheitis, upper respiratory tract infection bacterial, bronchitis
bacterial, epiglottitis, laryngitis viral, oropharyngeal candidiasis, respiratory moniliasis, viral rhinitis, acute tonsillitis,
rhinovirus infection

cough, productive cough, allergic cough

dyspnea, dyspnea exertional




Laboratory abnormalities worsening during treatment from baseline listed in Table 5.

Table5: Treatment-emer gent hematology laboratory abnor malitiesin Study 3

DRd (N=283) % Rd (N=281) %

Any Grade Grade3 Grade4 All Grades Grade3 Grade4
Anemia 52 13 0 57 19 0
Thrombocytopenia 73 7 6 67 10 5
Neutropenia 92 36 17 87 32 8
Lymphopenia 95 42 10 87 32 6

Key: D=Daratumumab, Rd=lenalidomide-dexamethasone.

Combination Treatment with Bortezomib

Adverse reactions described in Table 6 reflect exposureto DARZALEX (DVd arm) for amedian
treatment duration of 6.5 months (range: 0 to 14.8 months) and median treatment duration of
5.2 months (range: 0.2 to 8.0 months) for the bortezomib group (Vd) in Study 4. The most
frequent adverse reactions (>20%) were infusion reactions, diarrhea, peripheral edema, upper
respiratory tract infection, peripheral sensory neuropathy, cough and dyspnea. The overall
incidence of serious adverse reactions was 42% for the DVd group compared with 34% for the
Vd group. Serious adverse reactions with at least a 2% greater incidence in the DVd arm
compared to the Vd arm were upper respiratory tract infection (DVd 5% vs Vd 2%), diarrhea and

atria fibrillation (DVd 2% vs Vd 0% for each).

Adverse reactions resulted in discontinuations for 7% (n=18) of patientsin the DVd arm versus
9% (n=22) inthe Vd arm.
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Table 6:

DVd arm Study 4

Adverse reactions reported in > 10% of patients and with at least a 5% frequency greater in the

Adverse Reaction DVd (N=243) % Vd (N=237) %
Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4

Infusion reactions” 45 9 0 0 0 0
Gastrointestinal disorders

Diarrhea 32 3 <1 22 1 0

Vomiting 11 0 0 4 0 0
General disorders and administration site conditions

Edema peripheral® 22 1 0 13 0 0

Pyrexia 16 1 0 11 1 0
Infections and infestations

Upper respiratory tract

infection® 44 6 0 30 3 <1
Nervous system disorders

Peripheral sensory

neuropathy 47 5 0 38 6 <1
Respiratory, thoracic and mediastinal disorders

Cough’ 27 0 0 14 0 0

Dyspnea’® 21 4 0 11 1 0

Key: D=daratumumab, V d=bortezomib-dexamethasone.

& Infusion reaction includes terms determined by investigators to be related to infusion, see description of Infusion Reactions
below.

edema peripheral, edema, generalized edema, peripheral swelling

upper respiratory tract infection, bronchitis, sinusitis, respiratory tract infection viral, rhinitis, pharyngitis, respiratory tract
infection, metapneumovirus infection, tracheobronchitis, viral upper respiratory tract infection, laryngitis, respiratory
syncytia virus infection, staphylococcal pharyngitis, tonsillitis, viral pharyngitis, acute sinusitis, nasopharyngitis,
bronchiolitis, bronchitis viral, pharyngitis streptococcal, tracheitis, upper respiratory tract infection bacterial, bronchitis
bacterial, epiglottitis, laryngitis viral, oropharyngeal candidiasis, respiratory moniliasis, vira rhinitis, acute tonsillitis,
rhinovirus infection

cough, productive cough, allergic cough

dyspnea, dyspnea exertional

Laboratory abnormalities worsening during treatment are listed in Table 7.

Table 7: Treatment-emergent hematology laboratory abnormalities in Study 4

DVd (N=243) % Vd (N=237) %

Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4
Anemia 48 13 0 56 14 0
Thrombocytopenia 90 28 19 85 22 13
Neutropenia 58 12 3 40 5 <1
Lymphopenia 89 41 7 81 24 3

Key: D=Daratumumab, V d=bortezomib-dexamethasone.

Combination Treatment with Pomalidomide

Adverse reactions described in Table 8 reflect exposure to DARZALEX, pomalidomide and
dexamethasone (DPd) for a median treatment duration of 6 months (range: 0.03 to 16.9 months)
in Study 5. The most frequent adverse reactions (>20%) were infusion reactions, diarrhea,
constipation, nausea, vomiting, fatigue, pyrexia, upper respiratory tract infection, muscle spasms,
back pain, arthralgia, dizziness, insomnia, cough and dyspnea. The overall incidence of serious
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adverse reactions was 49%. Serious adverse reactions reported in >5% patients included
pneumonia (7%). Adverse reactions resulted in discontinuations for 13% of patients.

Table 8: Adverse reactions with incidence >10% reported in Study 5
Body System DPd (N=103)
Adverse Reaction Any Grade (%) Grade 3 (%) Grade 4 (%)
Infusion reactions” 50 4 0
Gastrointestinal disorders
Diarrhea 38 3 0
Constipation 33 0 0
Nausea 30 0 0
Vomiting 21 2 0
General disorders and administration site conditions
Fatigue 50 10 0
Pyrexia 25 1 0
Chills 20 0 0
Edema peripheral’ 17 4 0
Asthenia 15 0 0
Non-cardiac chest pain 15 0 0
Pain 11 0 0
Infections and infestations
Upper respiratory tract infection® 50 4 1
Pneumonia 15 8 2
Metabolism and nutrition disorders
Hypokalemia 16 3 0
Hyperglycemia 13 5 1
Decreased appetite 11 0 0
Musculoskeletal and connective tissue disorders
Muscle spasms 26 1 0
Back pain 25 6 0
Arthralgia 22 2 0
Pain in extremity 15 0 0
Bone pain 13 4 0
Musculoskeletal chest pain 13 2 0
Nervous system disorders
Dizziness 21 2 0
Tremor 19 3 0
Headache 17 0 0
Psychiatric disorders
Insomnia 23 2 0
Anxiety 13 0 0




Table 8: Adverse reactions with incidence >10% reported in Study S

Respiratory, thoracic and mediastinal disorders

Cough® 43 1 0
Dyspnea’ 33 1
Nasal congestion 16 0 0

Key D=Daratumumab, Pd=pomalidomide-dexamethasone.

Infusion reaction includes terms determined by investigators to be related to infusion, see description of Infusion Reactions
below.

edema, edema peripheral, peripheral swelling.

acute tonsillitis, bronchitis, laryngitis, nasopharyngitis, pharyngitis, respiratory syncytial virus infection, rhinitis, sinusitis,
tonsillitis, upper respiratory tract infection

lung infection, pneumonia, pneumonia aspiration

cough, productive cough, allergic cough

dyspnea, dyspnea exertional

Laboratory abnormalities worsening during treatment are listed in Table 9.

Table 9: Treatment-emergent hematology laboratory abnormalities in Study 5
DPd (N=103) %
Any Grade Grade 3 Grade 4
Anemia 57 30 0
Thrombocytopenia 75 10 10
Neutropenia 95 36 46
Lymphopenia 94 45 26

Key: D=Daratumumab, Pd=pomalidomide-dexamethasone.

Monotherapy

The safety data reflect exposure to DARZALEX in 156 adult patients with relapsed and
refractory multiple myeloma treated with DARZALEX at 16 mg/kg in three open-label, clinical
trials. The median duration of exposure was 3.3 months (range: 0.03 to 20.04 months). Serious
adverse reactions were reported in 51 (33%) patients. The most frequent serious adverse
reactions were pneumonia (6%), general physical health deterioration (3%), and pyrexia (3%).

Adverse reactions resulted in treatment delay for 24 (15%) patients, most frequently for
infections. Adverse reactions resulted in discontinuations for 6 (4%) patients.

Adverse reactions occurring in at least 10% of patients are presented in Table 10. Table 11
describes Grade 3—4 laboratory abnormalities reported at a rate of >10%.




Table 10:

Adverse reactions with incidence >10% in patients with multiple myeloma treated with

DARZALEX 16 mg/kg
DARZALEX 16 mg/kg
N=156
Incidence (%)

Adverse Reaction Any Grade Grade 3 Grade 4

Infusion reaction® 48 3 0
General disorders and administration site conditions

Fatigue 39 2 0

Pyrexia 21 1 0

Chills 10 0 0
Respiratory, thoracic and mediastinal disorders

Cough 21 0 0

Nasal congestion 17 0 0

Dyspnea 15 1 0
Musculoskeletal and connective tissue disorders

Back pain 23 2 0

Arthralgia 17 0 0

Pain in extremity 15 1 0

Muscul oskeletal chest pain 12 1 0
Infections and infestations

Upper respiratory tract infection 20 1 0

Nasopharyngitis 15 0 0

Pneumonia’ 11 6 0
Gastrointestinal disorders

Nausea 27 0 0

Diarrhea 16 1 0

Constipation 15 0 0

Vomiting 14 0 0
Metabolism and nutrition disorders

Decreased appetite | 15 | 1 | 0
Nervous system disorders

Headache | 12 | 1 | 0
Vascular disorders

Hypertension | 10 | 5 | 0
& Infusion reaction includes terms determined by investigators to be related to infusion, see below.

Pneumonia also includes the terms streptococcal pneumonia and |obar pneumonia.
Table 11:  Treatment emergent Grade 3-4 laboratory abnormalities (>10%)

Daratumumab 16 mg/kg (N=156)
All Grade (%) Grade 3 (%) Grade 4 (%)

Anemia 45 19 0
Thrombocytopenia 48 10 8
Neutropenia 60 17 3
Lymphopenia 72 30 10
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Infusion Reactions

In clinical trials (monotherapy and combination treatments; N=820) the incidence of any grade
infusion reactions was 46% with the first infusion of DARZALEX, 2% with the second infusion,
and 3% with subsequent infusions. Less than 1% of patients had a Grade 3 infusion reaction with
second or subsequent infusions.

The median time to onset of a reaction was 1.4 hours (range: 0.02 to 72.8 hours). The incidence
of infusion modification due to reactions was 42%. Median durations of infusion for the 1%, 2nd
and subsequent infusions were 7.0, 4.3, and 3.5 hours respectively.

Severe (Grade 3) infusion reactions included bronchospasm, dyspnea, laryngeal edema,
pulmonary edema, hypoxia, and hypertension. Other adverse infusion reactions (any Grade,
>5%) were nasal congestion, cough, chills, throat irritation, vomiting and nausea.

Herpes Zoster Virus Reactivation

Prophylaxis for Herpes Zoster Virus reactivation was recommended for patients in some clinical
trials of DARZALEX. In monotherapy studies, herpes zoster was reported in 3% of patients. In
the randomized controlled combination therapy studies, herpes zoster was reported in 2% each in
the DRd and Rd groups respectively (Study 3), in 5% versus 3% in the DVd and Vd groups
respectively (Study 4) and in 2% of patients receiving DPd (Study 5).

Infections

In patients receiving DARZALEX combination therapy, Grade 3 or 4 infections were reported
with DARZALEX combinations and background therapies (DVd: 21%, Vd: 19%; DRd: 28%,
Rd: 23%; DPd: 28%). Pneumonia was the most commonly reported severe (Grade 3 or 4)
infection across studies. Discontinuations from treatment were reported in 3% versus 2% of
patients in the DRd and Rd groups respectively, 4% versus 3% of patients in the DVd and Vd
groups respectively and in 5% of patients receiving DPd. Fatal infections were reported in 0.8%
to 2% of patients across studies, primarily due to pneumonia and sepsis.

6.2 Immunogenicity

As with all therapeutic proteins, there is the potential for immunogenicity. In clinical trials of
patients with multiple myeloma treated with DARZALEX as monotherapy or as combination
therapies, none of the 111 evaluable monotherapy patients, and 2 (0.7%) of the 298 combination
therapy patients, tested positive for anti-daratumumab antibodies. One patient administered
DARZALEX as combination therapy, developed transient neutralizing antibodies against
daratumumab. However, this assay has limitations in detecting anti-daratumumab antibodies in
the presence of high concentrations of daratumumab; therefore, the incidence of antibody
development might not have been reliably determined.

Immunogenicity data are highly dependent on the sensitivity and specificity of the test methods
used. Additionally, the observed incidence of a positive result in a test method may be influenced
by several factors, including sample handling, timing of sample collection, drug interference,



concomitant medication and the underlying disease. Therefore, comparison of the incidence of
antibodies to daratumumab with the incidence of antibodies to other products may be misleading.

7 DRUG INTERACTIONS
7.1 Effects of Daratumumab on Laboratory Tests

Interference with Indirect Antiglobulin Tests (Indirect Coombs Test)

Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including
antibody screening and cross matching. Daratumumab interference mitigation methods include
treating reagent RBCs with dithiothreitol (DTT) to disrupt daratumumab binding' [see
References (15)] or genotyping. Since the Kell blood group system is also sensitive to DTT
treatment, K-negative units should be supplied after ruling out or identifying alloantibodies using
DTT-treated RBCs.

If an emergency transfusion is required, non-cross-matched ABO/RhD-compatible RBCs can be
given per local blood bank practices.

Interference with Serum Protein Electrophoresis and Immunofixation Tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation
(IFE) assays used for monitoring disease monoclonal immunoglobulins (M protein). This can
lead to false positive SPE and IFE assay results for patients with 1gG kappa myeloma protein
impacting initial assessment of complete responses by International Myeloma Working Group
(IMWG) criteria. In patients with persistent very good partial response, consider other methods
to evaluate the depth of response.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no human data to inform a risk with use of DARZALEX during pregnancy. Animal
studies have not been conducted. However, there are clinical considerations [see Clinical
Considerations] . The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. 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

Immunoglobulin G1 (IgG1) monoclonal antibodies are transferred across the placenta. Based on
its mechanism of action, DARZALEX may cause fetal myeloid or lymphoid-cell depletion and
decreased bone density. Defer administering live vaccines to neonates and infants exposed to
DARZALEX in utero until a hematology evaluation is completed.
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Data

Animal Data

Mice that were genetically modified to eliminate all CD38 expression (CD38 knockout mice)
had reduced bone density at birth that recovered by 5 months of age. In cynomolgus monkeys
exposed during pregnancy to other monoclonal antibodies that affect leukocyte populations,
infant monkeys had a reversible reduction in leukocytes.

8.2 Lactation

Risk Summary

There is no information regarding the presence of daratumumab in human milk, the effects on
the breastfed infant, or the effects on milk production. Human IgG is known to be present in
human milk. Published data suggest that antibodies in breast milk do not enter the neonatal and
infant circulations in substantial amounts.

The developmental and health benefits of breast-feeding should be considered along with the
mother’s clinical need for DARZALEX and any potential adverse effects on the breast-fed child
from DARZALEX or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

To avoid exposure to the fetus, women of reproductive potential should use effective
contraception during treatment and for 3 months after cessation of DARZALEX treatment.

8.4 Pediatric Use
Safety and effectiveness of DARZALEX in pediatric patients have not been established.

8.5 Geriatric Use

Of the 156 patients that received DARZALEX monotherapy at the recommended dose, 45%
were 65 years of age or older, and 10% were 75 years of age or older. Of 664 patients that
received DARZALEX with various combination therapies, 41% were 65 to 75 years of age, and
9% were 75 years of age or older. No overall differences in safety or effectiveness were observed
between these patients and younger patients [see Clinical Sudies (14)] .

10 OVERDOSAGE
The dose of DARZALEX at which severe toxicity occurs is not known.

In the event of an overdose, monitor patients for any signs or symptoms of adverse effects and
provide appropriate supportive treatment.

11 DESCRIPTION

Daratumumab is an immunoglobulin G1 kappa (IgG1x) human monoclonal antibody against
CD38 antigen, produced in a mammalian cell line (Chinese Hamster Ovary [CHO]) using



recombinant DNA technology. The molecular weight of daratumumab is approximately
148 kDa.

DARZALEX is supplied as a colorless to pale yellow preservative-free solution for intravenous
infusion in single-dose vials. The pH is 5.5. DARZALEX must be diluted with 0.9% Sodium
Chloride Injection, USP [ see Dosage and Administration (2.4)].

Each DARZALEX single-dose 20 mL vial contains 400 mg daratumumab, glacial acetic acid
(3.7 mg), mannitol (510 mg), polysorbate 20 (8 mg), sodium acetate trihydrate (59.3 mg),
sodium chloride (70.1 mg), and water for injection.

Each DARZALEX single-dose 5 mL vial contains 100 mg daratumumab, glacial acetic acid
(0.9 mg), mannitol (127.5 mg), polysorbate 20 (2 mg), sodium acetate trihydrate (14.8 mg),
sodium chloride (17.5 mg), and water for injection.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

CD38 is a transmembrane glycoprotein (48 kDa) expressed on the surface of hematopoietic cells,
including multiple myeloma and other cell types and tissues and has multiple functions, such as
receptor mediated adhesion, signaling, and modulation of cyclase and hydrolase activity.
Daratumumab is an IgG1x human monoclonal antibody (mAb) that binds to CD38 and inhibits
the growth of CD38 expressing tumor cells by inducing apoptosis directly through Fc mediated
cross linking as well as by immune-mediated tumor cell lysis through complement dependent
cytotoxicity (CDC), antibody dependent cell mediated cytotoxicity (ADCC) and antibody
dependent cellular phagocytosis (ADCP). A subset of myeloid derived suppressor cells
(CD38+MDSCs), regulatory T cells (CD38+Ty,s) and B cells (CD38+B,.s) are decreased by
daratumumab.

12.2 Pharmacodynamics

NK cells express CD38 and are susceptible to daratumumab mediated cell lysis. Decreases in
absolute counts and percentages of total NK cells (CD16+CD56+) and activated
(CD16+CD56%™) NK cells in peripheral whole blood and bone marrow were observed with
DARZALEX treatment.

Cardiac Electrophysiology

DARZALEX as a large protein has a low likelihood of direct ion channel interactions. There is
no evidence from non-clinical or clinical data to suggest that DARZALEX has the potential to
delay ventricular repolarization.




12.3 Pharmacokinetics

Over the dose range from 1 to 24 mg/kg as monotherapy or 1 to 16 mg/kg of DARZALEX in
combination with other treatments, increases in area under the concentration-time curve (AUC)
were more than dose-proportional.

Following the recommended dose of 16 mg/kg when DARZALEX was administered as
monotherapy or in combination therapy, the mean serum maximal concentration (Cp,x) value at
the end of weekly dosing, was approximately 2.7 to 3-fold higher compared to the mean serum
Ciax following the first dose. The mean + standard deviation (SD) trough serum concentration
(Ciin) at the end of weekly dosing was 573 + 332 pg/mL when DARZALEX was administered
as monotherapy and 502 + 196 to 607 + 231 pg/mL when DARZALEX was administered as
combination therapy. Daratumumab steady state was achieved approximately 5 months into the
every 4-week dosing period (by the 21% infusion), and the mean + SD ratio of Cpay at
steady-state to Cyax after the first dose was 1.6 £0.5.

Distribution

At the recommended dose of 16 mg/kg, the mean + SD central volume of distribution was 4.7 +
1.3 L when DARZALEX was administered as monotherapy and 4.4 £ 1.5 L when DARZALEX
was administered as combination therapy.

Elimination

Daratumumab clearance decreased with increasing dose and with multiple dosing. At the
recommended dose of 16 mg/kg of DARZALEX as monotherapy, the mean + SD linear
clearance was estimated to be 171.4 + 95.3 mL/day. The mean + SD estimated terminal half-life
associated with linear clearance was 18 +9days when DARZALEX administered as
monotherapy and 23 + 12 days when DARZALEX was administered as combination therapy.

Specific Populations

The following population characteristics have no clinically meaningful effect on the
pharmacokinetics of daratumumab in patients administered DARZALEX as monotherapy or as
combination therapy: sex, age (31 to 84 years), mild [total bilirubin 1 to 1.5 times upper limit of
normal (ULN) and any alanine transaminase (ALT)] and moderate (total bilirubin 1.5 to 3 times
ULN and any ALT) hepatic impairment, or renal impairment [Creatinine clearance (CLcr) 15 -
89 mL/min]. The effect of severe (total bilirubin >3 times ULN and any ALT) hepatic
impairment is unknown. Increasing body weight increased the central volume of distribution
and clearance of daratumumab, supporting the body weight-based dosing regimen.

Drug Interactions

Effect of Other Drugs on Daratumumab

The coadministration of lenalidomide, pomalidomide or bortezomib with DARZALEX did not
affect the pharmacokinetics of daratumumab.




Effect of Daratumumab on Other Drugs
The coadministration of DARZALEX with bortezomib did not affect the pharmacokinetics of
bortezomib.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or genotoxicity studies have been conducted with daratumumab. No animal
studies have been performed to evaluate the potential effects of daratumumab on reproduction or
development, or to determine potential effects on fertility in males or females.

14 CLINICAL STUDIES
14.1 Combination Treatment with Lenalidomide and Dexamethasone

Study 3, an open-label, randomized, active-controlled Phase 3 trial, compared treatment with
DARZALEX 16 mg/kg in combination with lenalidomide and low-dose dexamethasone (DRd)
to treatment with lenalidomide and low-dose dexamethasone (Rd) in patients with multiple
myeloma who had received at least one prior therapy. Lenalidomide (25 mg once daily orally on
Days 1-21 of repeated 28-day [4-week] cycles) was given with low dose oral or intravenous
dexamethasone 40 mg/week (or a reduced dose of 20 mg/week for patients >75 years or body
mass index [BMI] <18.5). On DARZALEX infusion days, 20 mg of the dexamethasone dose
was given as a pre-infusion medication and the remainder given the day after the infusion. For
patients on a reduced dexamethasone dose, the entire 20 mg dose was given as a DARZALEX
pre-infusion medication. Dose adjustments for lenalidomide and dexamethasone were applied
according to manufacturer’s prescribing information. Treatment was continued in both arms until
disease progression or unacceptable toxicity.

A total of 569 patients were randomized; 286 to the DRd arm and 283 to the Rd arm. The
baseline demographic and disease characteristics were similar between the DARZALEX and the
control arm. The median patient age was 65 years (range 34 to 89 years), 11% were >75 years,
59% were male; 69% Caucasian, 18% Asian, and 3% African American. Patients had received a
median of 1 prior line of therapy. Sixty-three percent (63%) of patients had received prior
autologous stem cell transplantation (ASCT). The majority of patients (86%) received a prior PI,
55% of patients had received a prior immunomodulatory agent, including 18% of patients who
had received prior lenalidomide; and 44% of patients had received both a prior PI and
immunomodulatory agent. At baseline, 27% of patients were refractory to the last line of
treatment. Eighteen percent (18%) of patients were refractory to a PI only, and 21% were
refractory to bortezomib. Efficacy was evaluated by progression free survival (PFS) based on
International Myeloma Working Group (IMWG) criteria.

Study 3 demonstrated an improvement in PFS in the DRd arm as compared to the Rd arm; the
median PFS had not been reached in the DRd arm and was 18.4 months in the Rd arm (hazard
ratio [HR]=0.37; 95% CI: 0.27, 0.52; p<0.0001), representing 63% reduction in the risk of
disease progression or death in patients treated with DRd.
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Figure 1:
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Additional efficacy results from Study 3 are presented in Table 12 below.

Table12:  Additional efficacy results from Study 3°
DRd (n=286) Rd (n=283)
Overall response (SCR+CR+V GPR+PR) 261 (91.3%) 211 (74.6%)
p-value’ <0.0001
Stringent compl ete response (sSCR) 51 (17.8%) 20 (7.1%)
Complete response (CR) 70 (24.5%) 33 (11.7%)
Very good partia response (VGPR) 92 (32.2%) 69 (24.4%)
Partial response (PR) 48 (16.8%) 89 (31.4%)

DRd = daratumumab- lenalidomide-dexamethasone; Rd = |enalidomi de-dexamethasone

& Based on Intent-to-treat population

® p-value from Cochran Mantel-Haenszel Chi-Squared test.

In responders, the median time to response was 1 month (range: 0.9 to 13 months) in the DRd
group and 1.1 months (range: 0.9 to 10 months) in the Rd group. The median duration of
response had not been reached in the DRd group (range: 1+ to 19.8+ months) and was 17.4
months (range: 1.4 to 18.5+ months) in the Rd group.

With a median follow-up of 13.5 months, 75 deaths were observed; 30 in the DRd group and 45

in the Rd group.

14.2 Combination Treatment with Bortezomib and Dexamethasone

Study 4, an open-label, randomized, active-controlled Phase 3 trial, compared treatment with
DARZALEX 16 mg/kg in combination with bortezomib and dexamethasone (DVd), to treatment
with bortezomib and dexamethasone (Vd). Bortezomib was administered by SC injection or IV
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infusion at a dose of 1.3 mg/m? body surface area twice weekly for two weeks (Days 1, 4, 8, and
11) of repeated 21 day (3-week) treatment cycles, for a total of 8 cycles. Dexamethasone was
administered orally at a dose of 20 mg on Days 1, 2, 4, 5, 8, 9, 11, and 12 of each of the 8
bortezomib cycles (80 mg/week for two out of three weeks of the bortezomib cycle) or a reduced
dose of 20 mg/week for patients >75 years, BMI <18.5, poorly controlled diabetes mellitus or
prior intolerance to steroid therapy. On the days of DARZALEX infusion, 20 mg of the
dexamethasone dose was administered as a pre-infusion medication. For patients on a reduced
dexamethasone dose, the entire 20 mg dose was given as a DARZALEX pre-infusion
medication. Bortezomib and dexamethasone were given for 8 three-week cycles in both
treatment arms; whereas DARZALEX was given until disease progression. However,
dexamethasone 20 mg was continued as a DARZALEX pre-infusion medication in the DVd arm.
Dose adjustments for bortezomib and dexamethasone were applied according to manufacturer’s
prescribing information.

A total of 498 patients were randomized; 251 to the DVd arm and 247 to the Vd arm. The
baseline demographic and disease characteristics were similar between the DARZALEX and the
control arm. The median patient age was 64 years (range 30 to 88 years); 12% were >75 years,
57% were male; 87% Caucasian, 5% Asian and 4% African American. Patients had received a
median of 2 prior lines of therapy and 61% of patients had received prior autologous stem cell
transplantation (ASCT). Sixty-nine percent (69%) of patients had received a prior PI (66%
received bortezomib) and 76% of patients received an immunomodulatory agent (42% received
lenalidomide). At baseline, 32% of patients were refractory to the last line of treatment and the
proportions of patients refractory to any specific prior therapy were in general well balanced
between the treatment groups. Thirty-three percent (33%) of patients were refractory to an
immunomodulatory agent only, with 24% patients in the DVd arm and 33% of patients in the Vd
arm respectively refractory to lenalidomide. Efficacy was evaluated by progression free survival
(PFS) based on International Myeloma Working Group (IMWG) criteria.

Study 4 demonstrated an improvement in PFS in the DVd arm as compared to the Vd arm; the
median PFS had not been reached in the DVd arm and was 7.2 months in the Vd arm (HR [95%
CI]: 0.39 [0.28, 0.53]; p-value <0.0001), representing a 61% reduction in the risk of disease
progression or death for patients treated with DVd versus Vd.
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Figure2: Kaplan-Meier Curve of PFSin Study 4
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Additional efficacy results from Study 4 are presented in Table 13 below.

Table 13: Additional efficacy resultsfrom Study 4*

DVd (n=251) Vd (n=247)
Overall response (SCR+CR+V GPR+PR) 199 (79.3%) 148 (59.9%)
P-value® <0.0001
Stringent compl ete response (sCR) 11 (4.4%) 5 (2.0%)
Complete response (CR) 35 (13.9%) 16 (6.5%)
Very good partia response (VGPR) 96 (38.2%) 47 (19.0%)
Partial response (PR) 57 (22.7%) 80 (32.4%)

DVd = daratumumab- bortezomib-dexamethasone; Vd = bortezomib-dexamethasone
& Based on Intent-to-treat population
® p-value from Cochran Mantel-Haenszel Chi-Squared test.

In responders, the median time to response was 0.8 months (range: 0.7 to 4 months) in the DVd
group and 1.5 months (range: 0.7 to 5 months) in the Vd group. The median duration of response
had not been reached in the DVd group (range: 1.4+ to 14.1+ months) and was 7.9 months (1.4+
to 12+ months) in the Vd group.

With a median follow-up of 7.4 months, 65 deaths were observed; 29 in the DVd group and 36 in
the Vd group were observed.
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14.3 Combination Treatment with Pomalidomide and Dexamethasone

Study 5 was an open-label trial in which 103 patients with multiple myeloma who had received a
prior PI and an immunomodulatory agent, received 16 mg/kg DARZALEX in combination with
pomalidomide and low-dose dexamethasone until disease progression. Pomalidomide (4 mg
once daily orally on Days 1-21 of repeated 28-day [4-week] cycles) was given with low dose oral
or intravenous dexamethasone 40 mg/ week (reduced dose of 20 mg/week for patients >75 years
or body mass index [BMI] <18.5). On DARZALEX infusion days, 20 mg of the dexamethasone
dose was given as a pre-infusion medication and the remainder given the day after the infusion.
For patients on a reduced dexamethasone dose, the entire 20 mg dose was given as a
DARZALEX pre-infusion medication.

The median patient age was 64 years (range: 35 to 86 years) with 8% of patients >75 years of
age. Patients in the study had received a median of 4 prior lines of therapy. Seventy-four percent
(74%) of patients had received prior ASCT. Ninety-eight percent (98%) of patients received
prior bortezomib treatment, and 33% of patients received prior carfilzomib. All patients received
prior lenalidomide treatment, with 98% of patients previously treated with the combination of
bortezomib and lenalidomide. Eighty nine percent (89%) of patients were refractory to
lenalidomide and 71% refractory to bortezomib; 64% of patients were refractory to bortezomib
and lenalidomide.

Efficacy results were based on overall response rate as determined by Independent Review
Committee using IMWG criteria (see Table 14).

Table 14: Efficacy resultsfor Study 5

N=103
Overall response rate (ORR) 61 (59.2%)
95% CI (%) (49.1, 68.8)
Stringent complete response (sCR) 8 (7.8%)
Complete response (CR) 6 (5.8%)
Very good partial response (VGPR) 29 (28.2%)
Partial response (PR) 18 (17.5%)

ORR = sCR+CR+VGPR+PR
CI=Confidence Interval

The median time to response was 1 month (range: 0.9 to 2.8 months). The median duration of
response was 13.6 months (range: 0.9+ to 14.6+ months).

14.4 Monotherapy

Study 1, was an open-label trial evaluating DARZALEX monotherapy in patients with relapsed
or refractory multiple myeloma who had received at least 3 prior lines of therapy including a
proteasome inhibitor and an immunomodulatory agent or who were double-refractory to a
proteasome inhibitor and an immunomodulatory agent. In 106 patients, DARZALEX 16 mg/kg
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was administered with pre- and post-infusion medication. Treatment continued until
unacceptable toxicity or disease progression.

The median patient age was 63.5 years (range: 31 to 84 years), 49% were male and 79% were
Caucasian. Patients had received a median of 5 prior lines of therapy. Eighty percent of patients
had received prior autologous stem cell transplantation (ASCT). Prior therapies included
bortezomib (99%), lenalidomide (99%), pomalidomide (63%) and carfilzomib (50%). At
baseline, 97% of patients were refractory to the last line of treatment, 95% were refractory to
both, a proteasome inhibitor (Pl) and immunomodulatory agent, and 77% were refractory to
alkylating agents.

Efficacy results were based on overall response rate as determined by the Independent Review
Committee assessment using IMWG criteria (see Table 15).

Table 15: Efficacy resultsfor Study 1

N=106
Overall response rate (ORR) 31 (29.2%)
95% CI (%) (20.8, 38.9)
Stringent compl ete response (SCR) 3 (2.8%)
Complete response (CR) 0
Very good partia response (VGPR) 10 (9.4%)
Partial response (PR) 18 (17.0%)

ORR = sCR+CR+VGPR+PR
Cl = confidence interval

The median time to response was 1 month (range: 0.9 to 5.6 months). The median duration of
response was 7.4 months (range: 1.2 to 13.1+ months).

Study 2 was an open-label dose escalation trial evaluating DARZALEX monotherapy in patients
with relapsed or refractory multiple myelomawho had received at least 2 different cytoreductive
therapies. In 42 patients, DARZALEX 16 mg/kg was administered with pre- and post-infusion
medication. Treatment continued until unacceptable toxicity or disease progression.

The median patient age was 64 years (range: 44 to 76 years), 64% were male and 76% were
Caucasian. Patients in the study had received a median of 4 prior lines of therapy. Seventy-four
percent of patients had received prior ASCT. Prior therapies included bortezomib (100%),
lenalidomide (95%), pomalidomide (36%) and carfilzomib (19%). At baseline, 76% of patients
were refractory to the last line of treatment, 64% of patients were refractory to both, a Pl and an
immunomodulatory agent, and 60% of patients were refractory to alkylating agents.

Overall response rate was 36% (95% ClI: 21.6, 52.0%) with 1 CR and 3 VGPR. The median time
to response was 1 month (range: 0.5 to 3.2 months). The median duration of response was not
estimable (range: 2.2 to 13.1+ months).
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

DARZALEX is a colorless to pale yellow, preservative-free solution for intravenous infusion
supplied as:

NDC 57894-502-05 contains one 100 mg/5 mL single-dose vid
NDC 57894-502-20 contains one 400 mg/20 mL single-dose vial

16.2 Storage and Stability
Storein arefrigerator at 2°C to 8°C (36°F to 46°F).

Do not freeze or shake. Protect from light. This product contains no preservative.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Infusion Reactions
Advise patients to seek immediate medical attention for any of the following signs and
symptoms of infusion reactions:

I itchy, runny or blocked nose; chills, nausea, throat irritation, cough, headache, shortness of
breath or difficulty breathing [see Warnings and Precautions (5.1) and Adverse Reactions

(6.1)].

Neutropenia
I Advise patients that if they have a fever, they should contact their healthcare professional
[ see Warnings and Precautions (5.3) and Adverse Reactions (6.1)] .

Thrombocytopenia

I Advise patients to inform their healthcare professiona if they notice signs of bruising or
bleeding [ see Warnings and Precautions (5.4) and Adverse Reactions (6.1)] .

26



Interference with Laboratory Tests

Advise patients to inform healthcare providers including blood transfusion centers/personnel that
they are taking DARZALEX, in the event of a planned transfusion [see Warnings and
Precautions (5.2) and Drug Interactions (7.1)] .

Advise patients that DARZALEX can affect the results of some tests used to determine complete
response in some patients and additional tests may be needed to evaluate response [ see Warnings
and Precautions (5.5) and Drug Interactions (7.1)] .

Manufactured by:

Janssen Biotech, Inc.
Horsham, PA 19044

U.S. License Number 1864

© Janssen Biotech, Inc., 2015
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PATIENT INFORMATION
DARZALEX® (Dar'-zah-lex)
(daratumumab)
injection, for intravenous use

What is DARZALEX?
DARZALEX is a prescription medicine used to treat multiple myeloma:

I In combination with the medicines lenalidomide and dexamethasone, or bortezomib and dexamethasone, in people
who have received at least one prior medicine to treat multiple myeloma.

I In combination with the medicines pomalidomide and dexamethasone in people who have received at least two prior
medicines to treat multiple myeloma, including lenalidomide and a proteasome inhibitor.

I Alone in people who have received at least three prior medicines to treat multiple myeloma, including a proteasome
inhibitor and an immunomodulatory agent, or did not respond to a proteasome inhibitor and an immunomodulatory
agent.

It is not known if DARZALEX is safe and effective in children.

Before you receive DARZALEX, tell your healthcare provider about all of your medical conditions, including if you:
I have a history of breathing problems
I have had shingles (herpes zoster)

I are pregnant or plan to become pregnant. DARZALEX may harm your unborn baby.
o Females who are able to become pregnant should use an effective method of birth control during treatment and
for at least 3 months after your final dose of DARZALEX. Talk to your healthcare provider about birth control
methods that you can use during this time.

I are breastfeeding or plan to breastfeed. It is not known if DARZALEX passes into your breast milk.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive DARZALEX?

DARZALEX may be given alone or together with other medicines used to treat multiple myeloma.

DARZALEX will be given to you by intravenous (1V) infusion into your vein.

Your healthcare provider will decide the time between doses as well as how many treatments you will receive.

Your healthcare provider will give you medicines before each dose of DARZALEX and on the first day after each dose
of DARZALEX to help reduce the risk of infusion reactions.
I If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of DARZALEX?
DARZALEX may cause serious reactions, including:

I Infusion reactions. Infusion reactions are common with DARZALEX and can be severe. Your healthcare provider
may temporarily stop your infusion or completely stop treatment with DARZALEX if you have infusion reactions. Tell
your healthcare provider right away if you get any of the following symptoms:

I shortness of breath or trouble breathing I throat tightness ! nausea
I dizziness or lightheadedness (hypotension) !  runny or stuffy nose I vomiting
I cough I headache I chills

I wheezing I itching I fever

I Changes in blood tests. DARZALEX can affect the results of blood tests to match your blood type. These changes
can last for up to 6 months after your final dose of DARZALEX. Your healthcare provider will do blood tests to match
your blood type before you start treatment with DARZALEX. Tell all of your healthcare providers that you are
being treated with DARZALEX before receiving blood transfusions.

I Decreases in blood cell counts. DARZALEX can decrease white blood cell counts which help fight infections and
blood cells called platelets which help to clot blood. Tell your healthcare provider if you develop fever or have signs of
bruising or bleeding.

The most common side effects of DARZALEX include:

I tiredness I fever I cold-like symptoms (upper respiratory infection)
I nausea I cough I nerve damage causing tingling, numbness or
I diarrhea I muscle spasms pain
I shortness of | back pain I swollen hands ankles or feet
breath

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of DARZALEX. Call your doctor for medical advice about side effects. You may
report side effects to FDA at 1-800-FDA-1088.
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General information about the safe and effective use of DARZALEX

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. You can ask
your healthcare provider or pharmacist for information about DARZALEX that is written for health professionals.

What are the ingredients in DARZALEX?
Active ingredient: daratumumab

Inactive ingredients: glacial acetic acid, mannitol, polysorbate 20, sodium acetate trihydrate, sodium chloride, and water

for injection
Manufactured by: Janssen Biotech, Inc., Horsham, PA 19044 U.S. License Number 1864
For more information, call 1-800-526-7736 or go to www.DARZALEX.com.

This Patient Information has been approved by the U.S. Food and Drug Administration.

Revised: June/2017
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ANNEX |

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

DARZALEX 20 mg/mL concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 5 mL vial contains 100 mg of daratumumab (20 mg daratumumab per mL).
Each 20 mL vial contains 400 mg of daratumumab (20 mg daratumumab per mL).

Daratumumab is a human monoclonal IgG1x antibody against CD38 antigen, produced in a
mammalian cell line (Chinese Hamster Ovary [CHO]) using recombinant DNA technology.

Excipients with known effect
Each 5 mL and 20 mL vial of DARZALEX contains 0.4 mmol and 1.6 mmol (9.3 mg and 37.3 mg)
sodium, respectively.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion.
The solution is colourless to yellow.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

DARZALEX is indicated:

. as monotherapy for the treatment of adult patients with relapsed and refractory multiple
myeloma, whose prior therapy included a proteasome inhibitor and an immunomodulatory
agent and who have demonstrated disease progression on the last therapy.

. in combination with lenalidomide and dexamethasone, or bortezomib and dexamethasone, for
the treatment of adult patients with multiple myeloma who have received at least one prior
therapy

4.2 Posology and method of administration

DARZALEX should be administered by a healthcare professional, in an environment where
resuscitation facilities are available.

Posology
Pre- and post-infusion medications should be administered to reduce the risk of infusion-related

reactions (IRRs) with daratumumab. See below “Recommended concomitant medications”,
“Management of infusion-related reactions” and section 4.4.

Dose

Standard dosing for monotherapy and in combination with lenalidomide (4-week cycle regimen):
The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 1.



Table 1:  Standard DARZALEX dosing schedule for monotherapy and in combination with
lenalidomide (4-week cycle dosing regimen)

Schedule

weekly (total of 8 doses)

Weeks 9 to 24° every two weeks (total of 8 doses)

Week 25 onwards until disease progression® | every four weeks

®  First dose of the every-2-week dosing schedule is given at week 9

Y First dose of the every-4-week dosing schedule is given at week 25

Weeks
Weeks 1 to 8

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1 and the
corresponding Summary of Product Characteristics.

Modified dosing schedule in combination with bortezomib (3-week cycle regimen):
The recommended dose is DARZALEX 16 mg/kg body weight administered as an intravenous
infusion according to the following dosing schedule in Table 2.

Table 2:  Modified DARZALEX dosing schedule in combination with bortezomib (3-week
cycle dosing regimen)

Weeks Schedule

Weeks 1t09 weekly (total of 9 doses)

Weeks 10 to 24° every three weeks (total of 5 doses)
Week 25 onwards until disease progression® | every four weeks

®  First dose of the every-3-week dosing schedule is given at week 10

> First dose of the every-4-week dosing schedule is given at week 25

For dose and schedule of medicinal products administered with DARZALEX, see section 5.1 and the
corresponding Summary of Product Characteristics.

Infusion rates

Following dilution the DARZALEX infusion should be intravenously administered at the initial
infusion rate presented in Table 3 below. Incremental escalation of the infusion rate should be
considered only in the absence of infusion reactions.

Table 3: Infusion rates for DARZALEX administration
Dilution volume | Initial infusion Increments of Maximum
rate (first hour) infusion rate® infusion rate
First infusion 1,000 mL 50 mL/hour 50 mL/hour every 200 mL/hour
hour
Second infusion® 500 mL 50 mL/hour 50 mL/hour every 200 mL/hour
hour
Subsequent 500 mL 100 mL/hour 50 mL/hour every 200 mL/hour
infusions® hour

a
b

Incremental escalation of the infusion rate should be considered only in the absence of infusion reactions.

A dilution volume of 500 mL should be used only if there were no > Grade 1 IRRs during the first 3 hours of the first
infusion. Otherwise, continue to use a dilution volume of 1000 mL and instructions for the first infusion.

A modified initial rate for subsequent infusions (i.e. third infusion onwards) should only be used only if there were no
> Grade 1 IRRs during a final infusion rate of > 100 mL/hr in the first two infusions. Otherwise, use instructions for
the second infusion.

Management of infusion-related reactions
Pre-infusion medications should be administered to reduce the risk of infusion-related reactions (IRRS)
prior to treatment with DARZALEX.

For IRRs of any grade/severity, immediately interrupt the DARZALEX infusion and manage
symptoms.



Management of IRRs may further require reduction in the rate of infusion, or treatment

discontinuation of DARZALEX as outlined below (see section 4.4).

. Grade 1-2 (mild to moderate): Once reaction symptoms resolve, the infusion should be resumed
at no more than half the rate at which the IRR occurred. If the patient does not experience any
further IRR symptoms, infusion rate escalation may be resumed at increments and intervals as
clinically appropriate up to the maximum rate of 200 mL/hour (Table 3).

. Grade 3 (severe): Once reaction symptoms resolve, restarting of the infusion may be considered
at no more than half the rate at which the reaction occurred. If the patient does not experience
additional symptoms, infusion rate escalation may be resumed at increments and intervals as
appropriate (Table 3). The procedure above should be repeated in the event of recurrence of
Grade 3 symptoms. Permanently discontinue DARZALEX upon the third occurrence of a
Grade 3 or greater infusion reaction.

o Grade 4 (life-threatening): Permanently discontinue DARZALEX treatment.

Missed dose (5)
If a planned dose of DARZALEX is missed, the dose should be administered as soon as possible and
the dosing schedule should be adjusted accordingly, maintaining the treatment interval.

Dose modifications

No dose reductions of DARZALEX are recommended. Dose delay may be required to allow recovery
of blood cell counts in the event of haematological toxicity (see section 4.4). For information
concerning medicinal products given in combination with DARZALEX, see corresponding Summary
of Product Characteristics.

Recommended concomitant medications

Pre-infusion medication

Pre-infusion medications should be administered to reduce the risk of IRRs to all patients 1-3 hours
prior to every infusion of DARZALEX as follows:

. Corticosteroid (long-acting or intermediate-acting)
Monotherapy:
Methylprednisolone 100 mg, or equivalent, administered intravenously. Following the second
infusion, the dose of corticosteroid may be reduced (oral or intravenous methylprednisolone
60 mg).
Combination therapy:
Dexamethasone 20 mg, administered prior to every DARZALEX infusion (see section 5.1).
Dexamethasone is given intravenously prior to the first DARZALEX infusion and oral
administration may be considered prior to subsequent infusions.

o Antipyretics (oral paracetamol 650 to 1,000 mg)

o Antihistamine (oral or intravenous diphenhydramine 25 to 50 mg or equivalent).

Post-infusion medication
Post-infusion medications should be administered to reduce the risk of delayed infusion-related
reactions as follows:

Monotherapy:

Oral corticosteroid (20 mg methylprednisolone or equivalent dose of an intermediate-acting or
long-acting corticosteroid in accordance with local standards) should be administered on each of
the two days following all infusions (beginning the day after the infusion).

Combination therapy:

Consider administering low-dose oral methylprednisolone (< 20 mg) or equivalent the day after
the DARZALEX infusion. However, if a background regimen-specific corticosteroid (e.g.
dexamethasone) is administered the day after the DARZALEX infusion, additional post-
infusion medications may not be needed (see section 5.1).

Additionally, for patients with a history of chronic obstructive pulmonary disease, the use of
post-infusion medications including short and long acting bronchodilators, and inhaled corticosteroids
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should be considered. Following the first four infusions, if the patient experiences no major IRRS,
these inhaled post-infusion medications may be discontinued at the discretion of the physician.

Prophylaxis for herpes zoster virus reactivation
Anti-viral prophylaxis should be considered for the prevention of herpes zoster virus reactivation.

Special populations

Renal impairment

No formal studies of daratumumab in patients with renal impairment have been conducted. Based on
population pharmacokinetic (PK) analyses no dosage adjustment is necessary for patients with renal
impairment (See section 5.2).

Hepatic impairment

No formal studies of daratumumab in patients with hepatic impairment have been conducted.
Based on population PK analyses, no dosage adjustments are necessary for patients with hepatic
impairment (See section 5.2).

Elderly
No dose adjustments are considered necessary (see section 5.2).

Paediatric population

The safety and efficacy of DARZALEX in children aged below 18 years of age have not been
established.

No data are available (see section 5.1).

Method of administration

DARZALEX is for intravenous use. It is administered as an intravenous infusion following dilution
with sodium chloride 9 mg/mL (0.9%) solution for injection. For instructions on dilution of the
medicinal product before administration, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Infusion-related reactions

Infusion-related reactions (IRRs) were reported in approximately half of all patients treated with
DARZALEX. Monitor such patients throughout the infusion and the post-infusion period.

The majority of IRRs occurred at the first infusion. Four percent of all patients had an IRR at more
than one infusion. Severe reactions have occurred, including bronchospasm, hypoxia, dyspnoea,
hypertension, laryngeal oedema and pulmonary oedema. Symptoms predominantly included nasal
congestion, cough, throat irritation, chills, vomiting and nausea. Less common symptoms were
wheezing, allergic rhinitis, pyrexia, chest discomfort, pruritus and hypotension (see section 4.8).

Patients should be pre-medicated with antihistamines, antipyretics and corticosteroids to reduce the
risk of IRRs prior to treatment with DARZALEX. DARZALEX infusion should be interrupted for
IRRs of any severity. Medical management/supportive treatment for IRRs should be instituted as
needed. The infusion rate should be reduced when re-starting the infusion (see section 4.2).

To reduce the risk of delayed IRRs, oral corticosteroids should be administered to all patients
following DARZALEX infusions. Additionally the use of post-infusion medications (e.g. inhaled
corticosteroids, short and long acting bronchodilators) should be considered for patients with a history
of chronic obstructive pulmonary disease to manage respiratory complications should they occur (see
section 4.2).



DARZALEX therapy should be permanently discontinued in the event of life-threatening IRRs.

Neutropenia/Thrombocytopenia

DARZALEX may increase neutropenia and thrombocytopenia induced by background therapy (see
section 4.8).

Monitor complete blood cell counts periodically during treatment according to manufacturer’s
prescribing information for background therapies. Monitor patients with neutropenia for signs of
infection. DARZALEX delay may be required to allow recovery of blood cell counts. No dose
reduction of DARZALEX is recommended. Consider supportive care with transfusions or growth
factors.

Interference with Indirect Antiglobulin Test (Indirect Coombs Test)

Daratumumab binds to CD38 found at low levels on red blood cells (RBCs) and may result in a
positive indirect Coombs test. Daratumumab-mediated positive indirect Coombs test may persist for
up to 6 months after the last daratumumab infusion. It should be recognised that daratumumab bound
to RBCs may mask detection of antibodies to minor antigens in the patient’s serum. The determination
of a patient’s ABO and Rh blood type are not impacted.

Patients should be typed and screened prior to starting daratumumab treatment. Phenotyping may be
considered prior to starting daratumumab treatment as per local practice. Red blood cell genotyping is
not impacted by daratumumab and may be performed at any time.

In the event of a planned transfusion blood transfusion centres should be notified of this interference
with indirect antiglobulin tests (see section 4.5). If an emergency transfusion is required,
non-cross-matched ABO/RhD-compatible RBCs can be given per local blood bank practices.

Interference with determination of Complete Response

Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both, the serum
protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of
endogenous M-protein (see section 4.5). This interference can impact the determination of complete
response and of disease progression in some patients with 1gG kappa myeloma protein.

Excipients
Each 5 mL and 20 mL vial of DARZALEX contains 0.4 mmol and 1.6 mmol (9.3 mg and 37.3 mg)

sodium, respectively. This should be taken into consideration by patients on a controlled sodium diet.
45 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

As an IgG1x monoclonal antibody, renal excretion and hepatic enzyme-mediated metabolism of intact
daratumumab are unlikely to represent major elimination routes. As such, variations in
drug-metabolising enzymes are not expected to affect the elimination of daratumumab. Due to the
high affinity to a unique epitope on CD38, daratumumab is not anticipated to alter drug-metabolising
enzymes.

Clinical pharmacokinetic assessments of pomalidomide, thalidomide, and bortezomib indicated no
clinically-relevant drug-drug interaction between DARZALEX and these combination therapies.

Interference with Indirect Antiglobulin Test (Indirect Coombs Test)

Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including antibody
screening and cross matching (see section 4.4). Daratumumab interference mitigation methods include
treating reagent RBCs with dithiothreitol (DTT) to disrupt daratumumab binding or other locally
validated methods. Since the Kell blood group system is also sensitive to DTT treatment,
Kell-negative units should be supplied after ruling out or identifying alloantibodies using DT T-treated
RBCs. Alternatively, phenotyping or genotyping may also be considered (see section 4.4).




Interference with Serum Protein Electrophoresis and Immunofixation Tests

Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation (IFE)
assays used for monitoring disease monoclonal immunoglobulins (M protein). This can lead to false
positive SPE and IFE assay results for patients with 1gG kappa myeloma protein impacting initial
assessment of complete responses by International Myeloma Working Group (IMWG) criteria. In
patients with persistent very good partial response, consider other methods to evaluate the depth of
response.

4.6 Fertility, pregnancy and lactation

Women of child-bearing potential/Contraception
Women of child-bearing potential should use effective contraception during, and for 3 months after
cessation of daratumumab treatment.

Pregnancy
There are no human or animal data to assess the risk of daratumumab use during pregnancy. 1gG1

monoclonal antibodies are known to cross the placenta after the first trimester of pregnancy. Therefore
daratumumab should not be used during pregnancy unless the benefit of treatment to the woman is
considered to outweigh the potential risks to the fetus. If the patient becomes pregnant while taking
this medicine, the patient should be informed of the potential risk to the fetus.

Breast-feeding
It is not known whether daratumumab is excreted into human or animal milk.

Maternal IgG is excreted in human milk, but does not enter the neonatal and infant circulations in
substantial amounts as they are degraded in the gastrointestinal tract and not absorbed.

The effect of daratumumab on newborns/infants is unknown. A decision should be made whether to
discontinue breast-feeding or to discontinue DARZALEX therapy taking into account the benefit of
breast feeding for the child and the benefit of therapy for the woman.

Fertility
No data are available to determine potential effects of daratumumab on fertility in males or females

(see section 5.3).
4.7 Effects on ability to drive and use machines

DARZALEX has no or negligible influence on the ability to drive and use machines. However, fatigue
has been reported in patients taking daratumumab and this should be taken into account when driving
or using machines.

4.8 Undesirable effects

Summary of the safety profile

The safety data described below reflects exposure to DARZALEX (16 mg/kg) in 820 patients with
multiple myeloma including 526 patients from two Phase 111 active-controlled trials who received
DARZALEX in combination with either lenalidomide (DRd; n = 283; Study MMY3003) or
bortezomib (DVd; n = 243; Study MMY3004) and five open-label, clinical trials in which patients
received DARZALEX either in combination with pomalidomide (DPd; n = 103), in combination with
lenalidomide (n = 35) or as monotherapy (n = 156).

The most frequent adverse reactions (> 20%) in individual randomised controlled studies were
infusion reactions, fatigue, nausea, diarrhoea, muscle spasms, pyrexia, cough, dyspnoea, neutropenia,
thrombocytopenia and upper respiratory tract infection. In addition, in combination with bortezomib,
peripheral oedema and peripheral sensory neuropathy were frequently reported. Serious adverse
reactions were pneumonia, upper respiratory tract infection, influenza, pyrexia, diarrhoea, atrial
fibrillation.




Tabulated list of adverse reactions

Table 4 summarises the adverse drug reactions that occurred in patients receiving DARZALEX.

Frequencies are defined as very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000
to < 1/100), rare (> 1/10,000 to < 1/1,000) and very rare (< 1/10,000). Within each frequency grouping,

where relevant, adverse reactions are presented in order of decreasing seriousness.

Table 4:  Adverse reactions in multiple myeloma patients treated with DARZALEX
16 mg/kg
System Organ Class Adverse reaction Frequency Incidence (%)
Any Grade |Grade 3-4
Infections and infestations | Pneumonia” Very Common |16 10
Upper respiratory tract
infection” 52 5
Influenza Common 5 1*
Blood and lymphatic system | Neutropenia Very Common |44 37
disorders Thrombocytopenia 37 23
Anaemia 31 16
Lymphopenia 10 8
Nervous system disorders Peripheral sensory Very Common
neuropathy 20 2*
Headache Very Common |13 <1*
Cardiac disorders Atrial fibrillation Common 3 1
Respiratory, thoracic and Cough® Very Common |31 <1*
mediastinal disorders Dyspnoea” 22 3
Gastrointestinal disorders | Diarrhoea Very Common |34 4
Nausea 22 1*
Vomiting 15 1*
Musculoskeletal and Muscle spasms Very Common
connective tissue disorders 18 <1*
General disorders and Fatigue Very Common |34 5
administration site Pyrexia 20 1*
conditions Oedema peripheral” 19 1*
Injury, poisoning and Infusion-related Very common |48 6*
procedural complications reaction”

Indicates grouping of terms
* Nograde 4

# Infusion-related reaction includes terms determined by investigators to be related to infusion, see below

Infusion-related reactions

In clinical trials (monotherapy and combination treatments; N = 820) the incidence of any grade
infusion-related reactions was 46% with the first infusion of DARZALEX, 2% with the second

infusion, and 3% with subsequent infusions. Less than 1% of patients had a Grade 3 infusion-related

reaction with second or subsequent infusions.

The median time to onset of a reaction was 1.4 hours (range: 0.02 to 72.8 hours). The incidence of

infusion interruptions due to reactions was 42%. Median durations of infusion for the 1% 2" and
subsequent infusions were 7, 4.3 and 3.5 hours respectively.
Severe (Grade 3) infusion-related reactions included bronchospasm, dyspnoea, laryngeal oedema,

pulmonary oedema, hypoxia, and hypertension. Other adverse infusion-related reactions (any Grade,

> 5%) were nasal congestion, cough, chills, throat irritation, vomiting and nausea.

Infections

In patients receiving DARZALEX combination therapy, Grade 3 or 4 infections were reported with
DARZALEX combinations and background therapies (DVd: 21%, VVd: 19%; DRd: 27%, Rd: 23%j;

DPd: 28%). Pneumonia was the most commonly reported severe (Grade 3 or 4) infection across

studies. Discontinuations from treatment were reported in 2% to 5% of patients. Fatal infections were

reported in 0.8% to 2% of patients across studies, primarily due to pneumonia and sepsis.




Haemolysis
There is a theoretical risk of haemolysis. Continuous monitoring for this safety signal will be

performed in clinical studies and post-marketing safety data.

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

Symptoms and signs
There has been no experience of overdosage in clinical studies. Doses up to 24 mg/kg have been
administered intravenously in a clinical study.

Treatment

There is no known specific antidote for daratumumab overdose. In the event of an overdose, the
patient should be monitored for any signs or symptoms of adverse effects and appropriate
symptomatic treatment should be instituted immediately.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: L01XC24
Mechanism of action

Daratumumab is an IgG1x human monoclonal antibody (mAb) that binds to the CD38 protein
expressed at a high level on the surface of multiple myeloma tumour cells, as well as other cell types

and tissues at various levels. CD38 protein has multiple functions such as receptor mediated adhesion,
signalling and enzymatic activity.

Daratumumab has been shown to potently inhibit the in vivo growth of CD38-expressing tumour cells.
Based on in vitro studies, daratumumab may utilise multiple effector functions, resulting in immune
mediated tumour cell death. These studies suggest that daratumumab can induce tumour cell lysis
through complement-dependent cytotoxicity, antibody-dependent cell-mediated cytotoxicity, and
antibody-dependent cellular phagocytosis in malignancies expressing CD38. A subset of myeloid
derived suppressor cells (CD38+MDSCs), regulatory T cells (CD38+T () and B cells (CD38+Begs)
are decreased by daratumumab mediated cell lysis. T cells (CD3+, CD4+, and CD8+) are also known
to express CD38 depending on the stage of development and the level of activation. Significant
increases in CD4+ and CD8+ T cell absolute counts, and percentages of lymphocytes, were observed
with daratumumab treatment in peripheral whole blood and bone marrow. In addition, T-cell receptor
DNA sequencing verified that T-cell clonality was increased with daratumumab treatment, indicating
immune modulatory effects that may contribute to clinical response.

Daratumumab induced apoptosis in vitro after Fc mediated cross-linking. In addition, daratumumab
modulated CD38 enzymatic activity, inhibiting the cyclase enzyme activity and stimulating the
hydrolase activity. The significance of these in vitro effects in a clinical setting, and the implications
on tumour growth, are not well-understood.

Pharmacodynamic effects

Natural killer (NK) cell and T-cell count

NK cells are known to express high levels of CD38 and are susceptible to daratumumab mediated cell
lysis. Decreases in absolute counts and percentages of total NK cells (CD16+CD56+) and activated




(CD16+CD56%™) NK cells in peripheral whole blood and bone marrow were observed with
daratumumab treatment. However, baseline levels of NK cells did not show an association with
clinical response.

Immunogenicity

Patients treated with daratumumab monotherapy (n = 199) and combination therapy (n = 299) were
evaluated for anti-therapeutic antibody responses to daratumumab at multiple time points during
treatment and up to 8 weeks following the end of treatment. Following the start of daratumumab
treatment, none of the monotherapy patients and 2 (0.7%) of the combination therapy patients tested
positive for anti-daratumumab antibodies; 1 of the combination therapy patients developed transient
neutralizing antibodies against daratumumab.

However, the employed assay has limitations in detecting anti-daratumumab antibodies in the
presence of high concentrations of daratumumab. Therefore, the incidence of antibody development
might not have been reliably determined.

Clinical efficacy and safety

Monotherapy

The clinical efficacy and safety of DARZALEX monotherapy for the treatment of adult patients with
relapsed and refractory multiple myeloma whose prior therapy included a proteasome inhibitor and an
immunomodulatory agent and who had demonstrated disease progression on the last therapy, was
demonstrated in two open-label studies.

In study MMY2002, 106 patients with relapsed and refractory multiple myeloma received 16 mg/kg
DARZALEX until disease progression. The median patient age was 63.5 years (range, 31 to 84 years),
11% of patients were > 75 years of age, 49% were male and 79% were Caucasian. Patients had
received a median of 5 prior lines of therapy. Eighty percent of patients had received prior autologous
stem cell transplantation (ASCT). Prior therapies included bortezomib (99%), lenalidomide (99%),
pomalidomide (63%) and carfilzomib (50%). At baseline, 97% of patients were refractory to the last
line of treatment, 95% were refractory to both, a proteasome inhibitor (P1) and immunomodulatory
agent (IMiD), 77% were refractory to alkylating agents, 63% were refractory to pomalidomide and
48% of patients were refractory to carfilzomib.

Efficacy results of the pre-planned interim analysis based on Independent Review Committee (IRC)
assessment are presented in Table 5 below.

Table5:  IRC assessed efficacy results for study MMY2002

Efficacy endpoint DARZALEX 16 mg/kg
N = 106
Overall response rate’ (ORR: sSCR+CR+VGPR+PR) [n (%)] 31 (29.2)
95% CI (%) (20.8, 38.9)
Stringent complete response (SCR) [n (%)] 3(2.8)
Complete response (CR) [n] 0
Very good partial response (VGPR) [n (%)] 10 (9.4)
Partial response (PR) [n (%)] 18 (17.0)
Clinical Benefit Rate (ORR+MR) [n(%)] 36 (34.0)
Median Duration of Response [months (95% CI)] 7.4 (5.5, NE)
Median Time to Response [months (range)] 1(0.9; 5.6)

! Primary efficacy endpoint (International Myeloma Working Group criteria)

CI = confidence interval; NE = not estimable; MR = minimal response

Overall response rate (ORR) in MMY 2002 was similar regardless of type of prior anti-myeloma
therapy.

At a survival update with a median duration of follow-up of 14.7 months, median Overall Survival
(OS) was 17.5 months (95% CI:13.7, not estimable).

In Study GEN501, 42 patients with relapsed and refractory multiple myeloma received 16 mg/kg
DARZALEX until disease progression. The median patient age was 64 years (range, 44 to 76 years),
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64% were male and 76% were Caucasian. Patients in the study had received a median of 4 prior lines
of therapy. Seventy-four percent of patients had received prior ASCT. Prior therapies included
bortezomib (100%), lenalidomide (95%), pomalidomide (36%) and carfilzomib (19%). At baseline,
76% of patients were refractory to the last line of treatment, 64% were refractory to both a PI and
IMID, 60% were refractory to alkylating agents, 36% were refractory to pomalidomide and 17% were
refractory to carfilzomib.

Pre-planned interim analysis showed that treatment with daratumumab at 16 mg/kg led to a 36% ORR
with 5% CR and 5% VGPR. The median time to response was 1 (range: 0.5 to 3.2) month. The
median duration of response was not reached (95% CI: 5.6 months, not estimable).

At a survival update with a median duration of follow-up of 15.2 months, median OS was not reached
(95% CI: 19.9 months, not estimable), with 74% of subjects still alive.

Combination treatment with lenalidomide

Study MMY3003, an open-label, randomised, active-controlled Phase 11 trial, compared treatment
with DARZALEX 16 mg/kg in combination with lenalidomide and low-dose dexamethasone (DRd) to
treatment with lenalidomide and low-dose dexamethasone (Rd) in patients with relapsed or refractory
multiple myeloma who had received at least one prior therapy. Lenalidomide (25 mg once daily orally
on Days 1-21 of repeated 28-day [4-week] cycles) was given with low dose dexamethasone at

40 mg/week (or a reduced dose of 20 mg/week for patients > 75 years or body mass index [BMI]

< 18.5). On DARZALEX infusion days, 20 mg of the dexamethasone dose was given as a pre-infusion
medication and the remainder given the day after the infusion. Treatment was continued in both arms
until disease progression or unacceptable toxicity.

A total of 569 patients were randomised; 286 to the DRd arm and 283 to the Rd arm. The baseline
demographic and disease characteristics were similar between the DARZALEX and the control arm.
The median patient age was 65 years (range 34 to 89 years) and 11% were > 75 years. The majority of
patients (86%) received a prior Pl, 55% of patients had received a prior IMiD, including 18% of
patients who had received prior lenalidomide; and 44% of patients had received both a prior Pl and
IMID. At baseline, 27% of patients were refractory to the last line of treatment. Eighteen percent
(18%) of patients were refractory to a Pl only, and 21% were refractory to bortezomib. Patients
refractory to lenalidomide were excluded from the study.

Study MMY3003 demonstrated an improvement in Progression Free Survival (PFS) in the DRd arm
as compared to the Rd arm; the median PFS had not been reached in the DRd arm and was 18.4
months in the Rd arm (hazard ratio [HR]=0.37; 95% ClI: 0.27, 0.52; p < 0.0001), representing 63%
reduction in the risk of disease progression or death in patients treated with DRd (see Figure 1).

11



Figure 1:
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Additional efficacy results from Study MMY3003 are presented in Table 6 below.

Table 6:  Additional efficacy results from Study MMY3003
Response evaluable patient number DRd (n = 281) Rd (n = 276)
Overall response (sSCR+CR+VGPR+PR)
n(%) 261 (92.9) 211 (76.4)
p-value® < 0.0001
Stringent complete response (SCR) 51 (18.1) 20 (7.2)
Complete response (CR) 70 (24.9) 33 (12.0)
Very good partial response (VGPR) 92 (32.7) 69 (25.0)
Partial response (PR) 48 (17.1) 89 (32.2)
Median Time to Response [months (95% CI)] | 1.0 (1.0, 1.1) 1.3(1.1,1.9)
Median Duration of Response [months (95% | NE (NE, NE) 17.4 (17.4, NE)
o))
MRD negative rate (95% CI)® (%) 29.0 (23.8, 34.7) 7.8 (4.9,11.5)
Odds ratio with 95% CI° 4.85 (2.93, 8.03)
P-value’ < 0.000001

DRd = daratumumab-lenalidomide-dexamethasone; Rd = lenalidomide-dexamethasone; MRD = minimal residual disease;

CI = confidence interval; NE = not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.
Based on Intent-to-treat population and threshold of 10

c
d

A Chi-Squared estimate of the common odds ratio is used. An odds ratio > 1 indicates an advantage for DRd.
p-value is from a likelihood-ratio Chi-Squared test.

Median OS was not reached for either treatment group. With an overall median follow-up of
13.5 months, the hazard ratio for OS was 0.64 (95% CI: 0.40, 1.01; p = 0.0534).

Combination treatment with bortezomib
Study MMY3004, an open-label, randomised, active-controlled Phase 111 trial, compared treatment
with DARZALEX 16 mg/kg in combination with bortezomib and dexamethasone (DVd), to treatment
with bortezomib and dexamethasone (\Vd) in patients with relapsed or refractory multiple myeloma
who had received at least one prior therapy. Bortezomib was administered by SC injection or IV
infusion at a dose of 1.3 mg/m? body surface area twice weekly for two weeks (Days 1, 4, 8, and 11)
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of repeated 21 day (3-week) treatment cycles, for a total of 8 cycles. Dexamethasone was administered
orally at a dose of 20 mg on Days 1, 2, 4, 5, 8, 9, 11, and 12 of each of the 8 bortezomib cycles

(80 mg/week for two out of three weeks of the bortezomib cycle) or a reduced dose of 20 mg/week for
patients > 75 years, BMI < 18.5, poorly controlled diabetes mellitus or prior intolerance to steroid
therapy. On the days of DARZALEX infusion, 20 mg of the dexamethasone dose was administered as
a pre-infusion medication. DARZALEX treatment was continued until disease progression or
unacceptable toxicity.

A total of 498 patients were randomized; 251 to the DVd arm and 247 to the VVd arm. The baseline
demographic and disease characteristics were similar between the DARZALEX and the control arm.
The median patient age was 64 years (range 30 to 88 years) and 12% were > 75 years. Sixty-

nine percent (69%) of patients had received a prior Pl (66% received bortezomib) and 76% of patients
received an IMiD (42% received lenalidomide). At baseline, 32% of patients were refractory to the
last line of treatment. Thirty-three percent (33%) of patients were refractory to an IMiD only, and 28%
were refractory to lenalidomide. Patients refractory to bortezomib were excluded from the study.

Study MMY3004 demonstrated an improvement in PFS in the DVd arm as compared to the VVd arm;
the median PFS had not been reached in the DVd arm and was 7.2 months in the Vd arm (HR [95%
Cl]: 0.39 [0.28, 0.53]; p-value < 0.0001), representing a 61% reduction in the risk of disease
progression or death for patients treated with DVd versus Vd. (see Figure 2).

Figure 2: Kaplan-Meier Curve of PFS in Study MMY 3004
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Additional efficacy results from Study MMY3004 are presented in Table 7 below.

Table 7:  Additional efficacy results from Study MMY3004

Response evaluable patient number DVvd (n = 240) Vd (n = 234)

Overall response (SCR+CR+VGPR+PR) n(%) 199 (82.9) 148 (63.2)
P-value® < 0.0001
Stringent complete response (SCR) 11 (4.6) 5(2.1)
Complete response (CR) 35 (14.6) 16 (6.8)
Very good partial response (VGPR) 96 (40.0) 47 (20.1)
Partial response (PR) 57 (23.8) 80 (34.2)
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Median Time to Response [months (range)] 0.9 (0.8, 1.4) 1.6 (1.5, 2.1)
Median Duration of Response [months (95% CI)] | NE (11.5, NE) 7.9 (6.7,11.3)
MRD negative rate (95% CI)" 13.5% (9.6%, 18.4%) | 2.8% (1.1%, 5.8%)
Odds ratio with 95% CI° 5.37 (2.33, 12.37)
P-value’ 0.000006

DVd = daratumumab- bortezomib-dexamethasone; Vd = bortezomib-dexamethasone; MRD = minimal residual disease;
CI = confidence interval; NE = not estimable.

p-value from Cochran Mantel-Haenszel Chi-Squared test.

Based on Intent-to-treat population and threshold of 10

A Chi-Squared estimate of the common odds ratio is used. An odds ratio > 1 indicates an advantage for DVd.
p-value is from a likelihood-ratio chi-squared test.

c
d

Median OS was not reached for either treatment group.With an overall median follow-up of
7.4 months (95% CI: 0.0, 14.9), the hazard ratio for OS was 0.77 (95% CI: 0.47, 1.26; p = 0.2975).

Cardiac electrophysiology

Daratumumab as a large protein has a low likelihood of direct ion channel interactions. The effect of
daratumumab on the QTc interval was evaluated in an open-label study for 83 patients (Study
GENS501) with relapsed and refractory multiple myeloma following daratumumab infusions (4 to 24
mg/kg). Linear mixed PK-PD analyses indicated no large increase in mean QTcF interval (i.e., greater
than 20ms) at daratumumab C .

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
DARZALEX in all subsets of the paediatric population in multiple myeloma (see section 4.2 for
information on paediatric use).

5.2  Pharmacokinetic properties

The pharmacokinetics (PK) of daratumumab following intravenous administration of daratumumab
monotherapy were evaluated in patients with relapsed and refractory multiple myeloma at dose levels
from 0.1 mg/kg to 24 mg/kg. A population PK model of daratumumab was developed to describe the
PK characteristics of daratumumab and to evaluate the influence of covariates on the disposition of
daratumumab in patients with multiple myeloma. The population PK analysis included 223 patients
receiving DARZALEX monotherapy in two clinical trials (150 subjects received 16 mg/kg).

In the 1- to 24 mg/kg cohorts, peak serum concentrations (Cn.x) after the first dose increased in
approximate proportion to dose and volume of distribution was consistent with initial distribution into
the plasma compartment. Following the last weekly infusion, Cy increased in a greater than
dose-proportional manner, consistent with target mediated drug disposition. Increases in AUC were
more than dose-proportional and clearance (CL) decreased with increasing dose. These observations
suggest CD38 may become saturated at higher doses, after which the impact of target binding
clearance is minimised and the clearance of daratumumab approximates the linear clearance of
endogenous 1gG1. Clearance also decreased with multiple doses, which may be related to tumour
burden decreases.

Terminal half-life increases with increasing dose and with repeated dosing. The mean (standard
deviation [SD]) estimated terminal half-life of daratumumab following the first 16 mg/kg dose was 9
(4.3) days. The estimated terminal half-life of daratumumab following the last 16 mg/kg dose
increased, but there are insufficient data for a reliable estimation. Based on population PK analysis, the
mean (SD) half-life associated with non-specific linear elimination was approximately 18 (9) days;
this is the terminal half-life that can be expected upon complete saturation of target mediated clearance
and repeat dosing of daratumumab.

At the end of weekly dosing for the recommended monotherapy schedule and dose of 16 mg/kg, the
mean (SD) serum Cpax Value was 915 (410.3) micrograms/mL, approximately 2.9-fold higher than
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following the first infusion. The mean (SD) predose (trough) serum concentration at the end of weekly
dosing was 573 (331.5) micrograms/mL.

Based on the population PK analysis of daratumumab monotherapy, daratumumab steady state is
achieved approximately 5 months into the every 4-week dosing period (by the 21* infusion), and the
mean (SD) ratio of C ., at steady-state to C ., after the first dose was 1.6 (0.5). The mean (SD)
central volume of distribution is 56.98 (18.07) mL/kg.

An additional population PK analysis was conducted in patients with multiple myeloma that received
daratumumab in various combination therapies from four clinical trials (694 patients of which 684
received daratumumab at 16 mg/kg). Daratumumab concentration-time profiles were similar following
the monotherapy and combination therapies. The mean (SD) estimated terminal half-life associated
with linear clearance in combination therapy was approximately 23 (12) days.

Based on population PK analysis body weight was identified as a statistically significant covariate for
daratumumab clearance. Therefore, body weight based dosing is an appropriate dosing strategy for the
multiple myeloma patients.

Special populations

Age and gender

Based on population PK analysis in patients receiving daratumumab monotherapy, age (range:

31-84 years) had no clinically important effect on the PK of daratumumab, and the exposure of
daratumumab was similar between younger (aged < 65 years, n = 127) and older (aged > 65 years,

n = 96; aged > 75years, n = 18; aged >85 years, n = 0) patients. Similar to monotherapy, no clinically
important influence of age on the exposure to daratumumab was observed in the population PK
analyses in patients receiving combination therapies. The difference in exposure was within 6%
between younger (age < 65 years, n = 352; or age < 75 years, n = 630) and older subjects (age

> 65 years, n = 342; or age > 75 years, n = 64).

Gender did not affect exposure of daratumumab to a clinically relevant degree in both population PK
analyses.

Renal impairment

No formal studies of daratumumab in patients with renal impairment have been conducted. A
population PK analysis was performed based on pre-existing renal function data in patients receiving
daratumumab monotherapy, including 71 with normal renal function (creatinine clearance [CRCL]
> 90 mL/min), 78 with mild renal impairment (CRCL < 90 and > 60 mL/min), 68 with moderate renal
impairment (CRCL < 60 and > 30 mL/min), and 6 with severe renal impairment or end stage renal
disease (CRCL< 30 mL/min). No clinically important differences in exposure to daratumumab were
observed between patients with renal impairment and those with normal renal function. Additional
population PK analyses in patients receiving combination treatments also demonstrated no clinically
important differences in exposure to daratumumab between patients with renal impairment (mild,

n = 264; moderate, n = 166; severe, n = 12) and those with normal renal function (n = 251).

Hepatic impairment

No formal studies of daratumumab in patients with hepatic impairment have been conducted. Changes
in hepatic function are unlikely to have any effect on the elimination of daratumumab since I1gG1
molecules such as daratumumab are not metabolised through hepatic pathways.

The population PK analysis of patients treated with daratumumab monotherapy included 189 patients
with normal hepatic function (total bilirubin [TB] and aspartate aminotransferase [AST] < upper limit
of normal [ULN]) and 34 with mild hepatic impairment (TB 1.0 x to 1.5 XULN or AST > ULN). No
clinically important differences in exposure to daratumumab were observed between patients with
mild hepatic impairment and those with normal hepatic function. An additional population PK analysis
of patients with multiple myeloma that received daratumumab in various combination therapies
included 598 patients with normal hepatic function, 83 patients with mild hepatic impairment and

5 patients with moderate (TB > 1.5 x to 3.0 x ULN), or severe (TB > 3.0 x ULN) hepatic impairment.
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No clinically important differences in the exposure to daratumumab were observed between patients
with hepatic impairment and those with normal hepatic function.

Race

Based on the population PK analysis of daratumumab monotherapy, the exposure to daratumumab was
similar between white (n=197) and non-white (n=26) subjects. In an additional population PK analysis
in multiple myeloma patients that received daratumumab with various combination therapies, the
exposure to daratumumab was also similar between white (n = 558) and non-white (n = 136) subjects.

5.3 Preclinical safety data
Toxicology data have been derived from studies with daratumumab in chimpanzees and with a
surrogate anti-CD38 antibody in cynomolgus monkeys. No chronic toxicity testing has been

conducted.

Carcinogenicity and mutagenicity
No animal studies have been performed to establish the carcinogenic potential of daratumumab.

Reproductive toxicology
No animal studies have been performed to evaluate the potential effects of daratumumab on
reproduction or development.

Fertility
No animal studies have been performed to determine potential effects on fertility in males or females.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Glacial acetic acid
Mannitol (E421)
Polysorbate 20

Sodium acetate trinydrate
Sodium chloride

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
24 months

After dilution

From a microbiological point of view, unless the method of opening/ dilution precludes the risk of
microbial contamination, the product should be used immediately. If not used immediately, in-use
storage times and conditions are the responsibility of the user and should be no more than 24 hours at
refrigerated conditions (2 °C-8 °C) protected from light, followed by 15 hours (including infusion
time) at room temperature (15°C - 25°C) and room light.

6.4  Special precautions for storage

Store in a refrigerator (2 °C-8 °C).
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Do not freeze.
Store in the original package in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

5 mL concentrate in a Type 1 glass vial with an elastomeric closure and an aluminium seal with a
flip-off button containing 100 mg of daratumumab. Pack size of 1 vial.

20 mL concentrate in a Type 1 glass vial with an elastomeric closure and an aluminium seal with a
flip-off button containing 400 mg of daratumumab. Pack size of 1 vial.

6.6  Special precautions for disposal and other handling

This medicinal product is for single-use only.
Prepare the solution for infusion using aseptic technique as follows:

. Calculate the dose (mg), total volume (mL) of DARZALEX solution required and the number
of DARZALEX vials needed based on patient weight.

o Check that the DARZALEX solution is colourless to yellow. Do not use if opaque particles,
discolouration or other foreign particles are present.

o Using aseptic technique, remove a volume of 0.9% Sodium Chloride from the infusion
bag/container that is equal to the required volume of DARZALEX solution.

o Withdraw the necessary amount of DARZALEX solution and dilute to the appropriate volume
by adding to an infusion bag/container containing 0.9% Sodium Chloride (see section 4.2).
Infusion bags/containers must be made of polyvinylchloride (PVC), polypropylene (PP),
polyethylene (PE) or polyolefin blend (PP+PE). Dilute under appropriate aseptic conditions.
Discard any unused portion left in the vial.

o Gently invert the bag/container to mix the solution. Do not shake.

o Visually inspect parenteral medicinal products for particulate matter and discolouration prior to
administration. The diluted solution may develop very small, translucent to white proteinaceous
particles, as daratumumab is a protein. Do not use if visibly opaque particles, discolouration or
foreign particles are observed.

. Since DARZALEX does not contain a preservative, diluted solutions should be administered
within 15 hours (including infusion time) at room temperature (15°C - 25°C) and in room light.

o If not used immediately, the diluted solution can be stored prior to administration for up to
24 hours at refrigerated conditions (2°C - 8°C) and protected from light. Do not freeze.

o Administer the diluted solution by intravenous infusion using an infusion set fitted with a flow
regulator and with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone
(PES) filter (pore size 0.22 or 0.2 micrometre). Polyurethane (PU), polybutadiene (PBD), PVC,
PP or PE administration sets must be used.

o Do not infuse DARZALEX concomitantly in the same intravenous line with other agents.

o Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse
Belgium
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/001
EU/1/16/1101/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 20 May 2016

10. DATE OF REVISION OF THE TEXT

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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ANNEX 11

MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCEAND MANUFACTURE RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance

Biogen Inc.

5000 Davis Drive
Research Triangle Park
North Carolina

27709

United States

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy, Co. Cork
Ireland

Name and address of the manufacturer responsible for batch release

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
The Netherlands

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.

An updated RMP should be submitted:
° At the request of the European Medicines Agency;
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. 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 the launch of DARZALEX (daratumumab) in each Member State (MS) the Marketing
Authorisation Holder (MAH) must agree about the content and format of the educational materials,
aiming at increasing awareness about the Important Identified Risk of “Interference for blood typing
(minor antigen) (Positive Indirect Coombs’ test)” and providing guidance on how to manage it.

The MAH shall ensure that in each MS where DARZALEX (daratumumab) is marketed, all HCPs and
patients who are expected to prescribe, dispense and receive this product have access to/are provided
with the below.

The HCPs and Blood Banks educational materials, shall contain the following key elements:

o The guide for HCPs and Blood Banks, to advice about the risk of interference for blood typing
and how to minimise it;
o] The Patient Alert Card.

The Guide for HCP and Blood Banks shall contain the following key elements:

o] All patients should be typed and screened prior to start treatment with daratumumab;
alternatively, phenotyping may also be considered;

o Daratumumab-mediated positive indirect Coombs test (interfering with cross-matching of
blood) may persist for up to 6 months after the last product’s infusion, therefore, the HCP
should advise the patient to carry the Patient Alert Card until 6 months after the treatment has
ended:;

o] Daratumumab bound to Red Blood Cells (RBCs) may mask the detection of antibodies to minor
antigens in the patient’s serum;

o] The determination of a patient’s ABO and Rh blood type are not impacted;

o] The interference mitigation methods include treating reagent RBCs with dithiothreitol (DTT) to
disrupt daratumumab binding or other locally validated methods. Since the Kell Blood group
system is also sensitive to DTT treatment, Kell-negative units should be supplied after ruling
out or identifying alloantibodies using DT T-treated RBCs. Alternatively, genotyping may also
be considered:;

o] In case of urgent need for transfusion, non-cross matched ABO/RhD compatible RBC units can
be administered as per local bank practices;
o] In the event of a planned transfusion, the HCPs should notify blood transfusion centres about

the interference with indirect antiglobulin tests;

o] Reference to the need to consult the Summary of Product Characteristics (SmPC);

o] Reference to the need of giving the Patient Alert Card to the patients and to advise them to
consult the Package Leaflet (PL).

The Patient Alert Card, shall contain the following key elements:

o] A warning message for HCPs treating the patient at any time, including in conditions of
emergency, that the patient is using DARZALEX (daratumumab), and that this treatment is
associated with the Important Identified Risk of Interference for blood typing (minor antigen)
(Positive Indirect Coombs’ test), which might persist for up to 6 months after the last product’s
infusion, and a clear reference that the patient should continue to carry this card until 6 months
after the treatment has ended,;

o] Contact details of the DARZALEX (daratumumab) prescriber;

o] Reference to the need to consult the Package Leaflet (PL).
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (100 mg/400 mg)

1. NAME OF THE MEDICINAL PRODUCT

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 5 mL concentrate contains 100 mg of daratumumab (20 mg/mL).
Each vial of 20 mL concentrate contains 400 mg of daratumumab (20 mg/mL).

‘ 3. LIST OF EXCIPIENTS

Excipients: glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate trihydrate, sodium
chloride, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial, 100 mg/5 mL
1 vial, 400 mg/20 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
Read the package leaflet before use.

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.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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Do not freeze.
Store in the original package 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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1101/001
EU/1/16/1101/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab
For intravenous use after dilution

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

100 mg/5 mL
400 mg/20 mL

|6. OTHER

26



B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

DARZALEX 20 mg/mL concentrate for solution for infusion
daratumumab

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 are given 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 or nurse.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

What DARZALEX is and what it is used for

What you need to know before you are given DARZALEX
How DARZALEX is given

Possible side effects

How to store DARZALEX

Contents of the pack and other information

ocouprwdE

1. What DARZALEX is and what it is used for

What DARZALEX is

DARZALEX is a cancer medicine that contains the active substance daratumumab. It belongs to a
group of medicines called “monoclonal antibodies”. Monoclonal antibodies are proteins that have

been designed to recognise and attach to specific targets in the body. Daratumumab has been designed
to attach to specific cancer cells in your body, so that your immune system can destroy the cancer cells.

What DARZALEX is used for

DARZALEX is used in adults 18 years or older, who have a type of cancer called “multiple myeloma”.
This is a cancer of your bone marrow. DARZALEX is used if your cancer has not responded to, or has
come back after treatment.

2. What you need to know before you are given DARZALEX

You must not be given DARZALEX:

- if you are allergic to daratumumab or any of the other ingredients of this medicine (listed in
section 6).

Do not use DARZALEX if the above applies to you. If you are not sure, talk to your doctor or nurse

before you are given DARZALEX.

Warnings and precautions
Talk to your doctor or nurse before you are given DARZALEX:

Infusion-related reactions

DARZALEX is given as an infusion (drip) into a vein. Before and after each infusion of DARZALEX,
you will be given medicines which help to lower the chance of infusion-related reactions (see
“Medicines given during treatment with DARZALEX” in section 3). These reactions can happen
during the infusion or in the 3 days after the infusion.
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Tell your doctor or nurse straight away if you get any of the infusion-related reactions listed at the top
of section 4.

If you get infusion-related reactions, you may need other medicines, or the infusion may need to be
slowed down or stopped. When these reactions go away, or get better, the infusion can be started again.
These reactions are most likely to happen with the first infusion. If you have had an infusion-related
reaction once it is less likely to happen again. Your doctor may decide not to use DARZALEX if you
have a strong infusion reaction.

Decreased blood cell counts

DARZALEX can decrease white blood cell counts which help fight infections, and blood cells called
platelets which help to clot blood. Tell your healthcare provider if you develop fever or if you have
signs of bruising or bleeding.

Blood transfusions

If you need a blood transfusion, you will have a blood test first to match your blood type.
DARZALEX can affect the results of this blood test. Tell the person doing the test that you are using
DARZALEX.

Children and adolescents
Do not give DARZALEX to children or young people below 18 years of age. This is because it is not
known how the medicine will affect them.

Other medicines and DARZALEX
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This includes medicines you can get without a prescription, and herbal medicines.

Pregnancy

Talk to your doctor or nurse before you are given DARZALEX if you are pregnant, think you might
be pregnant or are planning to have a baby.

If you become pregnant while being treated with this medicine, tell your doctor or nurse straight away.
You and your doctor will decide if the benefit of having the medicine is greater than the risk to your
baby.

Contraception
Women who are being given DARZALEX should use effective contraception during treatment and for
3 months after treatment.

Breast-feeding

You and your doctor will decide if the benefit of breastfeeding is greater than the risk to your baby.
This is because the medicine may pass into the mother’s milk and it is not known how it will affect the
baby.

Driving and using machines
You may feel tired after taking DARZALEX which may affect your ability to drive or use machines.

DARZALEX contains sodium
Each 5 mL vial of DARZALEX contains 0.4 mmol (9.3 mg) sodium. This should be taken into
consideration if you are on a controlled sodium diet.

Each 20 mL vial of DARZALEX contains 1.6 mmol (37.3 mg) sodium. This should be taken into
consideration if you are on a controlled sodium diet.
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3. How DARZALEX is given

How much is given
Your doctor will work out your dose and schedule of DARZALEX. The dose of DARZALEX will
depend on your body weight.

The usual starting dose of DARZALEX is 16 mg per kg of body weight. DARZALEX may be given
alone or together with other medicines used to treat multiple myeloma.

When given alone or with some medicines, DARZALEX is given as follows:

o once a week for the first 8 weeks

. then once every 2 weeks for 16 weeks

° then once every 4 weeks after that

When DARZALEX may also be given with some medicines as follows:
o once a week for the first 9 weeks

o then once every 3 weeks for 15 weeks

o then once every 4 weeks after that

How the medicine is given
DARZALEX will be given to you by a doctor or nurse. It is given as a drip into a vein (“intravenous
infusion”) over several hours.

Medicines given during treatment with DARZALEX
You may be given medicines to lower the chance of getting shingles.

Before each infusion of DARZALEX you will be given medicines which help to lower the chance of
infusion-related reactions. These may include:

o medicines for an allergic reaction (anti-histamines)

o medicines for inflammation (corticosteroids)

o medicines for fever (such as paracetamol).

After each infusion of DARZALEX you will be given medicines (such as corticosteroids) to lower the
chance of infusion-related reactions.

People with breathing problems

If you have breathing problems, such as asthma or Chronic Obstructive Pulmonary Disease (COPD),
you will be given medicines to inhale which help your breathing problems:

o medicines to help the airways in your lungs stay open (bronchodilators)

o medicines to lower swelling and irritation in your lungs (corticosteroids)

If you are given more DARZALEX than you should

This medicine will be given by your doctor or nurse. In the unlikely event that you are given too much
(an overdose) your doctor will check you for side effects.

If you forget your appointment to have DARZALEX

It is very important to go to all your appointments to make sure your treatment works. If you miss an
appointment, make another one as soon as possible.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4, Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Infusion-related reactions

Tell your doctor or nurse straight away if you get any of the following signs of an infusion-related
reaction during or in the 3 days after the infusion. You may need other medicines, or the infusion may
need to be slowed down or stopped.

These reactions are very common (may affect more than 1 in 10 people)

o chills

sore throat, cough

feeling sick (nausea)

vomiting

itchy, runny or blocked nose

feeling short of breath or other breathing problems

Other common symptoms (affecting up to 1 in 10 people) are:
o chest discomfort

o dizziness or lightheadedness (hypotension)
o itching

o wheezing

If you get any of the infusion-related reactions above, tell your doctor or nurse straight away.

Other side effects

Very common (may affect more than 1 in 10 people):

o fever

feeling very tired

flu

diarrhoea

headache

nerve damage that may cause tingling, numbness, or pain

muscle spasms

swollen hands, ankles or feet

lung infection (pneumonia)

infections of the airways — such as nose, sinuses or throat

low number of red blood cells which carry oxygen in the blood (anaemia)

low number of white blood cells which help fight infections (neutropenia, lymphopenia)
low number of a type of blood cell called platelets which help to clot blood (thrombocytopenia).

Common (may affect up to 1 in 10 people):

. irregular heart beat (atrial fibrillation)

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed
in Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store DARZALEX

DARZALEX will be stored at the hospital or clinic.

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 carton after “EXP”. The expiry
date refers to the last day of that month.
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Store in a refrigerator (2 °C-8 °C). Do not freeze.
Store in the original package in order to protect from light.

Medicines should not be disposed of via wastewater or household waste. Your healthcare professional
will throw away any medicines that are no longer being used. These measures will help protect the
environment.

6. Contents of the pack and other information

What DARZALEX contains

. The active substance is daratumumab. One mL of concentrate contains 20 mg daratumumab.
Each vial of 5 mL concentrate contains 100 mg of daratumumab. Each vial of 20 mL
concentrate contains 400 mg of daratumumab.

. The other ingredients are glacial acetic acid, mannitol (E421), polysorbate 20, sodium acetate
trinydrate, sodium chloride and water for injections (see “DARZALEX contains sodium” in
section 2).

What DARZALEX looks like and contents of the pack

DARZALEX is a concentrate for solution for infusion and is a colourless to yellow liquid.
DARZALEX is supplied as a carton pack containing 1 glass vial.

Marketing Authorisation Holder
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

Manufacturer
Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
The Netherlands

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Antwerpseweg 15-17 Gelezinio Vilko g. 18A
B-2340 Beerse LT-08104 Vilnius

Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
Boarapus Luxembourg/Luxemburg
»JKoHCHH & JlxoHCchH bearapus” EOO/] Janssen-Cilag NV

*.K. Mnanoct 4 Antwerpseweg 15-17
Busnec [lapk Codus, crpana 4 B-2340 Beerse

Codus 1766 Belgique/Belgien

Ten.: +359 2 489 94 00 Tél/Tel: +32 1464 94 11
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Ceska republika
Janssen-Cilag s.r.o.

Karla EngliSe 3201/06
CZ-150 00 Praha 5 - Smichov
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
Bregnergdvej 133
DK-3460 Birkergd
TIf: +45 45 94 82 82

Deutschland
Janssen-Cilag GmbH
Johnson & Johnson Platz 1
D-41470 Neuss

Tel: +49 2137 955 955

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
L66tsa 2

EE-11415 Tallinn

Tel: +372 617 7410

E)rada

Janssen-Cilag ®oppaxevtikn A.E.B.E.
Aeweopog Eyprivng 56

GR-151 21 I1evxm, Adnva

TnA: +30 210 80 90 000

Espana

Janssen-Cilag, S.A.

Paseo de las Doce Estrellas, 5-7
E-28042 Madrid

Tel: +34 91 722 81 00

France

Janssen-Cilag

1, rue Camille Desmoulins, TSA 91003
F-92787 Issy Les Moulineaux, Cedex 9
Tél: 0 800 2550 75/ +33 1 55 00 40 03

Hrvatska

Johnson & Johnson S.E. d.o.o.
Oreskovic¢eva 6h

10010 Zagreb

Tel: +385 1 6610 700
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Magyarorszag
Janssen-Cilag Kft.
Nagyenyed u. 8-14
H-Budapest, 1123
Tel.: +36 1 884 2858

Malta

AM MANGION LTD.

Mangion Building, Triq Gdida fi Triq Valletta
MT-Hal-Luga LQA 6000

Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Graaf Engelbertlaan 75
NL-4837 DS Breda
Tel: +31 76 711 1111

Norge
Janssen-Cilag AS
Postboks 144
NO-1325-Lysaker
TIf: +47 24 12 65 00

Osterreich

Janssen-Cilag Pharma GmbH
Vorgartenstrale 206B
A-1020 Wien

Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z o.0.
ul. Itzecka 24

PL-02-135 Warszawa

Tel.: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.
Estrada Consiglieri Pedroso, 69 A
Queluz de Baixo

PT-2734-503 Barcarena

Tel: +351 21 43 68 835

Romania

Johnson & Johnson Romania SRL
Str. Tipografilor nr. 11-15

Cladirea S-Park, Corp B3-B4, Etaj 3
013714 Bucuresti, ROMANIA

Tel: +40 21 207 1800



Ireland Slovenija

Janssen-Cilag Ltd. Johnson & Johnson d.o.o.
50-100 Holmers Farm Way Smartinska cesta 53

High Wycombe SI-1000 Ljubljana
Buckinghamshire HP12 4EG Tel: +386 1 401 18 30

United Kingdom
Tel: +44 1 494 567 444

island Slovenska republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.
c/o Vistor hf. CBC Ill, Karadzi¢ova 12
Horgatani 2 SK-821 08 Bratislava
IS-210 Gardabaer Tel: +421 232 408 400
Simi: +354 535 7000

Italia Suomi/Finland
Janssen-Cilag SpA Janssen-Cilag Oy

Via M.Buonarroti, 23 Vaisalantie/Vaisalavigen 2
1-20093 Cologno Monzese Ml F1-02130 Espoo/Esbo

Tel: +39 02 2510 1 Puh/Tel: +358 207 531 300
Kvnpog Sverige

Bapvapag Xattnmavayng Atd Janssen-Cilag AB
Aewopog I'dvvov Kpoavidiwt 226 Box 4042

Aotoud SE-169 04 Solna

CY-2234 Asvkooio Tel: +46 8 626 50 00

TnA: +357 22 207 700

Latvija United Kingdom

UAB "JOHNSON & JOHNSON" filiale Latvija ~ Janssen-Cilag Ltd.
Miukusalas iela 101 50-100 Holmers Farm Way
Riga, LV1004 High Wycombe

Tel: +371 678 93561 Buckinghamshire HP12 4EG - UK

Tel: +44 1 494 567 444

This leaflet was last revised in MM/YYYY.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web
site: http://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

This medicinal product is for single-use only.
Prepare the solution for infusion using aseptic technique as follows:

. Calculate the dose (mg), total volume (mL) of DARZALEX solution required and the number
of DARZALEX vials needed based on patient weight.

34



Check that the DARZALEX solution is colourless to yellow. Do not use if opaque particles,
discolouration or other foreign particles are present.

Using aseptic technique, remove a volume of 0.9% Sodium Chloride from the infusion
bag/container that is equal to the required volume of DARZALEX solution.

Withdraw the necessary amount of DARZALEX solution and dilute to the appropriate volume
by adding to an infusion bag/container containing 0.9% Sodium Chloride. Infusion
bags/containers must be made of polyvinylchloride (PVC), polypropylene (PP), polyethylene
(PE) or polyolefin blend (PP+PE). Dilute under appropriate aseptic conditions. Discard any
unused portion left in the vial.

Gently invert the bag/container to mix the solution. Do not shake.

Visually inspect parenteral medicinal products for particulate matter and discolouration prior to
administration. The diluted solution may develop very small, translucent to white proteinaceous
particles, as daratumumab is a protein. Do not use if visibly opaque particles, discolouration or
foreign particles are observed.

Since DARZALEX does not contain a preservative, diluted solutions should be administered
within 15 hours (including infusion time) at room temperature (15°C - 25°C) and in room light.
If not used immediately, the diluted solution can be stored prior to administration for up to

24 hours at refrigerated conditions (2°C - 8°C) and protected from light. Do not freeze.
Administer the diluted solution by intravenous infusion using an infusion set fitted with a flow
regulator and with an in-line, sterile, non-pyrogenic, low protein-binding polyethersulfone
(PES) filter (pore size 0.22 or 0.2 micrometre). Polyurethane (PU), polybutadiene (PBD), PVC,
PP or PE administration sets must be used.

Do not infuse DARZALEX concomitantly in the same intravenous line with other agents.

Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.
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WEZRA L7 ETEIRT S 2 L, 7, FHEFORMN CEEZAGT 5 2 &,
3. ARAIBE G2 X 5 infusion reaction Z 883 1 5 72 0012, ARFIEG-BHAE 1~3 REfE i
R RE AR NVE Y, MEBGRAI L O e A ¥ I U AlERETH 2L, F7-,
&M infusion reaction Z B S5 7201, MBS U TAFIG% IR R
BHARNEVEERGTH L, B, BEAEEMEES L IFREIWMED H
HEEIIFNS OBERRO & 5 BEITIT. AR O GHAE L L CRE 9§

WEOWAARAT O A REOEREGEEERTDHZ L,

4, RFNTAEFLRIER 2 W TR O E 4 1,000mL & L, 50mL/K 3G ¢
SUEEHEZBIAAT 5, Infusion reaction 2358 LIV o T2 GA 1L, A OIRRE
EBER LN LA REDOBRER OB GHEEZUTOLIICEFET LI ENTE
5o 127U, BEEEO BRI 200mL/EEE 35,

ARANO AR D e o O s

T P 5.8 O DR 5 (mL/ER)
BGR BREOBE O~ 1 | 1~2Mef | 2~3Mef | e LI
EES = 1,000mL
206l B 5 500mL** 50 100 150 200
3] A #5-LAIK: 500mL** 100*2 150 200

*1 : WIEIPEG-BRLAEE D B 3R LLPN IZinfusion reaction?) S 226D B 3L 72 o -84
500mL &4 52 EMNTX D,




AN o

1.7 FIfERZD S —

— A R

2TV h~T7 (Bin T Z)

*2 + FI[E] M O2[E] [ 58 5 & BE A3100mL /LA Tinfusion reaction3 286 51
oA, 100mL/BE N BEIMET A Z LN TE D,

5. Infusion reaction 23 HL L7245 5. LA TFDO X 212, RAIOE G, ik, fhH
EDIETE HEEIRLEEZITH T L, 70k, Gradeld NCI-CTCAE V4.0 ([ZHEL
%

1) Grade 1~3 : AA|O #5232 Z &, Infusion reaction 23 [A]# L 7235412
I%. infusion reaction ZEEBLRF D N-43 LT O Gl TR 52 B35 Z & A TX
%, Infusion reaction D FIFENFBD SN o T2 5001%, EitoE [RE DA
REORBER O GHE | 22, HEEELZEETLLENTED, -
72 L. Grade3 ® infusion reaction 73 3[EFE 8L L 7= GBI AFIOFe H-% h 1T 5
Z &,

2) Grade 4 : AFlO¥LG-a# LT 52 &,

il EoER

% %]
AFNOEG1%, BRI TE D ERMR ISV T, &M gk g o
TRIRICH LT dnik « BRAEF-SEMO b & T, AFIo®R G256 Y) &
SNDIEBDOIIITH T &, Fio, IBRBMIZHENL D, BE IEOFBEICH
I OSBRI Z + i L, RIEEZS ThLEG 2T &,

[ KoOBZIZIFHREG LN &) ]
AAN D RO HT UIBBUE DBEERE D & 5 B

[ EoEE]
1 HEERES ROBEFIITEEICEEFTZE)

1@ FAZEME MR B L < ITREEME DO H 5 BE X IFN O OO H 5 8

FIARBIBEGRICEREEZ S ORE ERORIL) A7 NEL b BEnRbH

%o ]

2. HEEAREANEE

DAREGICEY, TF 707X —, &0, Wk, B KQESRE, KR
FIE, LRSS o infusion reaction SRS SN TR Y . £ < DAL, YAl
PeHRFIZRBLGRD b=y, 2 HUBEOHE GRHZ LB 5N TV D, K
A G-k, BEOREZ HoCBIZ L, BERRDONTHET. AF O
e - il SO IR LY 20L& 24T 5 & L bis, SRR EIE T 5 £ TR
OWREE S ICEET L, (THE - ARICBEET A EorE] |
TERZREWER ) OTESR)

2) BRI . IR e VY BRI S OB BRI S S d Z LN
HHOT, AKENOEGRTROESHiE, IR ES 2170, BHEOD
WeEEZ+oicEgds2 8, (TEXZEHWER OEBH)

3) AFNL, ARMEK LICHIL L T 5 CD38 &AL, MHEr — o 23RBS A
BIETE L 72 D ATREME DN B 5, M TIIARFIFEE G- LV 6 4 A th £ CTHe
THAREMERH D, 2O, RFBELGANCABRAPUEDO A7 V—= T %
EWO e AR EOEMZ 35 Z &, WIS TESNTWDGE
I, AFNEI LIzl 7 — A AR~ O T OV CRRFIZE T 5 2
Lo VO ( TERRBRARE RIS RITT B OIESHR)




—fREIAER | X TV A~ T (BIR TR

3. RIEH

XTI h<T, LI U RIR, T3 24 0
1LY A L EDORTREEE 247 5 P AT ERME D 238 BEE B & %t
Gp b U= BB ILE S ARG AR RBR IC 3T 283417 21541 (76.0%) (2 H
TER (AERAEET 2 8T) Nl bhiz, ERRWEMIL. infusion
reaction 158 4] (55.8%) . 4FHHEKID 4341 (15.2%) . _bEAGEEYE 43 41
(15.2%) . #97 3541 (12.4%) . %Wk 344 (12.0%) FTh-o7-, (K
SRR

BT h~T RIVTYIT TRV AL G RERE
1LY AL EORTRERE 247 5 B3 XX EHATE D 2R BEE B &t
G b U= 1N ARG R EBRIZ I\ T, 243 6 1821 (74.9%) (ZEIVEH
(R MR T 2 5Te) NRO BTz, EREIWEMIX. infusion reaction
12031 (49.4%) . I/INHOED 7341 (30.0%) . MR IR EE 34 41 (14.0%) .
ik 30 %1 (12.3%) . 57 2741 (11.1%) % Th-o7-, UKFRER)

1) EARAREIER

(1) Infusionreaction : 717 ¢ T — &P, WK, HEIE K OREE (KB
FIE. MR IR EESE o infusion reaction (52.9%) R LA ENHDHD
T, BEORIEE T3 BIEL L, EE O infusion reaction 2358 H 7=
Gy ARFlOBEHIEEOME) A EEZTO Z L, ( THE - HEICBEET
LA EoEE) . TEEZREANER] OHESMH)

(2) ‘B fEsndl - R (18.3%) | AFHERIED (11.6%) OV 2 oSERED
(6.3%) ZEDFHEIMEINH SONDHZ ENHDHDT, BEDIRREEZ 1451
Bl L, BENRDONIEE T, AKRIOR G HIEEOEY) 72 0LE 21T 5
&, (TEEAREARNEE] OHESR)

(3) FYLIE : iz (6.1%) HEOEBERBIMENH LMD ENHDHDT, &
FOWRREZ FABIER L, BENRDOLNEEAICE. AFloEEfIESED
STRTIRAY U s BN

(4) FEE A BEWERE - BEABERERE (02%) BNHLONDZ ENRNHDHDT,
M3 P AR IR O REMR A 21T 9 %, BEFOREE +0IC#ET 5
Z &, BENERO OIS AIC T EY) R AvE (BRI, ERERIETR
BRI DR BITE) 2175 L &I, IERAEE TS £ THREDIREE

ol BisET o2 L,
2) FDOMOREIEH
10% L4 1= 10% Al 5% 2L F 5% A3
JEYEFS L OVEFAE U AR R AN
MR L OV v GREEE S=giil
TR R P §HR, RS =2 —n
INF—
DR Nl
MR ER . FERES & OMiERR bR PR R
UL
H e N N
A% R s IO A kL Rk b AR
—i% - A REES X O S W57 FEEL RAYPEFRIE
ALY INE

BAPE I OF FIFIE OMFA T 11 FR BRI K ONEIBRIE [R5 N1 ARERPR AR DL FHE R & 5,




AN o

1.7 FIfERZD S —

— A R

2TV h~T7 (Bin T Z)

4. FnE ~0h
A CIX—RICAEFEENME T L TWA DT, BEDIREZBIER LN HHE
EICEGETHI L,

5. 4Thw, pEhE, FILEE~OEG

1) ARBNOGEWRF O 52T B 22 BVEITHEL L TV WD T, Il SR L
TWBAREMED H 5 etk JFHIE L TR LAV &, SRea2 5T %E
T HEAITIRIER E OB N EMEE EA 2 & S b8 0k E
THI b, Fio, HERER LR OV S— M =R D etk & 5 5
PRI L CiE, AFE G- A R OARF B G4 T % — E IR O 72T 217
IofETs L, [ AAIZ WA ARERBRIIFE R S Ty
23, 1gGLE / 7 va—F AHURICIREEEEN H D Z EnNmbR b, Bk
DZRERBIZH T AR BIIMF SN TE LT AATH D, ]

2) Il oG oA e iS5 2 L, [KFlo e ML RA~D
BATIIRF SN TV AW, & M IgGIZILHFTICBITT 2 DT, KA BT
THAREMEND D, ]

6. /NEZE~DEE.
INREENT ST B A VEITHEST LTy (FRRBR S 22 0y)
7. BRI KT TR

1) AFNTARIMER 0> CD38 &fie L, HLE A7 V) — =0 7R BRE D &
PERRBR I T 5, AANC L DRI — A AR~ T2 BT 57290
2, FF AL A F—L (DTT) W (ORH| & FRinEk oo CD38 & fsi& %
FLET2) 2589252 L, Kl Pusiid DTTAE CEMET 20T, RHEAPT
KA ) —=2 72BN T Kl FUROFHlARFEE 725, L7223 > TDTT
ZHWTAREHATUEZ 227 ) —=0 7 LIESA 1R, Kel HUREM: o7 f Bk
Fladifdso L, Y ( TEEREANEE] OHEBMR)

) AAlZe MIgG T 7 m—F PR THY | MiEFH M & 37 Ol
H SR ENE & O e B EE ORI T D aleE R H 5, 196G %
FHEEHIERREZ G T 2 EF BT 57%488% (CR) OFHMEI&LZCRME D
PR O R L RIET A REER D DT OEET DL Z L,

8. HH EoEE

1) i
(1) BFEOEKEIZIESWTAAIORGEZEN L, REICUERANAL T V%
RET Do

(2 ARIDEANLHEATH D Z L 2R T 5, RBIRLFOL B TRy N
RO LN AIIMER LN &

(3) EEEREE FIcRB W, HRAERASEIRO SRy 7 IR L, B
HARHK L REKETD,

(@) AFl 2 LEEREIRY . BRAEBREERO SNy 7 R OB A 20
25, RUM{fbe =1 FY7avlLr, KI=FLr, FILAL7 4
VIBAERI I F LU E AT BT — FOATRAN y T RO E WD
&, WHITEREEREE T TITH 2 &, REMRIRIC OV CIRE I FEIE
52L&,

(5) FACMTIR N L, R XUTHAE S22 b,

2) B b

(D) AFE GRS O R L2 B CHERT HZ &, RANTY 78
ThHID, REIOFRIRWITE XX HBAOR 7235788 55 ARENE
Db, REPRFROEESUIEMDBRD SN GAFEHA Ln o
L,

(2 AFNIRAFR ZEZ AT RN, BERAXTICTEIRO S &, KAEIOAHR
WG & 15 R LINIC 545 Z &,

Q) AREZELHIZEEG L2WGGIEL, #ETICT2C~8C T 4R E T 5
TENTEDL, WHLARNWI &,




AN o

1.7 FIfERZD S —

— A R

2TV h~T7 (Bin T Z)

@) ABNOFIRE 2P 5T 5B0%, M ey 7 ) —TEABEEOR N
R Z—=FT )NV ANVIRBDA T, T gV E— (RT7H A X02um)
ERHWCRET L, £/, RUvLEy R TEYy KU
fke=n, R 7L IR =F Lo 8Mcryn—1FXal—4—
Pl 5ty hEHWDZ L,

(5) MDA & [ UBET A N CRIFFEAII TO RV &,

(6) FRIHADIZOIZ, REMKRKZRE LW &, RERERIZOW T
ONCFEET 5 2 &,

9. ZOMDERE
AANZXKT T DHURFEANTED Lz BEDOEIEIL. 0.7% QF) THy, Zo
7B IFNCE VTR, AFNCxT B P FiiiR 2780 7,

A 3GED
TERKAEA




et e 1.7 R [ het— B
F 172 RERM 1
— AL | A FT Y IT U AT L
e =v7—nh 7t/ 23mg
=7 —n k7t 3mg
=r7—ukh 7k 4mg
e I g TRt

AGBEN B

201743 H 30 H

RISy | #d TR
aE=r S=v
© com
o] R J
H o Hf ; LleH
Cl HyG
CH;
A& | U LA

=r7—ahrEn23mg: A XY I T BT AT L LT 329mg (1 F
P17 L T23mg) (AT

=y I—ah7eN3mg: A XYY I TR AT ILE LT 430mg (£ XY
Y I7LLT30mg) (A7)

=rI—ahreramg: A XY I T2 ATV E LT E73mg (1 X
V' I7LLTA40mg) (A7)

(R BSES iAok 2k )
<ZhHE - ZhRICBhE T A EodE >
(DAFNC L D1, D &b 1 OO A RIS R ST TRWE % I FRJ8
LT-BEEXRETDH L,
QR RBR I AN BN BE ORIREEZFIC OV T, [BREGE] omE
WEZI L, AR OGMER O et 2+ R Lz BT, @S BE O

Ret1H 2 &,

i HE | LF U RIFROTFXRH A2V 0 EoRIZHEWT, @, A Y I 7
ELTL1H1R 4mg & 28 1], M (1, 8 XWNI5HH) HOKEL
7214, 13 HEMASE (16~28HH) 5, ZO4EME 1Y A7 VE L, BEE2HK
DiET, 7ok, BEOREIZLVEERET S,
G- HEIC | (AR Z B S U256 OF 20 R L ST L TuZen,
SRt S QLF U R RERT IV ALY ORI L L, [FEREAE] OEOWNE
i E o ERAL, BHETHZ L, £, OPARAIORMNCEERGTH 2 &,

QLT VU K REOT FH 2 &V LSO FEMEEEA & OOERICB T 5 a3
K OV EVEIIHESL LTV R0,

(D EEELL EORFHERERE O b 5 B3 M OVEE O BHERERRE O H 2 BE Tld, A
BIDOMAREN FHT L LEORERHLHT-0, BEEZEETLE L HIT, B
OWREEZ L VEEBEICHE L, AFEFROBIUHpEET L L, ( MEER
5 RO [FEpEhE] omEsm)

O)YBRZICAK 2P 5 LTG0, AAIO Coo K NAUC MK T35 L OWMENRH D,
BEROFBLBET D120, BFO LRI DR 2 FEH £ TOM ORIk
Az k., ([EpEE] omzi)

OVFT 7721 7 VORI BT > TL, LATFORMEE BB ITRE O R4 %2 k3
HZ &,

A 7 VBRI YE
I R ERER 1,000/mm® L4 |
RN e 75,000/mm?® L |-
Fe ik R—ZF A X% Grade 1 L FIZ[ml18

Grade |Z NCI-CTCAE v4.0 [Z5£-5<




BT h~<T 1.7 [RIFE [Flh i — a2
—WRIETS | A Y I T R ATV
(DABIBEGIC L0 BIERADRREL L7256 12iE, LTOREMEEZRE 2, AFI &K
HOE, PIETAZ L,
RENOWEAT >~ 7
BH i F = 4 mg
AT w71 (1 EpEE) 3 mg
AT w72 (2 BRI E) 23mg
AT v 3 G-k
IRHR - JE G - PR RRYE
BIEM FRIE L
i IR E i/ R 30,000/mmP Lk EIZ[EE T % £ T, (RERT 5,
30,000/mm?® i mlE%, W—-HETEEEZHIATX 5,
FEOR 30,000/mme AR 12 B L7231,
30,000/mmPLL FIZ[EE S5 % T, KRT 5,
EfE, 1B E L T2 TE 5,
1 R BRI E L EREL 500/mm?LL BIC[EE S5 £ T, RT3,
500/mm® i mE#., W—HE TR 2T 5,
B 500/mm® Al 28 U= 8a0%. 500/mme LA
kizEiET 5 E T, KET S,
FIfE, 1B L T2 TE 5,
Grade 2 SHEFFRIE 2T, ?er%?fl*fﬁf’a‘ 5.
BRERTERVEAIT, FitlGrade3 1B,
Jrapiie=: Grade 3 Grade 1 LA FIZEIET 5 £ C, KT 5,
FIfE#, 1R L T2 FBTE 5,
Grade 4 BhEpIET 5,
I PES Gradel X | N— AT A » UTEIF 2 ED 720 Grade LU FIZ
[Ee R E P oA FE3 5 £ T, KIEF 5,
Grade 2 FiE%., F—HETHRSEEZHHTE 5,
PR e A S Grade2 X %;234 v X% Gradel LLFIChfE 5 £ T, K
{3 Grade 3 . 1B R L TR A T B,
Grade 4 HhHEHRIET S,
NR—R 7 A XIE Gradel LI FIZEIET 5 F T, Ik
E LS o FIl | Grade 3 D FE MR EE A5,
EH mIfEH, 1R L CRGEA2FBTE 5,
Grade 4 O ik 71 B2k 5,
Grade I NCI-CTCAE v4.0 I2 35 <
FHEOHE

(%]
AL, BRI RIS T X 5 ERIRICB T, S ISR ORI
S LTy 0 & B R BRI b & T, ARG & IR S LB RN
SNTOBIEETH = b, Eio, BRI S, B 3L ORHEIAL)
PER Qs % BT L, EZ B TrbRET S L,

(=] ROBFICIFEEGELRNI L)
(OAEN D AT T3 LIRBUE OBEERE D & 5 B
(U XTI L WD RTREME D & 2 e (T, PEMm, A E~OR 5 )
DI ER)

1 EEERES ROBEITITHEBEICEREGTL5ZL)
(DT LL EORTHRERE S O & 2 A [AAIO MR B L, BIMEMH S5
<HobhosBEANR DL, 1 (<L - MRICEET MM EoEE >,
CRwEie] OEZM)
QHEEDOEBEEEREDOH 5 EE [AFOMPRELS LA L, BHWEHR®R S 5
bhoakznrdsd, 1 (<KHE - HEICEEST MM EodE>. 5y
HRE] OEHSZM)




FIVh=T 1.7 FIFERI 25— 52
BT | A XTI T R AT L

2. EE R AR E
M/NRIBMEDR & B b Z LR d 5 DT, AEIOE S I3 E A MK 21
BAEZITV, BEOREZ+DICBIEZ T2, (KHE - HERICBEET 48
HEorEE>, TEXZEWEH] OEZH)

3. fHA{EH
EREE (BFHICEETS Z L)
A4 5 BRPRSERR - HEE 71k R - fERIN T
CYP3A ¥ A4l AR OMPREIMET L, 221N | U7 7B v 03 IRGHTTE R
V7yoevyr, B | BT BENRHLDT, (CYP3A %5) \Zxtd 258 /EM

ANRSBE L, 7= | CYPRABEMEMO R VEHI~D | 12k 0, AFIOMRBAMEES

=hy, a3y | REEEETLZL, (DB | 5,

FREY VY fe] DIER)

(St.John’sWort, *

VheVa—rX-

U— ) EHRR%E

4. BIEH
PR SUTEHAMEDO S B E HIE RS 2 G & U7 [EIRS e [F) 55 T G R ek B |2 B
WT, AAIELFY R REOT ST AX Y 200 L7 36161 (AN 204
Zate) . 33541 (93%) ICEIERANRD bz, ERRWER (20%LL 1)
ME. FH 11061 (30%) . AF A ERIEAME 107 1) (30%) . I/ E 101 4
(28%) . AIHrREFETE 8141 (22%) K OYES 7561 (21%) Th o7 KR
)

(D ERRBENERT?

1) i/ MEEAE (28%)  c If/IMEIBAER S Hbid Z ERHHOT, BE
DOIRFEZE H3ICBE L, BENRO LN HEITIE, AFIOKREK, HiE,
B IIEEOREY) R E A T 2k, (KHE - HEICBEET 56 H Lo
EE>., [EEREANEE] OHESHR)

2) HEOTH (5%) : BEO RN LbNDZENHDHDT, BEDIR
ReZ I CBlE L, BENED ONTEA I, AFIOREE, BiE, &5
kSO AR B 21T Z L, (<HE - HRICEET 240 LokE
>DIEBMR)

3) BRI ERE (Stevens-Johnson SEMERE)  (BEEARI)  « 7 &R ARIE
5 (Stevens-Johnson SEMERE) MNdb Db b 2 ENHH DT, BEDIREE
oIl BiEt L, BEPREO ONHAITE. AFlofs 2k L, @yl
IRALEEAT D Z &,

4) KRR KT =2 —r 3 — (16%) . K=o —a /5
— (7%) . KMMERER = 2 —oF— (1% AR SEndbobid 2
ERHDHDT, BEDIREZ H2ICBIE L, BENPRD LNELEITIL,
AFIORIE, W, HHEPEEOED)LAEEZITY 2L, (KHE - HE
R A E VR > 0EB )

5) AW FEMGERE BERE (B RE) - RIPETR R RE BERE  CEAR -
FOEREAE, ME E5- B, BARAR. HREES) 2nbobhds Z &M
HDOT, A% A ERBIEE GRS DN B A IIAF O E % d ik
L., @ER0EEITH 2 &,

2 BIERORBBEE T, EFSER S MATRER O R G EG L, Zh LS Cld Sz g@ifE
MITBEARR & LT,

(2)F DO EITEREY
10%04 I 5~10% A 5% Al
1) %% REX K. LB, BB, &

TERYe, BOREEA . DER U AE,
AL A 7P RS
The, YL, DR, IR
2) 1k, I R ERIBE | 5 if Bk i U U SERBUDE IR ER D E

U R o ifn.




AN o

1.7 FIfERZD S —

—REILFS | A XY I T B AT L
10% LA I 5~10% Aifk 5% At
3) MEH W, RE) | 9. RNk, BUR. LB REE. 1
PEDEV, BEE | IR, BESEEGR, AR
W B a—
72 /NF—
4) i} [P N
5) Mm% VSIS S . S E . AT, i
=
6) M5 PEREEE, Loo< 0., BiZERIE, &
i, ik
7) WMk L (19%) . LR R M. . H R,
WG (16%) . EESI, He. O, IEEARR
T &, ONELER, HOUR. DIENEEIE R
8) Tl ALT (GPT) #8hn, AL-PHIMN
9) KJE %% (15%) B KCBEVERZ S . KLBE. BRI & s, 38
B, BT, U VERFEE, TR
. AbEBEWELT B M RE (Sweet
FEGRE)
100 Z0f W% ANEAE. R, BAOR | BB K. dikE . S U A
KAV, f5 | 5B M, (BER. RoZ b, M, ki
TR Wb, W, BENMIE, RERN, b
TLREE. 7 o v TR, 5 U,
PHIEEIE. P, EoR, R72. 45
W, IRy L= B, L
Ty AMSE, RAEE, B, R
A HWS, EEEMED £ U
VE3) RIEMORBUMEE X, EEERE RO R DE LTz,
5. miiE ~D5-
— R ERE IR AR NME T L TWA Z ERZ VDT, BEDRIES B2
LR EEGTH L,
6. i, pEm, RILImE~ORE
(VAT SOTIEIR L CW A RIREME O & D & MEIZIT R G- LanWZ &, £2, RAT
BE/R e MER OV S — N —DMERT A AREMED & 5 BEloxt LT, AHFIRES
R O 544 T 1% — EWIRN @Y 22t 2179 X o852, [UHF
12BN T, AUC LRl CRERIREE B D 1.8 {5 1Y T 4 F & T4 (IBIR
DREMEF R OER) NEO LN, £7-. 7 v MZEBWT AUC ik THRR
R Es FEbLIHECHREFENEO LN, ]
QT OLMHIE G5 Z L a2l ROEGTRETHIEAICIIRALEF
hEws2&, [ NHHF~OBITIIAHTH D, ]
7. NREA~DOR S
RHAMREIR, AR, IR, SRR 2 23S L Tunan
(BB A 720N
8. it B L
AFlOMERGIZ LY, BEOE.LS, WM, THL, f/MOsESENHE S
TW5,
ARHN O B Gk D MEFHANIFAE L2V, BEFRE D L5613,
JERIZIS T 72 LB 2175 2 &, 2, AFNMENT Iz L 0 FRrE Sz
U,
9.1 A FoEE
WA W AR v E LT b,
HRKN AT« R 2B <72 PTPAEEO £ £RE L., IRARHIZ PTPY— R 26
WY HET L) IciEEdT D&,
ik M K 27 BMIOSLIEY WAZY BRIT7Z0Ed, 2ofEke
EBICRAT A LD ICHRET L Z L,
WA ScEe | 2017 4 5 H oG T
VERKAE H

10



VAN 1.7 [RIFE R Zhdn— 2%
x 1.7-3RER® 2
—WRAFR | Y X~T (Ea )
fR5E44 T AT Y T o s ERE A 300mg
T A7) VT 4 g EHER 400mg
St TUYRARL v A Y —R 27 A TS

AGBEA B

201649 H 28 1

B X4y

A cRE, BEK, A7 S K

fe A

Y X7, Bl Met ) Za—F AR THY, v~ RHE b
SLAM 7 7 2 U — X 2 /3—7 (SLAMF7) $UROFEGHMERER, WOz e N I1gGL D
T — LU= ENEFRH NG D, =Y AT, vUAI T —<
(NSO) fiflz LV PEE SN D, =r Y X~ 71X, MAEDT I JBIREN S5
HEH (y18H) 2ARKKR O 214D 7T X BN G705 LI (k) 2R THER S LD
B2 R (K 148,0000 ThH D,

RS R 79

TAF YT 4 SIEEIEM 300mg : — Y X= 7 (s T Z) 340mg (13
T L)

T ATV T 4 SIEERER 400mg : =Y X~ (Efs R Z) 440mg (1734
7L

EEXEREnttoZREAME
CNRE ST BN RI Bl 5 (] L0 TR

(AR &I, D7r< &b LoD RN ) UL IH e
LIBEERSR LT DL,

(QERARFBRIT AL AN b NI BF ORTARIESFIC OV T,  TERIRRG OEO
PAEBE L, AAOHIER OZ N % o3 BR L7 1T, IS B O
BIRETD T L,

(ZFF3E

i HE | LF U RIFROTFXRH A2V EofRIcHEWT, @k, Aoy X<+
(Bl 7Hfaz) & LC 1A 10mg/kg % AiiErET 5, 28 A& 194 71k
L, &HID 2% A 7 vix LEMMFE T 419 (1, 8 15 22HH) , 3% A4 7 LLRK
2RI 2 (1, 15 H) SAEHET 5,
i AR [(DAAIEHHTE LT R REORT I A2 Y oI L TIE, THEERK
BHiE -5 B DHEOWNREIL, BET5Z L, £/, HHEAIORMN CEEZAGT S
fEH EorE N

(2)AHIN B 5T O INE K OZE A MEITHESL L TR0,

BILF VU K REOTFFY A &V LA OHFEMIEER & OO X 2 H9MEK K
LERMEIIREST LT U R u,

QAL 2 H 5 d = & 238 5 infusion reaction 2% S F A 7212, AHFID
BHRNC, Ple 2Z I VAl (P72 RTIU5%) , H.ZRIERERH (7 =5
DU ROEREGERA] (TR NT I 72 ) BRETHI L, F0, KK
EOFHT 27 A2 0%, &ROEE (28mg Z AA|$# 500 3~24 IR fRIRTIZ 1%
B LEIRNEES. (8mg & AFIP G- D 45 3B £ TR G52 T) 108 L T#HE
THZ L, (THEEREARMER) KO TEXZEIER] 0ESR)

(BIARANIL 0.5mL/5y D% H3HFE CHREEELZ B L, BEOIREN BIF 25511,
BEOREZBLE LN D, BEERELZLTOX ) ICEBMIC LT Z N T
5o 12720, HFEEIT2MLISEBR RN L,

B 5 (mL/5y)
PG RE B h-BRAh 5B ah Eitasat e
0~30%y 30~60 %y 60 5y LA
. wlal$ G- 05 1 2
BLyA7N 2~4 A5 1 2
29 A 7 VIR 2
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1.7 FIfERZD S —

— A R

TRrY X7 (BafHHRz)

(6)A<FI#E 512 X v infusion reaction 33 ER L 7-H5A121%, UTFD L 912, AFIOHES
b, by, BHHEOLEFESEAITH) 2L, ( TEEAREARMEE] KO TEKR
TEWEH ] OEER)
NCI-CTCAE* |2
L % Grade il

Grade 4 EHICAFI OB 23252 &,

Grade 3 EBICARIOR S 25 2 L, KA, HREG LN b,
EHICARI O Z 45 2 L, Gradel LA FICEIE L=HEI121%, KKl
BeHEE A 0bmL/or & L, R TE 5, ARIOEEHEE 0.5mL/4r L L,
BE O DENENH IR SN 5E120E, 3045 2 &2 0.5mL/4y 3 > AR D
Grade 2 WhHRE L B A Z LN TE A, 12721, infusionreaction 23388 L 72 #¢ 5] ©
X infusion reaction 237 8L L 7= % G E A B2 202 &, AFIOFHRE5%I12,
infusion reaction 28 FR-8HL L 72 35-A121%, B HICAFI OB - Z /WL, g
WG Lanz b,

FEET % £ CARBI O GHEZ 05mL/y &5 2 &, AAIOF G E %

Grade 1 05mL/3 e L, BEOERMENHDICHERR S NT=HAI2E, 3002 &1

0.5ML/ 3 T OARKI OB E xR LiIFHZ LR TE D,
* . NCI-CTCAE v4.01Z L ¥ Grade % &

()F XA 2 L O 2 EH T Ik L7=84121%, infusionreaction ® V) A 7 %
EZEELE LT, AFlOEEO ST L,

(8)7EEHE DSk
AFNE, 300mg BLAIOEA T 13mL, 400mg BAI DA 1T 17mL O 7EE K TE
it L, 25mg/mL OPEFE L L-th, BEOKRENOLHE L-LERZ, W@
230mL OAEBRRIFIR L 5% 7 RO CAR L ClERTs 2 &, (T
ForEE) OESR)

BT

il EOER

(&%

AFNT, BEEERHIHORIETE D BRIV T, IR EIEES O 1R HR I
5 LTy il - SRR AFF BRI b & T, AFIOR ) & HI S L
RISV TOBBET 5 8, o, IRIIRICSE D, B ULZ D%
A B ORI BT L, BT DR A BT 5 = b,

[#5 ROBEICITEE LRV L) ]

(1AFI DRI LiBEUE OBEERE O & 5 B

(24 SUTIEIR L T D alREMED & B etk ( ThESR, PENR, RIS~
51 OEZHR)

[ ForE]
1 EEAREARNEE
(1)7Eh, M9, HIMESO infusionreaction 73d& HHoL 5 Z & Md D DT, AHAl
D51, HEEO infusion reaction |24 2 CEARFIZ 0 723 O T & 5 Hfif
7o 7= TR T % Z &, Infusionreaction 1%, AHK|OW)EIFE G C £ < i
ENTWAER, 2 HUBEOARIRERHZLH b Z ENHDHDT, KA
B HRIZBFEOREZ H2ICBIE L, REPRD ONEGEICEEEGERIEED
WEIRALE 21T 5 & &b, ERDPEET 5 F TREOKREBEZ +4ICBET 2
. (THEERCHEICEBESTHH EoREE) KO TERRFEIER] OHXE
Z )
(20U BRSNS B D Z E N D DT, AAIOEEBIERT N 05 F1T
EMCMERAEZIT, BEOREEZ BT L, ( TERZEIE
H OESH)
2. BIVEH
TR UTHEATE O 2 M B BEIE RS 2 x5 & U= EFSIE R 3AEERIZ B\ T
AHNELFTY R FROTFT R RAE Y U200 L7 31841 (AARANEE 3141 %
i) RO LN ERENEH (10%LL 1) 1%, %5 (289%) , 4FHEkE
(27.0%) , TH#I (18.6%) , M/ (17.6%) , FhEkE (16.4%)

12



LA A NN 1.7 FIfERZD S —
—fRAF | =rY X~T (BaHHRZ)

AIRIE (16.0%) , & (15.1%) , {HFE (145%) , KWHEPEEE (145%) , &
Mk (13.8%) , FE (126%) , Ml (12.3%) , ®EESGE (11.6%) ThHo7-,
(FKRRIE)

(1)K 72 B E

1) Infusionreaction (46.9%) : F&#A, MEIE, & I/E% O infusion reaction 3% &
PNBHZERHDHOT, BEOWREL H/I2BIEZ L, EHEO infusion
reaction 2332 L= BT, EHICAFIOR G- 2 F1k L, w7/ E %
1528, (THEEROCHEICEBETOEH EoEE) RO THEERAR
MEE] OESHR)

2) JRYYE : g (85%) HOEBERIEPIENRHHLOLNHZ ENHHDT, A
FHOREE B L, BRENSEO LNEAICE, #E5PIEEomEY)
RAVEEAT D Z &,

3 VB (9.7%) - VKBRS b I ERHDHDT, BE
DOWRFEZ HA3ICBIEL L, BENED LNEAICIE, HEPISoEY)/
WEEITH 2 b, ( THEERERNER)] OEBMH)

4) FVEMERRE (09%) : MEMRENRS DO Z ENRHDHDT, BE
DWRFEZ AT BIEL L, BENRD LNEEAICIE, BT I/
LEEITH Z &,

(2)Z Dt D EIE

AKFNELFU R RERTIHAZ Y 20 LIEBROBIERIZLLTD & B
DN CThHDH, ROLIREHWEAND L ONZLEITIE, JERIZS C bl Ze L

EEITO 2 &,

FRHE B 5%L1 I- 5% At FEA
W, RAGVERNL, 68, M
A y
by e J¥a s
LR RO, R, i
R SEEE
. ﬁ#%ﬁ@,mm&ﬁ@,ﬁ
IR A PIkE
R - R | AIRE BN, SR
RS, RNEE, LA
. %Qﬁﬁ, K, Ao
fRa BT
i T
e e
T ZA L PE
PRI, R AT IR,
<o AN

BIVEF ORI Y, EBERSE SHRROMGENLEF L, ThUNOEERBR COHEIIHE
FERBIE LT,

3. ElnE A~ OG-

— RIS E TIXAHERENME T L CWA DT, BEOWREAL TSICBZ LR
HEEICRETH L,

4 4The, pEbm, WILWE~ORE

(1A SOTAEIRE LT D ATREME D 8 5 Leth i3 5 L 2 &, iR 5 alREE
D DMK OVS— N =DM 5 AlRetE O & 2 BiEiciE, ARFE G RO
AFN B G1% — WM, @O T 21To LoWET 2 L, [AmRAEFENER
BRIZEME STy (KA e b SLAME7 B 240 CTEIM EBR 2N 0 T X 72
Wi=) . ]

QLT OB EGT 5 Z L xR, RSUESTRETIHAICEEALE IR
SHLZE, [(RAlOe MEEHHFA~OBITICET 27 — X272, & b 1gG
IRATICBITT S 2 nmbnTn5d, ]

13
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1.7 FIfERZD S —

— A R

TRrY X7 (BafHHRz)

5. /N~ S
RHARER, BrAER, LR, IR UT/NRISH T 5223 LT,
[ FARBR AN 7]
6. ERA R AR R R IT T R
AHNE, & MEIGGKE / 7 o —F PR TH A Z &b, MEGHM X370
M35 & A ERKENE K O B EEOm T RIS LA AR H 5, Z 0T
28, 1gGKHL D LRI EBIEREA 2B W T, BEEDOFE K O E2RN N6 D
FROFTMIC R L RIFT AN Z EIEETH I &,
7.3 EoFEE
(1) ey
1) BEOREICESEMNIEL D31 T NVEEHERT 5,
2) 18G UL T Dy $t & 255 L 7= 5 fR 2 H T, 300mg 41 055413 13mL,
400mg KNI DA 1F 17mL OFEFHHK THEAE L, 25mgimL OFRE L5 2
E,
3) NATINENTIRETD - Y EFIERE RIS S TREML, FEenicik
FIREES TS, A TIVEEE SET, MLIEHR LW L,
4) SERIZEIRLUT-%, 5~100MEHET 5, EMRRIT A ~REE A OB~
HYZE 2T TH D, BRI o2 R 720 B CHERT 5 2
& MR AT E AR LTS EIIIFER Ly &,
5 BEOERENSFE LIESLEEZ A TANLKRESEDY, ##H 230mL O
BRI X 5% 7 R UBESR CHIRT 5 2 &,
6) FFFREL, FRARZITESCCHERT &, £, BIRIIFEET L2
&
(2)45 - IRf
1) FREOEEL, BIRA 7E2HNT, 02370 U FDAST T 7 4
NE—H WA TA T 4N E—% B L TIRETDHI L,
2) fhDOIHFIE L OEE UFIRFEIZ LN &y
3) AFNIAFEHEHA L LToOLAY, Sl EI ThRN &,
8. D DFE
SRR R - PSS XA D 238 M B BEIE RS 2 k5 & U 7= [EBRSL IR 2 3 FH R
IZBWT, 20941H 4541 (15.1%) TAFNZKT HEETUEAR RS, £D 9
H 1941 (Fgelsthix 261 THRHUADREINZEZD Sz,

B3EO
TERAEH

2016 4F 11 A {ERL

14



x 1.7-4RER&A 3
— AT | AT 4T
HR7E4 HA 7 a Y AR EE A 10mg
1A 7' ) A R ERHE A 40mg
v FNEF S TSRS A

AGBEA B

20167 H 4 H

B X4y

i N AVE = 3

fe A

A OSA T L)
AT r ) R EREHEN 10mg - L7 40 27 10mg (123 7 uH)
AT a2 A 40mg : LT 4 Y 27 40mg (L3 T L)

BEX SRt o2t AN
(GBI « AR B 5 i B i)
(1) AN R DIRFIL, D7 &b 1o OB 7R IRR N B UL TAHER | B
WL BEERE LT DL,
(2) BRPREBITHZ AN DL B ORTAIRIESIC VT, THREAMRAET ©X
DNE LRI L, AR DA G2 % 53 B LT BT, s
HOBREITH 2 L,

Mi&- &

LF Y R REOT S22 g HOEEA -

WE, AT LA 1E, KA1 2, 8, 9, 15K 1V16 HHICATHEIEL, 12
AR %5, 2o 28H0MAZ 19 A 27L& L, 1294 7 VETEEAHDIRT,
YA Z7VLIEIE, 10 1E, 1, 2, 1540016 H BICAKIZ ST L. 12 AWM
KIS 5, KFOBEGREIZIILVT AN ITL LT, IV AZ7LVED LR O2HH
DI 20mg/m? (REERE) . LT 27mg/m? (R ERE) & L. 105900 T
THET 5, ok, BEOREBICEL Y EEEET 5,

TP AL UG OEE

WE. BRAIZIZ L E LA, AAIZ 1, 2, 8, 9, 15016 H BIZATEFEL, 12
AR %5, 2o 280 A2 13 A 71 b L, 5280 IRT, KFIOK5EIT
HANT 4N ITELT, 1A Z7VED 1R 2 A HOA 20mg/m?® (R

) . THLFEE 5emgim? ((REmFE) & L. 302N CAfEET 5, b,
BEORIEIC LV EERET D,

AL HEI
G A
i ForE

(1) AH % BB L U256 OB IR O 2T LT,

(2) L7 YU R RUITHF I AZ Y ORI L Tk, THERE OEON
KERIML, 53528, o, fHHERORM CEEZRGTHZ L,
(3) LU R RXET Y A2 Y U USNOHEEMIELA & OOFHIZB T 268%)

PR ONZZ MR THENT L TUVR D,

(4) (KFMEFEN 22m° B 2 5 B T, AEmfE22m? & L CRGREZHHT S
ZL,

(5) LF U R RERTHH A XY UHAOEE, K% 1801 7 V&2 T
H U556 oA 80 O 2 VE TS LTV,

6 Z7vT7F=22 0T T % (Cor) 8 15mLISy Rl & ie > T2 B AL, AH %2
PRI 25 2 L, Cor 23 15mL/4y Ll B CTlEE L7-5a1cit, BE5OHBEZ KR
YAz, BTEETAEAICIE., EREFO MRS LT 20mg/m? &8 2 72
WZ ki L, FBdRIcRETHI L,

(7) ABNIOFEGIZOWTIE, LLFICRE- T, WYNIIRER, R 3% 5 1k 0¥
Wrafrs 2 &,

MM (Graded™ O i/ MgA . U o Bk . &1 XiE Grade3* LL o4t
HERID) XUE Grade3* DL E o JE iR ENE  (BEEAE I Grade3™ DI - I
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AN o

1.7 FIfERZD S —

—WREIETR | AN T 4T
Mo, FHRIROYE ST 2 BR<) ICE T 2RIER BB L2 Ha i, BETS
FCARANZRIEST 5, KRERZITE G2 BT 25612, AR X 5 A HEME
CfERME A EEICHE L7 ECTREZALZE L THESEEET 2,
. HORWEHZREL L, KREZICERGZHEHT 5610, TREZAL
&L TARRIZBE X IR G FIET 52 L,
% : NCI-CTCAE v4.0
LU R REOT S8 A% 0
BIEF R O F 5 PG E BN O R H 22

27mg/m* 20mg/m?

20mg/m? 15mg/m?

15mg/m? Bk
TXY AL A

RIERFEHIRF O 55 F G- ABARF O 5 & H %

56mg/m’ 45mg/m?

45mg/m? 36mg/m?

36mg/m? 27mg/m?

27mg/m* Bk

(8) MEHSAIDFIRLTT ik
AANL, 10mg BAI D LA 1L 5mL, 40mg B D541 20mL O 5 K TR
fig LC2mg/mL ORE L L, RBEENSRE LM EES 5% 7 R
BRI THART2 2L, (HEAH EOEE] OHEEBR)
fEH LR

(& )
AFNE, BERHI03E T & D EHRMERICIV T, & Mg B IR DR Ic
X LT 7 sk & R A FF ORI b & T, AFIOM A EY LW sh D
BEIZONWTORKEET L L, £, BIREFAMBICELD, BEIL DOFERE
AR fERIEZ TR L, FAEEZG T OREGZHGT 5 L,

(B2 ROBFIZITERELRNWZ L) ]

(D) ARHN DRIk VIBHEUE O BEERE O & % B

(2) G TR L CW B AIREMED B B ot (TR, e, RS~
5. OEZBR)

EA EoEE)

1 FHEKRS ROBEITEEICREGTLL)

(1) DEFZAEFL TV L EEUIZ OBERERH 5 88 UERP BSOS
TorBENNR DD, ( TEXALEWEH) OHEZMR) ]

(2) HEDIHREERS O H L EE HARBRA D2y, ( HEYEIRE] OES
) )

2. BELHANER

(1) fFAR4:. AST (GOT) . ALT (GPT) . v U LB %0 FH-Z 5 ATHRER
ERHLDONDZ ENHDHDT, KFIOE5BAMERT K OF 5-HIXE I T
KSR 21T\, BEORIELZ BT 52, ( TERAFIER] @
HEH)

RN

(2) BHEEIEINS DI D ZLNH D DT, AEIOFEBMGET R O G R I3EMS
BB E 21TV, BEOREEZ +ICBET 2 &, ( TERREWE
H1 omEZR)

(3) QTRIRIEENH HbD Z ENH DD T, AFOFGIERT R OS5 FixE
A DEXNBRE R VEREREZITV., BEORELZ HICEET 5 2
Lo Fo, MEIDSUT, EBRE (DY UL, ~T 32V TL, V) Al
ET 5L EHIT, QT HIRIERE S ORENRNGRD SN BT, Wl
BEITOZ &,
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— R | LT 4 T

3. FIEM
(LFU R REOT IV A2 60D
< FRUTEHAMEO M E REE A x5 & L2 EWNE 1B (ONO-7057-05 7
BR) 2B\, ARAINE G iz 26 617 26 1] (100%) (ZEIVER  (EFARAMR A
OEFEET) BROLNT, EREWER (10%LLE) X, /M 12 41
(46.2%) . V> RERE 1161 (423 %) . ks 1041 (385%) . ALT
(GPT) 8/ 76#1 (26.9%) . % 761 (26.9%) . {Hf 641 (23.1%) . AL
i 661 (23.1%) . 1KYV U ERIMAE 56 (19.2%) . HMMERIEM 54 (19.2%) .
AST (GOT) #ihn 4 (154 %) . GFHERED 46 (15.4%) | G ERE 4 6
(15.4%) | #E 4B (154%) . K== —a/3F—4f] (1564%) . fH
BV LEEIN A6 (154%) . AIMERED 441 (154%) . &4 Y 7 AMGE 3
B (115 %) . A%H U 7 AifnfE 341 (115 %) . Bl 341 (11.5%) . @iLE 3
Bl (11.5%) . F#I 361 (11.5%) . g 361 (11.5%) . EXGEDKRIAE 34
(11.5%) . R85 36 (11.5%) . FBE 34 (11.5%) . M=zl 27o—
JVHM 3B (115%) . ~T 7 v e id 361 (11.5%) K OMET b U w7 AlfiiE
36 (115%) Th-o7=, (GKIRER)
© PR SUTHEEEME D 3B B 2 xf G & U7z i/ S AR RRER  (PX-171-009 7
B B WT, ARFINE G S 392 47 33241 (84.7%) ZEIEH (EFRMHRA
EOREZETe) NREO LN, EREWEH (10%LLE) 1%, FHEkEd 142
1l (36.2%) . & 1044 (26.5%) . M/ Mg 9941 (25.3%) . J% 55 8845
(22.4%) . THI 7401 (189%) . fifehs 7261 (18.4%) . AHRJE 56 ]
(14.3%) . XOEREG 50 6 (12.8%) . &4 U ¥ AlfjE 43 1] (11.0%) . @i
BE 4151 (105%) M OMEIE 4161 (105%) Tholz, (GKGEEF)
BIVEH OBEEIZOWTIE, MBI (PX-171-009 3Ek) DOpikgIc S &
ok L7z,
(F XY A Z PR
© PSS XATEEEME D 3B BEIE 2t G & U 7= ERS LRSS IAHFSR  (2011-003 5K
BR) ICBWT, AFINEG Sz 46361 (HARN 2241&Te) 404 5]
(87.3%) CRIER (BRRMAME O R %2 5Tr) P bhiz, EEEM
(10%LL F) 1%, /RIS 126 45 (27.2%) . i 107 i (23.1%) . J%97 97
Bl (21.0 %) . RHRAE 93 51 (20.1 %) . PFURIK#E 74 5] (16.0%) . i 69 fi
(14.9%) | miE 6261 (13.4%) | .l 574 (12.3%) | HEJJIE 55
(11.9%) . Kttt ==2—nr/)F—494] (10.6%) . U >/ ek 48 {3
(10.4%) . 4845 (10.4%) KM ONEIMHE 47 5] (102 %) THoT=, KR
i)
BIVEH OB OW T, /MBS (PX-171-009 3ABR) M ONEBS L[R5
MAAEAER (2011-003 #ER) DRAEICEE S fiH Lz,
3% PX-171-009 58k K O 2011-003 #klk LIS CHs 7= BIVER IZ DUV CIEsaEE
REHE L=,
(1) BERZ2EIEH
1) OfEE
DARE (27%) . QT HIFRIEE (0.1%) . OfE%E (01%) . OFERITH
(0.1%) . OER FEEARHN) ZOLEERHHDLNEZ ENRHHDT,
BEDOIRIEZ H/ICBIER L, BRENRD LNHEITIE, AAIOKREE, HE
NI EH IEEOH Y R NEEZITH Z &,
2) FEVEL MR R
MR E (09%)  (filEs (05%) . BVEMMiZ% (04%) . ArkErE
BOEWERE, BEMFRAE (WTFRLEERIY %) BhobhbdZ E08H
LT, BEOREEZ HSICEE L, BENEO LNZLA I, AFIOK
HOWE IR P IO R LB EIT O 2 L,
3) i i E
fiiE L ERE (0.5%) bbb ENHDHDT, BEDWREL oICBl2
L. FRRIREE, MRS 0ER2 S bbb -Ha12iE. AFloF S5 2 H 145
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—WREIAFR | AT 4T

bl MoEE (MK, MiKES) & OERZK 2% L7z BT, @yl
IRAVEEATH T &,

4) FFAR4A, ek E
P4 (0.1%) . AST (GOT) . ALT (GPT) . B UL E V%D FHA21ES
JFHEREREE (6.1%) "L DONDZENH LD T, BEDIREL /3 BI%
L. JENEDO ONIGAEITIE, AFIOKRIE, JlE TG IEEowE ) 7
WE 1T 2 &,

5 AMEBRe
AMEBEARE (1.8%) NHLDLNDZ ENHDHDT, BEDIREL 1o Blig
L. BEPRDONIGAITIE, AFORIE, JlE 359 1E oY) /e
WMEEITH 2 &,

6) HEIEE AR BE e i
M AR EEEERE (0.7%) DNHHDLND Z ENHDHOT, IMTE B EE &
OBHSRERE AT ) 70 &, BEOREZ +DICBIRTH2 L, BENBDH
NI=GEE, AAIORE 2 F IR U, @y 7paE (R, &R imE
IRIFRAISEOBRE., BIE) 2175 L &b, ERVAEET 5 £ THEDOIREE
oI BEgT s L,

7) B REAS
/gy (26.3%) . &l (24.7%) . i ERED (201%) . U 7 RERIE
b (6.9%) . HIMEKED (5.3%) . FEWEGFFERED (1.6%) FEOEHER
HRH LN ZENHLHOT, BEORELZHSICBEL, RENPEOL
NG EiE, ABIORIE, BEXITEEG P IESEO@EY R LEEZ1TH 2 &,

8) Infusion reaction
FEN BEFE BAEVR. TR, BEWAL, BmE, ek B, B, (K
M, Jefh, MIEBEcPime, B OdiESS %2 & e Infusion reaction (BEEERBA™) 23
oD EeNHHDT, BEORELZ+ZITBEL, RENRDLNL
LAz, ARIORIE, WE XTGP IEEOBY R LEEZ1TH &, 72
B. AFOBEFNZT 9 A XY OO UTBHIRNE G2 EZET 52 L,

9) A PN A
M ARVE ML NGB D TESRBER  (0.1%) | IR TR AEEERE (BEAEARHY) 45
D MAMER NS EN S H oD ZENH DD T, BEDIREL 0128152
U, MR ek 2 0 5 i, /R, EEEEREESE NGO b1
X, AAOEGEdIEL, @YRAERITY &,

10) AAVERS FERMESE R, NE
Al PER BB IMIEIEWERE (0.2%) | MIE (BEEARBY) BNdbobhd 2 &n
HHOT, BEOWRELZ DI L, rWitEk A EMEREGERE, IMAED 5
PIDIER (ERE, B, BRRBEE. BEEL, HREESE) 1N ohichd
Wi, ARG 2R L, @URLEZTITHY Z L,

11) &ifE, &ifmEs vV —8
mIME (10.3%) . miEZ V—=E (02%) BNHobd I ENHDHDT,
MEOHBESICHoER L, BRENRD ONLGEICIL, HWYIR0EETTH
Zl, BIEZ YV —ERHLbNGEIIIAR OB 2R L, Y el
EZITO 2 &,

12) FRAR IR FEARIE
TR ERIRIMARAE (3.5%) | MZERRIE (2.0%) S OFIRMARIERIENH S b
NHZERDHOT, BEORELZHSICBE L., RENPRBOLNELAI
I, AAIORIR, R TG IS OBY R VE 2175 2 &,

13) i
HigHm (04%) . BEEANHM (0.1%) . ZOHMAH bbb Z &0
LZOT, BEOREZHSICBLZE L, BEPROONHEEITE, AFIOK
B OE ISP IO R B AT T L,

14) JEYE
fitize (6.3%) . BGMIE (1.2%) HDOELERBIVENH HbNDZ ENd D
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1.7 FIfERZD S —

— A R

TINT 4SS
DT, BEOREEZ+H/MTEZE L, BRENEOLNHEITIE, AFI DK
$OPE X IEE P IO R E AT 2,
15) L& 2RI
HILEZIL (01%) BHOHDONDZ ENHDHDT, BEDIRRER 43815
L. BN, ARG Z PRI L, @R Ema2iT o =
b
(2) ZfoFIEH
PUFORWERRRD SNT-5HE 12, BRSO Tl R E %2179 2
L,
5% E | 1%0LE 5% A 1% At T AT
EMEREN. GF P EREIN. U o <
M ife 2 O° ERIANN, B BAERECHIN, AReEkH
DIRES AN, BEREIN. HERBD . WL,
s U LSEE . R A PRI
FDP #5110
DA, IR, KBRIAIR
Dl BiE, MR fb, DERMERENR, DERMERISML
fi, EERVERISMOR, OB
e D £ L Ol R
P R 2. 70 L. ik o
A 7y rRER | W, A7 R MRSEE | e
& T Hn
IWCie. B, DRI, RM
) BB, BRVRIE, SRR, s,
5754 gin
MR BB PP Sesowm, der, i
e fif, SRR, R, BT
. IR LA ARMRZ
H R R, B,
. EEEL . BefE, 51
‘ T O, WEEIIEA, R, B,
Wk, Eﬁ%ﬁibf‘ B, W TR R
BikEE | O, F K i, p | EEEBEE, LTS,
LNECE N A ) BEd. KM%, NOMRIE, 55
- B, NIEwR, NEEE. 0N
f, CREREE, EPENR, 25
B, AR
VETG . (ERTERACROG . E SRR
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gL~ 3 1 H 1[A10mg @ AR & 53 5,
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T A BRI SEGHE T 4% E T R EIT Y GAIE S~ —&
RO TH RN RBHTIEO FE 2 FUE (BEEs T2y F—2%25H) &
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O AHIE L, ERIFEICEE TS L ) BEERETLH L, [ TEHERL
RIEE] OHESME]

4. RANIRGRF AT T HZ o E/KT 4 8B% £ T, MR EITOHE
1T D THBN BT E O EE 2 MU (BHEREIINT a2y F—A%25H) &
., BHEEZESTFL WD I L aHoiciRT o2 L, £, oMM ITATE
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5. KK 5%, AR+ 0% i CE DIEFEMRICIN T, & i er i i
DOIRIFFRICHK U TH ik - BRBRER-OEMO b & T, AFlok G235 Y) &
SN ABEORIATH Z &, Fio, BRI L, BEXITZDOHE
WEEIZH MR OfE: (R IR ~DOBREOEREE ETr) 2+ i L,
NETRIEAZHE THLRGZETHZ &,

6. IREPEFIR AR IE & O ZEARIE OB BNHE SN TWDH O T, BEE +01AT
WARRDEEICRGETH 2L, REPREROONZGEICIFE LIRS 2 F I
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2) WREEARMARIED U A7 T 5 HBE [ARANC L 0 RS REL, HET 5
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3) BRSO H 5 BE [EE 2L ERE & O MR E SR BLT 5 2 &
NdbH, (THEEREARWEE] . TERREIER] 0ESR) ]

4) mimE [ TEEE~o®&5) OHESH]
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1) AHNTE MIBWTETEEEL AT DN S D 2 Lnb, RIS 7]
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Hlfe 5-BAE 3 BRI b & 5-BAGIE AT £ CICAIRRE A2 Eii L, ER L Twn
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BRI R 2 I 5 Z &,

2) ARG G GF I 4 8% E T, BRI, B7 - BiRoRtE S
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PUA UL HBsHUARG ) ([28B8W\W T, AAIOFEGIZL Y BRIFR Y A L AD
ISR S BN D Z NS DD T, AAFGIZH > THRT A LA
TR DO WA RS L, AFE GRNCEY R G 21T 5 2 &, AREIOBH-B
B 13k L CHIFHSREMAEE S CIT R VA N A — T —DE=R U T 21T H
2L, BRIFFR A VA DOFEIEMALOBGELIER DR BUEET S Z &,

5 MAMERARBRICK T, Y, DV, BIR, FH, ilamE s Tn
DT, ARENEG-F o BE T B B H O E RS (IR 2 £ D B O B %5k
FAHEOTEETH L,

HAAEH
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SEIIXERETHZ L,
il
< EFME RAE >

RIGRD L RN BEERE 2 %% & U= E N T AR EGR R B 00 22 42 3T AhiE 51
(26 1) K OVEIRIED & 5 RN FBEEBE 2515 L U-ENE 1 FEERBR
OLEVEFHER] (1561)) 2B\ T, Aat 41619 40641 (97.6%) (ZFEIFEM
(R E R 2aTe) NRD bz, ERBIWEMIX. i EkiEDE 21 45
(51.2%) . &2 2014 (48.8%) . MIMEKIF/E 1845 (43.9%) . Ifi/Misid
JiE 183 (43.9%) . &l 12 (29.3%) . {HFL 1145 (26.8%) Th -7z,
HEIB A GRIF)

RIGRD LI BENERE 2 %5 & U7 4 E S AR ER R 3Bk O A K K O %4
A B ARG RO 2 EMEFARE SN BT, 1,072 615 96341 (89.8%) T
BIWER (BRMAERT 2 &) RO O, EAREIERIL, A ek e
3361 (31.3%) . fHFk 24641 (23.0%) . &ifl 243641 (22.7%) . ¥ 55 2334
(2L7%) . K== —w XF—21141 (19.7%) . T 19641 (18.3%) . ¥
% 19041 (17.7%) . IM/RIB/E 16261 (15.1%) | #EJ5E 111 41

(10.4%) . M¥eHE 10841 (10.1%) TdH 7=, (FhBEIBIMAGRR)

TR SUTEEAVE D 23 0B BIIE RS 2 b5 & U724 E S AR EGR RBR. (MM-
009#ER (—EHEMBIM 2006426 H 7 BT —4% 4~ b4 7) KU MM-010 5
(CHEEMRYIM 200548 A3 AT —4% v b4 7) OBFE) OARAIKLOT X4
A B A GRE O M FARE SN BT, 35341t 32341 (91.5%) (T
YER (BRI R 2 & Te) MR bz, EREWEMIL. ek iE
1351 (38.2%) . J&57 9241 (26.1%) . {HHL 7841 (22.1%) . fnyess 734
(20.7%) . RHEJE 6341 (17.8%) . I/ IMRIBUIE 6261 (17.6%) . HEJIJE 61
5l (17.3%) . &I 5341 (15.0%) . #5061 (14.2%) . KiEtk==o—no X
F—44 % (12.5%) . 0406 (11.3%) . i/ 4041 (11.3%) . =k 40 B
(11.3%) . 7% 4041 (11.3%) . ARIEMEENE 3841 (10.8%) . FEhED
36 (10.2%) ToH-7=.

< B BYLAANREREE KR % £ O BB ST OE R >

5 BYL AR R R % 1 0 BB I E R RERE 2 x5 & L= ENE T FEER
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EEYZE&T) NRo bz, ERBIEMIZ. /B E 11 61

(100.0%) . HFHERIEAE 114 (100.0%) . E i EREAME 1045 (90.9%)
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(45.5%) . < D FEIE 56 (45.5%) . %92 4% (36.4%) Th-oT-,
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B BRI EOE R R E IS R BEIERE X 0 BREIH A EmWEIS TR B
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FREUIFROLAN THIE A MR Y > SIERE 255 L U ENE TAHRERIC
BWT, ZRMEFHBAER 26 #17F 26 1] (100%) (ZEIVER (FRRMRAME RS 25
Te) RO BN, EREWERIX, 4FHEkBUE 2161 (80.8%) . /M
JiE 20451 (76.9%) . U L SERJBDIE 1961 (73.1%) . & 144 (53.8%) . M
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<R EE R R A >

TR IS BIER 2 x5 & U CFlE L 7= R Ef G I BV ¢ ZaMERTE
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HDE 981 15 (33.7%) | M ERIE 923 51 (31.7%) | %95 299 f4
(10.3%) . MImERREZE 29361 (10.1%) . {HFL 25045 (8.6%) . &ifi 238
1 (82%) . KiyME==2—r XF—213%] (7.3%) . ik 15541 (5.3%) . t&
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Ul @ 21T Z &,
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LOLNAZENRDLOT, BELTZIATV., BENRD LNTHEIC
X, BEEZFIET A7 PEYIRLEERITY Z &,

(3) ‘BHEIE - PLiERBAE (0.2%) . HFHERBUE (3L.7%) | /N
DIE (337%) . Al (8.2%) | FEMELFHERIEAE (1.2%) 5851
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FEOHIMIZE > 7EF S G STV 5,

(4) JEYYE (185%) : Mfide, MUMIEZS O EEREYYENRH Hbh b Z LM
5, Flo. BREFR VANV ADOTFEHILR S b ERH 5, Bl
£ ITATV, BENRD SN G 2k L, B AE
EITHZ &,

(5) JZJERMEIRGEBERE (Stevens-Johnson SEMERE) . T igMES R FENE
(Toxic Epiderma Necrolysis: TEN)  (0.1%) : SZFEREBEIRAEMGERE,
PEFR R BACIE NS SN TS DT, BlIEE 012 v, BRENED S
NESAICITEBICEEARIE L, WYARLEEZITY Z &,

(6) MEIBHABEMRE (0.5%) : FEAEBEGRE S HE SN TVWDHO T, JE
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WG AR L, U E 21TV, EIRNEIE T D £ CHREDIRES
T BET A L,
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B A2 H02T0 BENBO NS AICEEG 2RI L, @yl
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DO LN GEICITHEZF I L, EYRAEEZITY Z &,
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ZPED FFHERERE S, AL LN Z ENH LD T, BEE I
TV, BEREO ONEHAITIE, BE, REOIRS 2R IET 57
EH) 7B AT Y 2k,
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K. HIERER, BBk
T i, By, KM, AL
Jiik=g JIUKERES
I 2% FREORIE | R, Leo< D, Bk, MERIREE O
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B A PR, AR E, AT EsE. RIS, I AT —
VUM . A
N3k R b E
TUHESE
Rt B A Y o AIfE, ALPEAN, & ik, ) g
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1 1) 25 6 [0 2 M EMHE RO E N EE A SGERE (SRR RIS S RBBBE 2 50H L
7oo 728, APETRD e s TfHWERIZ DWW TITAEE R & L,

T 2) B SUT RO T A0 (s U o SRR 255 & U 72 [EPN S AR BRI e S < %
BUEECH Y . L% TORBUHL L 11.5% Th > 7,

5 mnE~OEG
— R ERE I AEREEENME T L TWE DT, BEOIREEZEBE LN SIE
mICEEGTH52 L, [ MEEES ] OHEZHR]
6. i, PEMm, RIAEE~OESG
1) R SUTIE L CW D aREE O & D NS Lanwz &, (=74
P TOEFEFR AR ClX, EIRFICLT U R RE2&RE5 SR/
PO IBIZHFIENRBO vz, VU K Fide M TlEGEEEZE T 50
MRS D, ]
2) BIFOMHEMNNTHEG LN ENEE LA, LB TR T 554
WA ERIEES D2 &, [RRMIEDHEL L THRY, ]
7. NRE~DOERE.
SNV 69 B 2 VRIS L TR uy (B FRRBR A3 72 0Y)
8. iR
SAENZIBWT, AAFIE 1 B 225mg IR U 72 E 6] CHL ML ERISE S il ZEARE 55 A8
FELTZEWIREND D, WEHKG Lz X%, B2 FoIITn, BER
RO LN GAITITEY R LB EITH 2 &,
9. WM EoEE
RIS
FAHNE VI 'L Z2 LT &y

FEFN A AR

PTPOEDOHANI PTP Y — b OBV B L TIRAT 2 L 58T Z L,
[PTP > — FOFAKIZ LD . WS AN BB EEA~RIA L, B3zl a i
L CHERIAR SO BEERAIHEZ IR T2 Z L RMES TV 5, ]

I IRE
BT RNEWRHBENTZD | B0 TR 2 L O ICBREEZ /ST 2 2
&

10. Z D OERE

RIGED LIV B RIIERE 2565 & L= 3 O DOURMEIRRER 2 (2B T, AFH
BEGRECXIHRRE & bl U CEMEEORBEIS N Em <. AFIRGEET, 2ME
BEVE B MR, BRI EREERE, B IRV e OVE T 28 O FEVE R 5
FHLL T,

F7o. R UTEIRIEO L RIS MR 2 515 & LTz 2 > OURs R B 2
WZRBWN T, ARHEGRECxEIRRE & e U CEMIESE O BHE G < . AR
HREC, EICHIIEE. ARG & ONE TS OB A R EL LT,

WATScED | 201745 3 ASkET
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%= 1.7-8 RIERI%N& 7
—MRIATE | U ReA R
o a YL KRB TENL25
B K7 &L 50
L K7 &/ 100
2414 A B R At

AGBEN B

YL R 7N 25: 201442 H 6 H
H L KB 7/ 50 : 20094 6 H 17 A
H L KH 7/ 100 : 20084 10 H 16 H

By | B3 AhEAEER
EEmER |,
T Y e
| 9 -l]___‘:; N MR R
ARG & | B LA

L RATEL25: Y R~vA K 25mg (15 7 E/LH)
L RATELE0: U R~vA F50mg (147 &/LH)
P LRI 7E1100: YU K< K 100mg (14 7 &/1H)

LHFE ST B TE D L3 VB BENE

2.5 W HEAS E AL BE

<ZhRE - BhRICBEE T DM EoEE >

(DAANZ X 2 3 XATHEEEME DO M B BEIE ORI D72 < &b 1 DOREHER 7
TR NS ST EZ IS F LT B AR5 & L, AR OO Eliilz >
WTHEEICHE Lz BT, KFIOHRG2BETHZ &,

QAT v A RRMEREIFIKED 080T D K 0 72BIED S WERS i ALEELC
xF LT, AFIOERoRHCAIOERE2EET5 2 &,

@&ﬁfﬁuﬂﬁgmié PEALBEDFERIC KT D9V K~A RogRhEIzo0

TIEAMER =BTV ARE LI TN,

(DAFNTI S WVHEICKHT 2P EE TR W20, B WERGRICH T 2 18I X Y)

ESTINEE s I I R

M- &

L ST EEIRYE O 56 M B

HWE, A i*f) K<~A4 F& L T1H 1h100mg ZstEaiicfk s+ 5, 72
. BEOKRBICE Y EEHEET 525, 1 H400mg 2827202 &,

2.5 USRS E AL BE

W AREZ LR LEgERNCR RS 35, A&, A Y R~vA K&
L T 50~100mg £ ¥ &5 2 Bis L, SERAEEMNT 2 £ TR U Tl %,
72721, 10 400mg Z 2 722 &, SEROUGEEITHEWERE L, K 0 ARWHER
BCERETa fr—1T 5,

M- &I
B4 %

il EoEE

(DE%X (TEERPE DO LRI B BIEIZ 9 2 AH OB 513 1 A 18] 100mg X Y B4R
L. ZRAF53 725551203 4 M FRE T 100mg 3™ >WiE 9% = &

(2 F XITHAAMED Z R M B BIIE I L CAHIZ 16 M 22 THRE LG E 0
ARWE « LREMEIZOWTOT =X IIMBN TV D, 16 HE 42 TARAIDOKR 5
ki 2 HEITIE, BREEMRT O EDY R - XX T 4 v P EEEL
T, HEIZHESDZ &,

BFEFE SUTHEEEME D LRV F B3T3 2 AR O B2 %3 258121, 6%
MR ERERE 255 & LT-ENERRR R INZT nﬂﬂ)ﬁ% .
RIEE, IR REERZEET L2 L,

e R R L
100 mg RIR : Grade 2 DI Mk EM: F 7213 Grade 3 ™ ik
BT DD N
200mg UL ﬁgéazzﬁggﬁ%ﬁitﬂamwwmﬁ REEARMIE, Grade 4

DMk #EEE 7213 Grade 3

=M AIEN - 5O SRR .
FHENRED ONTHE. lOOngUCE’%'Z)Q DI O IEMiEENE

TR 1 R TR O [a1E F 7 TR A 2 5 7
WA, 512100 mg s 5,

42



LA A NN 1.7 FIfERZD S —
—fRLFs | U R~A K
(Grade 1%, A& F 4@ M EHE v 3.0 H AER JCOGIISCO M HE U, MikmtE. FEMiEmrEL. A
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MEDBNTVWDLDT, BIREYE, ER, EHAEOERERE ., BEDCE
DFEEEDETOEE NATFIELETT 52 L, ( [E2] OEBR)

3. MR D AREMED B B IR NG DB IT. GBI AR A 21T\,
el Th s Z L A2MR LS A THRELZFBT S 2L, 7. BERBTE
A4EMIET O SR T 4EE% £ T, RSB EIT O SEAIE S h =L
WD CTH BN RO Fhe 2 e (BEIn o F—La%25H) S8, B
AT L TND I L a2 HDICHERT 5 L & bICEBIICEIERA 21T 5 =
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AFNOF G P IIEER DI A 5EICIE, EHiIc&kG 2Pk L, EAnEE
\CHET S &) BB ERIEET A 2 L,

4. AFNIKER P ~BATT D Z b, BHEEFICBEGT A%, RGBS
B AT A% £ T MEREAT O A IR TR BNl O FE i % 1
B (BHEEST oy F—a2EH) &8, BIEEZESF LTS Z &2 +431
WRTHZ L, Fio. ORI & OMAZBEIThERNT &,

5. AFNOFGI1H, BEFHZHo3i T B EFMEICBW T, o7 ik - &%
BraFEOEMDO Y & T, REIOF G350 & W S D BEDOHRIILITH =
Lo Flz WREBRRIZEN D, BE IE OFEEITH MR e (R
RA~ORBEOEEIEEZET) 2 +2ICHi L, CECHELZHETHLEEY
Blthd % Z &,

6. DUWWERSHEIMEALBE ClE. N B R OZW R OVEEICET 5+ ik A
THEMOE LT, KFZFHTH L,

7. VEEEIRIARSEE K O ZERIE A S X 2 TR 2NN H 5D T, BEE 401
ITWARNGEEICREGET 528, BENRDLNFHAICITE bR E %2 T
LU, EEREEIT 2 &,
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L s SO L CW A RIEE O & Him N ( Tilhs, pEhm, REmEE~0’
5.1 OHEZ)

2. WEEHTIEZ MFTERVEE

3. ARBIDO A x UIBEUE OREREIE D & 5 B

A ForEE)

1. EERS ROBFITEERICREGTHZ L)

(DEEEFHARIMARIE D Y 2 7 /3 25 8E [AFNC X 0 ERAFHE, WEST S 2
ENRH D, ]

QHIVIZEGE L TWAEE [KANCIY HIV A VAT 5 Z £ H
%o ]

2. HEEAREANEE

(OAANZ TR (Y R~o R © 845 OB "HHD T,
IR 2 ATREME D B DR NI G 280E, D7 L RGBT ED 438
WA, 2 BRI R O G ENCERRE 2 £ L, MEEESEEThD Z &
EHERZICER G 2T D2 L, Flo, MIRL TV Z & 2 IR
THDI, MRS 42827008 0 iR 2 Eii4 5,
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QAFN DL EEE A MHIICFE T 5720, 1RIOKKATT BT 12 8y % B 2
Wb ETHI L,

QARFIFEG-B b HPFEGHE T 4 BRI £ CTlid, K1 - ROERMZ SEenz
i

(DAF O E B AEVERBAGOIRE ZLET 2 REENRSH D 2 L n ., A E
FIEL I L2 a . MO effARl o2 Hh1E+25 2 &,

GYEIR, R, DFEV, BIR, ESERI)ENREZ D2 355D T, KAEIFE
B o B33 A B HOEREGEIRZ F O B OBIEICEFE ST 0 L 91T
HEETAHZ L,

(B)AHI D & WEFEFIVEALBE IS )T 2 ICH Tz > TE, ENOTA RT 422
O LR EITO Z L,

3. FHATEH
PEREE (PFRICEETDZ L)
P ERASER - #iiE 71k - faRIk 7
FR R sl A IR OEFFEM Z 587 | MEIC/ERZEET 58

2L B — VBT ER 5, NdH b,
2L BN — Lt

T x ) FT VU REA
VA= 0r a= e S

E/L B RFHER

RV VTR L RIEA
DY TAWN-

PIARZEHA

Jtid il

T a—)L
19 D
AR AR HE T I
| A =
b R4 3 HL Z AT K
VAV = 0w =g

FLo A KRHRIEED Y 27 2@ | MEICEAEH®RT 25B2h
v s U RF R B fEBEN B %, D&%,

E I

R VL e s o Het MARAE & MARFERSED U 27 | MEI/ERZERT 528
FERPRAL DD RN B D, N5,

L RERE S

TRY ALY WM T, PEEREE | ETFIERHTH 2,

FRP ALY LY T AT FEE (Lyell SEERE) 2355

FRU L Ll o#ERH D,

VL R w R MM B TEHERE R 223 FAIAEM 2T 2,

BB LT OREDRDH D,

4. FEIfER

[EIN CHEHE S AV IRIRIR B E 2 R M B AR 2 kP & L - ER AR BRI )
T, RER 37 B, 37THNCEIER RS iz, EREWEMIL, IRK.,
Fb, DNELRECTH o 7o, BRARMRAEO RELEHIL, 356 (94.6%) (25D 5
i,
(HEKZFEIEM
Vet (VU R~ R - 8% omEsi)  (BEEARP) ARHFIC
IR TENED 8 2 O T, 4w XATEEHE L TV 5 AIREMED & 5 i N2 13 4% 5-
LWz &y
2 EFIRIMARIE . WRZEARSE (5 %A) G ERIRIMASAE, MHiZERRAE DS F B
TS5 ERHDHOT, BIEE 01TV, BERIRBO NG
WG E2FRIEL, @URLEZITI 2 &,
3)IMFEIE (5 %AH) MEENHLDONDZ ENH DD T, BIEE 71247
W, BENED ONZGEITESEFIE L, @URLEEZITO Z &,




—fEAFE | U F~vA R

AR S (BHEEARBA) AAPE ORI EER D bbb Z ERdD
HDT, BERETHATV., FRO LN, ) T&, o, BHEESEDLE
KRRBD N HGE Tz G 2P IEL, @URAEZITY 2L,

5)E REFSREIIH BEEARB) AR EkE . BifEkE . ARmERED iR
BWAOERHLDLND ZENRD DT, EMNTREZIT O 72 EBEE2 50
ATV, BEAFR0 b GmAICiE, WiE, REIR G2 IET 57 L
YR LE AT H &,

6 )EUYE (5 %AM) MiRZEOREELRBIYENH LD Z ERH D DT,
BEA2 51TV, BEDRIERD SN AT 2 ik L, @Y
192 &,

TFEMERZR (5 %A FEMERERH bbb Z ERH DD T, Kk,
R IR, REVE D EFRIER 2+ Bl L, BRELNRD N5 EI
. ERXGRR, EC TSRO A2 £ 5 2 &, MEMIR b
BAIIIR G AL L, B REARLE CFI OGS Ow ) 2 ALUE 21T 5
ok,

8)HLEZ I (5 %A BN LEREILN S LD Z ENH DD
T, BEEZToIATV,. BENEO LN EAIIEES 2 IR L, @
WMEEITH Z &,

O MM OEE (5% AN BMPEEENRS OIS Z ENHDHDT, #l
Bh+5I1TV, BENBD OSN3 R G2 IR L, EmuaAE s
17952 &,

10)F2 JE KEIEIRE R (Stevens-Johnson SEMERE) | W EEME# R AESE (Lyell
JEMERE)  (BEHEEAREA) Rz RS R (Stevens-Johnson JEERE) | 3
PEREAEIE (Lydl JEERE) RN HbNDZENHDHDT, BEE+5y
ATV, BB FIBE, 2 D, IRFEM, NNRZEORE DR bz
GG 2R L, @EURAEEITH 2 L,

1R AE, R, $HEF (B RE) RBHRKEE, iR, #2165 2
ENHDHDT, ZOXIRIERND S ONIZHEIIT, WE, KELE
Hadikd 57 EmERAEEITH 2 L,

12)Fehg (BHEEARHR) RfOPERRARE, BRI EORIERH b D Z Enh
HDT, TNHOIERN S b THAIZIT &G 2RIk L, @7 0E %
1752 &,

W)ESVEEIE BEEREH) BRI ERH SbND 2 ENHLHDT,
FWEDOIERDFRD DTS EICITEE, REXTEG 2T 57 O
Ol LB 217D 2 &,

1) 0AR4E, REAR (5 %K) DARE (9 oL A2 | REIR, Rk
ERHLOLNDZERDHDLOT, BEEHITITV., BERRD N8
Al ERIE L, @YRAEEZITY 2k,

15) FUR RS REAR TE (BEARE]) ORI TER H LoD Z &b 5
7=, EHMICREEIT O e CEEE 0TV, BESRO DI GE
WG ERIE L, #EEURLEEITH L,

1) A e (BEEEARE) IEREEEHEDN D Hbh b Z EnH 50
T, MG T EMRE R R O EESEERE 21T /e &, BEDORELZ 5128
BITHIE, BENRDONZLEICITR G 2RI L, @eaE (A
R, SIRBIEGRAIS O S, BT #1795 & &b, GERAE
BT HE TCREDRELZ HDICEET DL L,

17T REREE (5%LLE) AST (GOT) . ALT (GPT) . U E D EH
MR O ITHEREREE N H BN D 2 ENHDH DT, BELE HIITV., &
HWORD LTSI, WE, REUIHRG 2 IR 5 7 S e L
BITH L,
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(2% D ORIVEH
5% ULk 5 % Al
FZ g B, RIERIER SERRS IS TRIE
i - B BA i B, JETR. S
TR R R&. RZe, LU, 5Dz, BHE, AR, ZTebiRY , dEEE, EH
. SHOX . ARERE
iR AR D A9~ F
EF (e RS, FIPNEZMRE, WA, M PRk, HER, DI, H
Ma-<2iF. HEHR. AACRER. T Jhi. HROE, THAEAR . SRR, M-
S y- GTP{X T W) L E VR
R - KER Balrzxago—L 5, ol xse | E(Q LS., CK EH. ALPE T,
— VKT, BEAK T, CKAKT, HDL-CHi, 27 v — v 5. [ithERE R

ALP E5. LH E5.| LDHIEF, B/ | ., a-7 a7 U o RE
VULMET, FRUDAMET, HU D
AES BV TAMET, 7 e— VK

T\ al-ﬁﬂjU :/JZJEII\ (12'7”37“”
v ERL BT Y bR TATR
VIR REERSE

B A M B MR DR, R | S, B DE MM
PRAR, TEENR

RS WHEHZE, WHEE, B L&, REX

Ky %, ST, TEIR

WAIR A JREBEMME - BUN E5 - 7 L7 F= BUN (& T
v EAFEOBMERS, J 1T F=r
K

LLuRTL3 TP BRI S . AFREERIEZ . AT REERI UFSEIEEREY . MCV 5 MCHC

Do SRR . WERERE. Vv |
SRERMEZ U LRER . NES B E
V.~ b7 Uy R, D-F A
~— L5 FDP L5

Z DAt BRIV JE Sy, VREE, RERED. W] BB, oY, IRIBIER, FEL
F1R%, WE, B, 1BEUEE, CRP L&

5 ElE~OFE
— RS I AR NE T L TWA T, BEOREBABIE LN L
5352 L,
6. ilhm, pEm, RIS E~O®RG
(VISR AFIENE L CW D AIREMED & A NIZIT &R G- LenZ &, [RANZITE
iR (Y R<A NN © T4 omsi) RO ohTn
%, ]
QFHIFICH ST 2HEAICT, BHLEPIESEDL 2 L, B, BE5KT 4HM
BECIIELERT S 2L, AT ~oBITARES TS, ] ?
7. NEE~DEE
RHAEER, FrAl, L. SR TNk 2 22T L TR
(FEFRRBR N 72\)
8. BERKE
AHNZFB W TIE, 400mg/ H %8 2. 5 FHE CORKRBR 2 £l L T 57,
400mg/ H % 8 2. 5 & T O AMEITHESL STV 7e0,
9. A EDEE
IRAFRZIT A 7 VIZBRTTICIRAT A2 X ) BEEZFET L &, F0, e
EATARN Z RS 7 VBT A A, ERERE OBE AT 570
WCEEX Y Xy NNTHREZITY Z &,
10. ZohoFEE
RIGHED LM G RIEEE 26558 & L ERRBRICBW T, U F~A
REANVT 7T U KROT L K=Y UOFHBECTHREEE (LU R REOYT %
ALY PR &l U CRaMEE RN B, BE S ROE R O B
HENEDoT2E DHREND D,
WA SCED | 20144 6 HGT
TERAEH
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VAR NN Sy
x 1.7-9 RER%& 8

— LR | AT T

54 ~ULr A RiES A 3mg

St Yotvr 7y —~ikAStt
RFAEH A% | 20064E 10 H 20 H

B 7y | @3, 7RI,

== 3w

" HSCA\CH;
AT G B | BRAS ERE SA
ATV 27 3mg (L/3A T L)
e | ZRMEE bR

<7,//F/VfEH@‘JV//\E$
' (hee - WFICBEST 2 H EoER)

| TERIRAAR ) OBHONEEZRIM L, KR OEIMR L2250 B g LT
| T, EISHREORIREITY L,

M- &

LARIRIE D23 B NE

L DOFLEMEEE A & OOF BT, @, AL LIH LE, ALrTY I 7 &L
T 13mg/m?* ((RFmfE) % 1. 4. 8, 11, 22, 25, 29, 32 H HIZElRNE G X
I HE L, 10 HREMASE (3B3~42HH) T4, ZO6HEEZ 1A 71EL, 4
A I NETERGEEYIKT, 5V Z7VLIBRIE, 1H 1, 1, 8, 22, 29HH
WCFRIRN G- ST T 5L, 13 HFIRIE (30~42HH) 75, ZD6EMAZ 1
YA NEL, 9V A I INVETRGZMD KT, AHITEK 72 R[22 TR 53
HZ &,

2. F 3 TR TE D 2 3 M B

WL RRAICLHE LA, ATy 7L LT 13mgm? (REmME) 2@ 2[F, 2
W (1, 4, 8, 11 HH) #ARNEREG TR FHRE L7-%. 10 HEASE (12~21
HE) +5, 2O3HEMZ 1A 710E L, %5280 RS, KENTHRL 72 81
Mz 5452 L,

8% A I/ N EHHBZ kR 5T 2 B8 LR oMk - HETHRELtET 5
Dy XATHERFRE S LClE 1Rl 40M (1, 8, 15, 22 A H) #RNE G X%
TG L%, 13 RS (283~3B5HH) 5, Zo5#ME 1Y A7 LE L,
B %40 =T,

3.~ hVHIBR Y N E

fhOPUEMIEER] & O HICB VT, @E., A 1A 1F, ALvryI7E L
T 13mg/m? ((RFiEFE) % 1. 4. 8. 11 H BICHARMNIRS L=, 10 A RIIAIE
(12~21HH) ¥5, ZO3@ME 1V A7 LEL, 6 A7 1ET (6947
JVEIZHID TENRO BNTZHEEIE 8T A 7 VET) BEEZHD KT, AL
IR T2 RE 22 T B35 2 aomx\%%m&gﬁm%@wA X, BT
5352 TE S,

M- &I
B4 %
il EoEE

LARBIZ G b REL, TERAGE] OHONELZRAF LIz BT, BF R
REAL RIS U CRIRE T 5 2 &,

2t O HUEMEEEA] & T 2580, OFRIRAIORM SCEE2RGT 5 2 &,
SKRIBED L FMEHE K N~ > MVHliIa ) o SJEICxE L, ARFIEM G CoB%h
PR OV MR ITHENT L TUVR D,

4.~ MVHRIRE Y osIEICxE L CUE, IR G ORIRREBRAGGE 355 D v TV,
SAHFN DB HAZOWTIX, LLFORE#IcHE > T, Ml iE, WREUIERGFiko
HraiTo 2 &,

47



AN o

1.7 [ FE[E Zhih— 5%

— A R

WIVT I IT

1) ZHRMEHIEC ST 5 &R

(1) Grade3/4* DEIVEF OBA GRRYME = o — 1/ SF— Tk e = L s 4 [

<)

Grade 3 UL LD FEMIETENE GRAGNE = = — 1 2 8F— « SR SRR % Ba

<) X Graded DI ik MIC%

Y LRWERBS IR LG EIE. FETS

F RS 5, G5 E2FBETIHAICIE. AR OBGIZ X DAL Gk
PEAEEICHRFTI L BT, FREALLE L UEEZEL2EET S, BIERAN
HE L 2WRE UTRE#R G (0.7mg/m?) THEXET 2581, AHD

Y ILEEET D,
Grade 3/4 DEWERH (KM= = — v RF— I RREEMER 2R <) 1ITk4 2
WD A%
AEA BB O &L & s H %
1.3mg/m? 1.0mg/m?
1.0mg/m’ 0.7mg/n"?
0.7mg/m’” Bk

*NCI-CTCAE v4.0

(2) KM= 2 —m NF—=IREFEF IR I DWW T
AFNCHEK T D & B 2 HIDRMNE= 20— 1 /8T — R E SR 3
R LIS aid, LRI T ML - MEEEO BLIIHE-> THE, AR

PR 5 2k,

R = 2 — v S F— IR EEMERE IS 5 k- I BERO L

NCI-CTCAE Grade™ (EHR)

ik - ARETOHZ

PRI SUTBEREVH L 2 FiE o720 Grade 1 (IR 2
7R\ 5 PRI SCE DR T U TS H)

oL

SR & L O Gradel X3 Grade2 (F% 1 gk
N5 ; HORE Y USO B HAEIEDOFIR)

1.3mg/m? D54 1.0mg/m? ~j 1% 1.0mg/m?
DA 0.7mg/m? ~Ji

YR & O Grade2 XX Grade3 (/& & OHEIR N
H5 ; HOREY OB HEAREEDOHIR)

B3 % £ CTIREE, FEREIE L-8gE1E,
0.7mg/mP (i L 7= ECil 1 a5 28

Graded (Aifnz#/nd ; BEARLEZET D)

#G ik

*NCI-CTCAE v4.0

2) ~ 3 MHINAY oSBT B R
=2 A 7 NV EBET HRICUL F2MRT 5 2 &,
« fi/VBEAS 100,000/ul BA b A FERECAS 1,500/uL BA R OME 2 m Al

228g/dL LA ETH D Z &,

- JEMiEFEVED Grade 1* XU H-RIMEICEIE L TWDH Z &,

BIMEMZEBR O 1L - HEEEOH %L

RITEH

ik - HRETOHZ

I PE S Grade3 UL EOAFHER Wi E, 7 B
il Z /2 CRiGET 2 Grade 4 D HERIRAME
/M EL 10,000/pl A28 L7254

I FREREDS 750/ul LA E, 1 INREAS 25,000/pL

PALRICIRHE 2 & Chel 2 8 AR & IR

%o

- ARG B RIEAA Bt E TmliE L
ROEEIZIE, ARloRGEPIET 52 L,

- BIERD ERC oM E CRIE LA,
AFN O b A 1 B L TR G3 5,

(1.3mg/m? DA 1.0mgim? ~JeiE:,  1.0mg/m?

DA 0.7mg/m? ~JEi i)

AEEEH (YA 708 10BN (2
/NS 25,000/pl A I A HEREDS 750/l
A DF

AROP G2 ke 2 ARBEH L, 2 A 282 5
SE 2 T D B B IR 2 AT %,

Grade 3 UL LD IE M ik s 7 BL L 7556 GRAY
M= 21 R U R M A R <)

Grade 2 UL FIZ[EHE T % £ CAAIZAKIKT 5,
B8 L7256 AR O 554 1 BPEIE L T
WET 5, (1.3mg/m> D84 1.0mg/m? ~
#, 1.0mg/m? DA 0.7mglm? ~JEi &)

FAEME = = — 1 /ST — IR R PR AN 5
BLZBEE

rs. 1.2 KRR = o — 1 S F— T e =
PEIESEICOWNT ) ISHED = &,

*NCI-CTCAE v4.0




— R | AT T
6.7 5k O FHELE
1) #ARNE S
14 T V%x A JREFAK 3.0mL TR L T+ 22 &,
2) ZT#EE
14 7% A SRR 1.2mL T L THERT 5 2 &,
TEHHR D3 SLyE
. RLF V7 o BTV IT
BehR i (mglrS A 711 H A At ik -
RN 5 3.0mg 3.0mL 1.0mg/mL
A ies 3.0mg 1.2mL 2.5mg/mL
fEH FoEE
[ ]

IAFN OB G, BEFHI FRIGTE 2 ERMRICHE O T, Wil mEmiEE o
TR Uo7 ik - BBREZROEMO b & T, AR OG5 258 8] & 4
SNDIEFDOIHIATH Z &, Tz, IBEBBIZENL G, BEIZOFEICH
MR Qa2+ L, RIEZETOH oG EZRIETH 2 &,

2 ENICB T BAFNOMHHBRERDB LN TWD Z &b, (RIFEIE AR T
PERTOE B I Tl LB 21795 2 &,

SENDOEERFERIZIN T, AH| & ORI EBHR O E T & 2l (R
R) ICEDHEEHBRBD LN TWD, A TITENTH L0, ERNTIIAF L
DR BBUR DS E TE IR fifEE  (REMERIE, BiAKE, 2k rEu 8510 i
BEL MKZ) NEVEBHEEICRETDIREERS D2 (( HEERE ) . [E
TRHARNEE) . TERKREER 0ESR) | FICULFTOFHEICH0ER
THZ L,

1) AFNC L DIEEEZBGTDI2HZ0 . ME X S, i CT a4+ £
ML, BEOFEEHER L LT, IREMRBORG 2 EEICHETT5 2
L,

2) ARFNZ X DIRFER L OGRS, FrCIRRMGH% B, B, FERIA
L%, REEO B RERSC, WEEEZ TR, MRS TOREOF KL
BEEICBRT D Z &, LEIDN U CEIRMEESESFE SIS CT A% %
WYNCEM L, RREEET L L, AANC L DIEENEDNTZHEI
X, BHFIELEOBURAEEZITY 2L, [ [EERERNEE] |
TERIR AR ] OISR

ARKNOEIC B 7= - TE, WS CESZAGET D2 &,

[ﬁa

B (ROBHEICITHERG LnZ &) ]
RNT Y IT, == b=V TR RIS L QREVEDBEERE D H 5 BE

(LM EoEE]

LIHERS ROBEIIEEICES T2 L)

1 FVEVENGZE, IMRHERE S O MR E OB O & 2 8E [HRE-ANC MEM R
Z R T2 A TEEER 2R BRI E Offl 2 72 £ 5 BN EE ST D
( Mg | THEZQREANER] KO TERZEWEN] 0BHZR) |, &
72U, WFEE O fERRIN F 3B R T TR\, ilESE OO 72
WEFICBN TS, HERABBEISRZITOMLERDH D,

2) MEEOHDEE [(AFIO7 VT T AMET L. BEHRR H 5D
BTthbs, ( HEDERE OHEZK) ]

3) milind [ [mlmE~okh ) OHEEMR]

49




AN o

1.7 FIfERZD S —

— A R

WIVT I IT

2B B R
1) HfifEE
(1) EWNOEERRER &K O IRE OWMEIZBW T, KAl E OREBROGTE TE
RVBREE (BVEMERIZR) X2 EHRRO LN TEBY Y2 | skl
LRl U CiBEE O AN B O ATREME R B 5, 7ok, MifEEO LG %
FOHEEMED 3 5 U A 7 2DV CHRERBR TIIfER STy,
(2) SMEESEEAMFEIC L, AR, X ve v U AERBER RS X T
B0 24 Wi Erfee s (2000mg/m?/ H) & OFF L 72 iEs O R RBR I B
T, KA & DR FEER A S E TE RWAMEMER S5 AMEGEREIC K DT AR
HEINTWD,

2) LFEE GDHELR, OMEIE, O oifithEDRE, DFEETa v 7)) ITKBEE
B, 5 oMM OAREOSMERTUUIHE, OFRITHE ., SRR T A ®
HEINTNDTD, LEFEOBESCIEROEREK 121 d 255 121E, BED
WREIIZH2CERT D2 &, R UIEIBEO SR EHIEZ SR E Lz
WA B MAGBR IZ B W T, ARBIFER T TV A XY URBECRI L DEED
REMEIZZN TN 8% LN 12% Th o712, D 5 HIOAREE (AKX
fE, DAL, 9 oA e, DEMEY a v 7 BiKE) ORBBEEIXZEN
FN5% KD 4% Th-oT-, [ TEHRZEEH] OESHR]

3) BEIFR A NAX Y U T OEE T HBsHUFR EME T HBe HLIARR 72 L
HBSHLIRBGIED BEIZ BT, AFIOFGIZ LY BEIFR T A VA D FIEME
RICEBIHFRR S b Z ENH DD T, REFRGIZHS > TR T A L
ARG OF WA MR L. AR GANCEY 2 E 21T H 2 &, ARFIO#F 55
LE2 1THERE L CHFRSRER A CIT R VANV A — D —DFE=R J U T E(TH 72
EL BHERUFR 7 A )V A DFIEMAL OBEIERORBICEE T H Z &,

4) REFOTGIZLY, BEBEICLIDIEME= 2 —a T =R RO HND
2N, PR L EBEEDNRAET S = 2 —a NF— OREM M STV
%, Kitk=a—m XF—fEk (BXUIFTO LU, &R XTHEER) <
BlED & 5 BETIE, AF 0BG FIZERISHE (Grade3 Ll L& FETr)
THBENND D, HEVE, MiEe, BOREEGR, $ERGE., AP, ik
EWIRIFED = 2 — 0 X F—DJERICONWTEILRT 5 Z &, ARG HM
IR = 2 — m XF— O R H IIE N R b - B ik, A&l H
- HEOERENMEL D085 [ THIE - BRICEET A4 H Lo
R OESMR] . 0. KM= 2 — o SF— KBTS AR O B 5 3K
HEGEHT 258IC3EETL 22 [ TERARIEN] 0EBR] .

R = 22— XF— {22 T, MK IESRA L R &L D EE O
L HOFEERICAFEME S 2 —a XF =R L TV S AREMER D D
2. FARERITE LR TV,

5) AAIOFHAZ X 0 4P ERBUE, I/ MBI E SR B U 7= R, TYWE (B
MIEMEY 2 » 7 %) CHNFEOEERBEANBAT LI N5, ENEE
PRERER CIXE B O RSB LT TP ERE . A R ERIME (U R EREGED) KDY
g (~EZur e R BROLNTWD D, HENCERRE (kB
B/E) #7H70E, BEOREE+SICBET S, [ TERZAIEM]
OIS ]

6) AANIIM/IHIRAEZ S E 232 ENBO LN TN D, AFIOF5HTIZE
i/ MR A R T 5 2 & i/ IMRER DS 25,000/ul A D356 1%, A 2 IR %E
TH5ZE [ HE - HEICEET A2EH EOEE)] oESR] , AJIEEGIC
K0 FELU 72 /B RE S B I H L OM i O 517238 5 DT, a4
S Ul & B e 5 2 &, FRUIEBEO SR e EEZ & & Lz
eSS MARRABR (2B 1 D EIE D HIM (Grade3LA L) DFEIRIIAHFIRET
4%, TR AX S UEETS5% TH o7,

MBI A A 7 00 11 B BISHRRMEIZE L, @Ik A 7 VBlbhaT £
TIZEE Uiz, /MR O & B D/ % — 3l 218l 5-0 841 7 v
b7 —B L TEY ., TR/ MU EIZRD S oz,
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AN o

1.7 FIfERZD S —

— A R

WIVT I IT

P SUTEHATE DL RN B BEIE 2 605 & U 7o ifpsh 56 IARRRER (351 TVl
BOBAME DL, B GPIRRTOK) 40% Th -7, FFEXITERIED L%
PEE BRI 26 5 & U 7oigh 55 AR (2 6 1 2 % G- BRARRT oD i/ kA & 1/
W AEDBIERE & ORRZ L FORITRT, [ THERZREIEN) 0HS
]

P UTEHETE D L FEME A BEIE 2 65 & U7 igsh SE IAHERER (2 36 1 2 $ 5B AR
O iR ER & iR E O BAEEE & OB ER

P 5-BRAARTO BEE 10,000/pL A<V 10,000~ 25,000/pL
iR Y (n=331) *? DIBEFE (%) DBEFE (%)
75,000/l A 1 309 8 (3%) 36 (12%)
50,000/uL A I o o
75.000/uL i 14 2 (14%) 11 (79%)
10,000/uL LA I o )
50,000/l i 7 1 (14%) 5 (71%)

1

) BLBRAARTO M/ RE & L C 50,000/ul LA b A IR AR ER O ULHE & LTz,

1 2) BESBbERTOT — % 23 151 TR

7)

8)

9)

ARFNOFEHAZ L0 B, FHL ML ONEHORENRO 5N TRY . it
FITIEFFNC L DUE LA BT 52208305, BAKIEREZ T+ 5720, &%
B2 DRI R VBB 21T 9 = &0 AFI %GR T iZmn: 33 T
NI HNDH T2, BEIIIBAER 2880 2 ) 26t i ik 2 4R 5 =
o FEMED E V., FHES DS DIESUTEMRIEN S b HmAalik, B
MOBEEZTLHLIBEELRET L L,

Flo, AVUARHRESNTND D, [HHEROT-BEITEREICBIZET S
Z &,

AST (GOT) . ALT (GPT) ., y-GTP, AI-PEX UMM E Y Ve ED EH %1
INFHEREFEE N H SN D Z ENHHDOT, EHHICHHERERE 21T\, R
HWRRD ONGEICFER G 2RI 5 Ly nEEfT 2L, [ TH
% HEICBEET A EoEE ] oEB#]

R E (ESZPEIRIME % &) BN&EGHAZE CHRESNTnd, KRAFORE
FEIEIR D & 2 B, (IRIME AR BLT 5 [ GeMED B 5 A &2 F 5 b o BH K&
OHAIREEIC & 5 A TlE, BREORELZ +o0Ic#iEd 5 2 L, RifED#
FIIEAHTHLR, —fIFARMRE =2 —a /XF =25 L T\ 5 arietEs
HD, iz, REIOBHIZ L0 BERFME= 2 — v R F—2 0 LR B A L
SHLAREMEN D D, KT GESCMERILTEZETe) OFHEIZE, HES
UCHIERIOFRE . KOME. I 32T arFal NUIRRSRIEE3ED
WHEOIFRIEAITH 2 &, [ TERAREIER 0oESE]

10) J&55. FEMED EV St BESMRILE, FRA/AE DL ERHDHDT,

AFN B G- O BE I BBV B OEIREER 2 O O BIEICIEE S B0

FOEETHI &,

3AHEAEH

tEMFI 7y —2br&HWinvitroRRERE LD, AT Y I TRF hra—A
P450 3A4, 2C1I9 KN IA2 DIEE TH 5 Z L HAVREN TV D, AHlE CYP3A4 D
. ESUIFEAZ0H L 0 BF BV, BIEAUIZR OB
WCOWTHERRERCBE T L,

WESMEE PR ERER IS BT #R O IERE N A2 OFF U 72 B8 R B O i pE K OV if
FEDRHE TV D, #R O MAERE FA % 55 OFERFE BB ICARA 2 555 58

BlTiE, My EAsEERCBE L, ROMERETAOHEICEE L CEEICRE
THILE,
GrAEE (BFRICEET D Z &)

FEI4 BRAER - 55 1E BFF - fEA 1
CYP3A4 BHEHA had Y= (400mg/H % 4 BRI | 26 DHK|D CYP3A4L T

rhaFy—m g ERngh) S0P LZE X BT | AT AEEERICRY . K

Y 27D AUC 1 35%H3 I L7z, 2 A ORI AFE SN D,
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—REIATR | BT Y IT

A BRI - FFE T 1 B - falAr
CYP3A4 758 4l U7y vy (600mg/H% 7 HEK | 2D 03AlD CYP3A4 I
U g s ERORE) LU E, BT | MTAHEEMICLY. &
V37D AUC 1T 45%fK F L=, ¥ FlONBMERES N D,

) EN T EI O A58

4. :I7EH
TR SUTEEAME D 3B BIE S OAVER O L8 M B HIE 2 X G AR K 2 RN
Be b5 U 7= N BR O Z2 2 VERHIAEFNZ 35\ ) T, 133417 13341 (100%) (2l
YEM (BRI s 2 & de) RO b=, FREWEM [30%LL % at#]
1. U 2 oERE) (13141 98.5% ] A ImERED [128 451 96.2% ] . - H BRI
[127 151 95.5%] . I/ [126 61 94.7%] . i [8841 66.2%] . BA~
I [754156.4%] . Tl [754156.4%] . 3% [7564156.4%] . {HFk [69 4]
51.9%] . [ [6741]50.4%] . LDHHEhN [67 41 50.4%] . CRPHAHN [66 14
49.6%] . FEL [5241] 39.1%] . REMRD [5264139.1%] . K=o —a /5
— [524139.1%] . &7 U 7 AfifE [5141]38.3%] . Al-PESIN [51 41
38.3%] . R (50641 37.6%] | WE: [47 41 35.3%] . JTEERESLH [47 41
35.3%] . EIbE (4461 33.1%] . @A U v AIMIE [414]30.8%] THolz,
ChREBNNAAGRER)
FRRN B BB 2t g & U 7= R e A ol AR A 1010 451 966 51 (95.6%) IZRIME
B EERREMER Y 25T RNBo b, E2REWERIT [10%LL LAt |
/s> (689 1l 68.2% 1 . HIMERIE) [328 61 32.5% ] | F&EL [287 f
284%] . Al [222 41 22.0%] . EEFEHEE [200 4] 19.8%] . Tl [180 i
17.8%] . fEFE (17961 17.7%] . 4FHhEkpED (17841 17.6% ] . Ktk ==2—n
/XF— [17541 17.3%] . LDH I [1401 13.9% ] . CRPHEN [132 451
13.1%] . ®REZE (12941 12.8% ] . %95 [1164] 11.5%] . .o [1134
11.2%] . U 8Bk [107 61 10.6%] Th o7z, (B 7EIZ MR
IRF)
HIVEIRIED & D RN BB & kIS CAA & 2 TG U -/ A G AR R
BRICI\N T, 147 Bl 124 41 84% I ZEIVEA (BRRMRAEM BT 2510 NRH i
2o ERBIEA [10%LL EAFEH] 13, REMERE = 2 — o /85— [514]
35%] . I/ (4461 30%] | FHERIED (3441 23% ] . #REm (3441
23%] . i [286119%] . FHI (2841 19%] . AIMERELD [26 61 18%] .
L[240 16%] . FEEN (1841 12%] Th o7z, P, PG X 5 /FTE
ST R 8541 58% 23R Hiviz,  (HEEBINIAKZRER)
RIBRD~ > FIVHIIB Y =Bkt 5 & U= [EBR I R AR RBR (238 1) B2 etk
RIS SRBNC BN T, 24061 (BEAN 7612 ETe) 22741 (94.6%) (ZHEIVEM
(BRARBRAEERT 25T PO oz, EREIERIX [10%LL E&Fd] | 4F
HRERIE (19041 79.2% ] | i/ (163451 67.9% ] . i EkIE> (100 1]
41.7%] . &1 (8641 35.8%] . Tl [57 1] 23.8%] . KM R =2 —o/F
— [524121.7%]1 . U > Bk (4841 20.0% 1 | HEls [44 4] 18.3% ] . 55
(4241 17.5% ] | {HFL (4141 17.1%] | FEEWELFFERBUDE [36 41 15.0%]
FEEN (3341 13.8%] . BRI (3161 12.9%] . HEIE [2941] 12.1%] . bk
i [256110.4%] ThHo7=, (GhueiBMAGRR)
1) BEARAEIERY
(1) MiFEE - BEMERE (31%) . Mk (L.9%) . AvEliKE (04%) . &
PEREIR S5 IEEWERE (BEARH) NH5bNb Z ERXbDH DT, BYlh, I
RS, Mok, B, RORENVEO B RIERSC, WEEEZ T AL, MR C
DREOFMMEEEICBET D2 L, £72, KBS U CHEhRINEE S A Fn
FESCHIE CT O 2 MU FEhE L, [HEICREBE8lET 52 &, ik
ELDW SN HGAICIE, EEYRLEEZITO 2L,
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AN o

1.7 FIfERZD S —

B GOEA R

WIVT I IT

2

(3

(4)

(7

(8)

(9)

(10) ZEN (295%) : AFIOFE A SE AT CTEMEEIC Grade1~2 D3R

(11)

DFEE 9 oMM LAE (25%) | DERITE (05%) . OAifEE, M5
1B DFEMET g v 7 (WTRLBBERH) RbbbildZendd, £

7o, BWHRTOLEERHRIZERET OO EE TV TS A SRR T 253
HINTNLHDOT, BEORELBEL. REPBOOLNTLAITITED
(e H- 2R LB e i@ 217 9 2 &, MEMERRERERIZ 3\ T QT IR E
FEORENRH DN, A& ORBEMEIZ OV TIEH L NIZ e > T,
KRR E - K= 2 — a5 — (19.7%) . BEHEFE (185%) . K
MR = 2 —r N F— (3.0%) . MREEMERE (1.6%) . KiEMES)
—a—uF— (11%) . #ER (05%) . JHEUE (05%) & bbbl
LHZ2ERBHY, BEOKREE= 2 —a R F—bHEINTNDIOT, BH
DRFEEBE L, BEPEO LAHE IR, HE IR GPIEEE
BT 52 &, B3 UTHHARMED 2R BEIE 2 x5 & U7 yEoh 55 TR
IZBWWT Grade2 L EORME= 2 —m "F— 250D - BE TITHEREIC
LV R = a2 —a "F—D%ED HVIIAIEN 51% TR bz, +
7oy RSN MAHRRBRICHB VT Grade 3L EO KM= = — o "F— %8 L
TEREXILGrade2 D=a—ua /N F—% R L, #EHEEZFIELZRETIE, K
it = 2 —a RF—DtkFEDH D \WITEIED 73% TR bz,

BREANE] - i RE (71.4%) . A inEkiEd (39.8%) . Aifl

(27.3%) | WHHERED (27.1%) . U o8Bk (21.0%) | FEEWEL
ERIBUE (L7%) | JLIERED (05%) B Lbnd 2 EnHLH0T, M
FHOWREZBE L, BENRO LN SEA IR, BEIRE %
EBET DL, ERERSEES IR SRR, YYE (UEYEY 2 v 7
) RELbNbdIenbHLOT, BEORELZBIZL, BENEOLN
TR, RS REPIEE2EET D 2 L,

AV TR (B82%) (A VIUARHLLDNDZ EBHDHDOT, BLEE I
TV, BERARIE, EM:, ., SR EOERN & b b= 121%
W) e LB AT D Z b

fFRERERE S - AST (GOT) DN (10.3%) . ALT (GPT) OHiMN

(11.0%) . y-GTP O (0.8%) . Al-POEEM (12.1%) KO+ e Vv
O (1.8%) At MekmelEE (BEUFR VA LV AOEIEMIC
EBb0EED) BHLbNDZEBHLHOT, BEE STV, B
RO SN HAIIT G 2P IET 570 PR E AT H 2 L,

IKM)E  AKIE (3.7%)  ESPEKIILE (24%) RHLbNDZ Endb D
DT, BEOREBLBIEL. BEVRRO ONTHEITIIREE, B SUIH
i aEBETHZ &,

NS R RE (5.4%) : MEIEE OSBRI L, RS AR R
(tumor lysissyndrome) 723% S n Z ERH L7, TRHiEEE LT, &
PREEZMAETRIAI O 5 N E e K tfife S 2 Z 8T 5 2 &, S EE
B U7 B IO T iy R AR R R OB RE A 217 O 72
& BEORELTDITBET L L,

B RGREIEARAEWERE (Stevens-Johnson SEMERE) . HEREZR L sEAE (Toxic
Epidermal Necrolysis : TEN)  (BHEERBA) @ et IARIE(BERE (Stevens-
Johnson JEMERE) | FHEEMEZREZEESESE (Toxic Epiderma Necrolysis : TEN) 73
HobNAHZ ENHAHOT, RENBOONILGGICIIREEZPIEL, #E
OI7p & E1T D Z &

FPEDREN D LoD ZENHHDT, BEDIREBEBIZ L, LEITS
CTRBHIEIC L DNEEBRET 5 2 &, ERBEDFHT 256 0%
SR 2 D L aITiE, MiEEOREIEIC O W TERE TS Z &,
RS VB ESEGERE (0.1%) RIS FVERMAEREGERE  CREIR @
B ME RS R, ERbEE. $hEL. SREES) Ko bnd iR
DT, AR HERMEEGIE S DN TG ARG AT L, @
Ol i 2175 2 L,
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AT | ATV

(12) EATPEL M A EE  (BHEEARBA)

ZICBIE L, R

=1

A ZATO & Lbiz, HhHE2PIL L, WYRLELZTT Z &,

2) ZOMOEIERY

DEITIEZ BB ERE (PML) 235
S5OND T ENHDLDOT, AFIOIRHMR T & CTERHE T 1% ITEH OIREE
AR . FREUER  CRRREL, DUBRRED) |

SR ESEOERN O SO HEIE. MRIC X 2 BH§ 2 W7 & UK i

10%Lh

10% A
5%LAE

5% Al

BEEERIA

JEG

JHi%

SIHERZS B LA B,
TRGENG R, KE SR, Bk,
HIED VB8, IS, 2RI,
E TN T Y N R I B

i, Bl BRI, HERESE N
Af P EREE N

I EUE

BRI

e I, KT
VT2 U MSE

F7 27— BMAE, mIRERIAE, i
K ARMBEE, &= VAT o—/bi
SiE, PRHED

KF Y oA
MAE, &Y
7 AIfSE, K
71 U 7 A fiE

BAVY T AAE, mF YT AL

o

Rt

A

RHIE, DD, A2, KRR,
R, FEMED E U, MR, K
B LAALIED F U IR, MRS
it FEHR

iR

FaElEgE . IREDIENR, B, o4 7
A ARCDL A, IR, R
RS

Mg, SR, LFEX QT R,
;. NI, DEE, IR, S
i+

L HLE)

PR

>t

FRGEDOSIE, WEuk, MR R TR
WERSRACH, BRI, SRR, B
L S, M,

Jih e A
W if

ks | T, (&

Wi, JER

g, IR, W28, LR

B, B, 155, B RET,
WA, HEtE, HIER, HER. H
NI, IWECERREMRE. S,
BLO

HE TR, &
W, Ly T
N4

JH Ak

HTRERE S

TP

i

KLBE, % DFEAE, ZIUALBE, ZEHF
KETTE, 5, BEMER, ARk
PEREZE, mR L, B2RE H i

I BRI -
A MHEALBE -
FEENE AL S Bz
&S (Sweet
JEFERE)

F
T
F
=

MR e, B, E SRR
[ N Tt

T - | EPRRERE

T

PEIRBE S (REA. AR PEE bt
%) L EBAR, ppIrmrmTr v
B0, PRI SR SR

0

28 | BRI

C

TN

WETr. M, R, BUmEEE,
B, WRE. D

LDH #41.
CRP #4/1

w7 vy
=B

JEIGEEL, TR SO, KRR K

b POAXRT, PO, B&-. i H REE
Wb, M7 vrF=rEd, BE
N, i R R > i
SRERHLHEIN, 1FTY ., WL, K%

&, RS

T BUE (35 S PER B A X8 L U7 BIRP e 5125517 5 N BB, i B T R A K O
AR (HARMEROR) ORFHERICED, R L, 0
B D[S 1 B B B VBT SIS U C LTI B & L7,

VIR Y o il E et g & LT[

< i

PRI




—fREAFE | AT IT

5. & E ~D B
HEAMEARRBRIC B\ C. 65 Ll B L& 65 A O BE TLEME L OHIMEIC T
D LN TN, EEHE IR ICAFSENE T L TWA DT, BEOk
BABSE LN OEEICRGTHZ L,
2B, FEBHITO Grade 3 LA EOFEFROREINE L, R UTEEMED L5
P BEIE 2 x5 & U2 VEg SR AR (039 7klR) OARKIFEIZI VT 505E LA T
T 64% (27/142 1) . 51~647% T 78% (128/165 1) . %%MLTE%(%&4
) Thotz, £, WHNE mmﬁ%mmﬁ%&UmBﬁ%> BT 507%
MTTM%(E&WD\ﬁw%ﬁT%%(mmmm)\%%uif%%
(74187 ) THHT-,
6.4, pElE, RHLIEE~DOEE
1) fEh SXOFEEIR L QW B aTREME O B D ik, FAlE L TG LaenZ &,
ﬁ%$@$% WCARKIN PG S5, *L<i$%#$ﬂ&5$ WZHER L
T25EE. RIRICEREL NIFTEBZENNLDL L2 BEITMLES 2 L,
@J%%?ﬁf I, R T Y X OIRERAEMIZ A LT Y I 7 % 0.05mg/kg
(0.6mgim?) & hH L=k 24, HEARERBIETORME Z Utk 5 EF0R
WO RRD LT, Zh b OEFRBITER &%E@ﬁ@%fbt
2) BHHOIHENIBEE L2 ERNEE LD, a2 S TRET 55812
BHAPIESELZ L, [ZEMERfELL T2, ]
3) HEFTREAEIBIC H AR ANICB W TITRETET 2 X o452 &,
T/ NREA~DEE.
ANV B VRIS Ly (B RRRBR 3 72 \0)
8. E K
Hes, eI -
HEEH B 252 B2 B EHREIZ L0 Edi s 2 0F 5 Ak o SEfE:
ﬁm&&wmmWMwﬁﬁﬁ%éhfwé
AL
ﬁﬁ@ﬁgﬁﬁ IR B MERANIFE L2, BEREGENEE-5AE. A
FONA BN A EBEL, ME (iR, FAEEIROIER EI2ED)
K OMRIR Z#EFFT 2 72012, WU RFFRIEZIT O Z LR S5,
9. H _EOIEE
1) FHRRRE
RN UL FIcoREE5+52 L,
2) FHEURE
AFKN D BN B O L %tofi FREMGHT AR CEEITY 2 L,
AHINH B AT 7= 35 81id, BEbicaAm TRy 2 &
3) BHEE
ARENDOSA TV LEENG) Y Th D, EfE%IT 8FRFILINICEER 42 2
Lo AT ORMERFRIRITETNZFEE TS &,
(1) FIRNFES
DK DIRAZRET D72, KEIBEG-DT=> D — b & L CEMET
HT b, oFER R EE SN TWHIL— R &2 HANTOERSIIfThens
Lo T, EET 2 — T M L7BRIE, FEHBHECNC B AR
TI7I v T HTH &,
(2) RT#EE
VR U TG 5880201, A DO KRS, JEHss (e A )
70 RIS 2 BET D 2 &
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—fREAFE | AT IT

10.% OO EE

1) & (FAROA X) ZHNERBRICBNT, AT Y I 7 2 KR IEEHRE
THARHESEH B O 2~3 5B A FIRNE G35 Z LIk v | OfadaEm, o
U 71098 B OMRIME AN 38D H AL, FEICE 7% - © L = DI 11855
K ORI EDREIZIB T S GHEE IIER 2 3 350 5 D WIT A EAIB G-
KT HRISIFRO BN . A XORBRICEBWNT, BFEHETIT QTcHE®
W RER RO bR YT

2) BWER (T v b)) 12BNV T, 020 %1 0.15mg/kg (1.20 K& T* 0.90mg/m?) #%
f%%ﬁi&@%@%ﬁ&@ﬁm%m%%%E%@i%@%ﬁﬁ%bEht
)

3) F ¥ A =— AL AF—FIHHNEZ AV 7= invitro Yefa Ak B iBR © . BT %
Tol-IEMETH % 3.125pg/mL P CYs R E RN (G Yuta (ki
w) wLiz?,

WASCED | 201545 6 HeksET

VERRAE A

56



D00D0D0D000000000 |

‘ BBk 2~8CRE AFRERRAREE

MR : KT 874291

E FE$ CD38 £/ ¥ A—F )Ltk
— ® .

— XS5 L w9 R EiEEE 100mg

3/ ]:: B3
S — ® . .
ﬂfslﬁxuﬂu* 9 7 Ij L *J 7 A RiERRE 400mg
DARZALEX® Intravenous Infusion %;ﬂ%% XXXXXXXX
A5V LTT GEEFHEERR) #HEl el YYYY & MM A
BR SRR YYYY & MM B

FIEE—EMEONAZLICLYERTSHL ERESEE 2015 % 11 R

(B2 &l
FRIOFEF. REFICTHXIETESERBRICENT.
EiHZFBEEESOBRICH L THI A8 - BREFOEM
DY ET, FEOREAEY) & HE SN BEFDAHIZITS S
& T, BRRARBICKILL. BEXZORKICAHER
ViRt Z+2ICRAL. ABREZ/THOREZRAKT S5

&

(%=

(ROBHEIZE/E LBV E)]
AEIDHS =5 LBEUEDBEED 55 8%

(#8 A - & K]
HR5T & ALy I R ASHLyI R
=i E 100mg =i E 400mg
B %) A5V LTT GEGFHEZ)
EEIR=E 100mg/5mL 400mg/20mL
(184 7)Le)
D-v> = bk—JL 127.5mg 510.0mg
| BIEFRUDL 17.5mg 70.1mg
B | Eeasr by Lokioh 14.8mg 59.3mg
| KU YILR— k20 2.0mg 8.0mg
SKEEER 0.9mg 3.7mg
(E20N BE~HBDRK
pH 5.3~5.8
RBEL #1 (EERIBRICHT HH)

L ftbT BEBEOBERENI L.

AEFF v A Z—ANLRS—TIEEREAVTHES LS,
(%h & - 31 R]

BEXHaEOSEERME 0
(%hee - MRICEET 2FEALOESE) .
1. KENZ & BAREIT, DL ED 1 DOBEMLEBABRNBEHRILE |
BRICBRLEBEENRETHIL, |
2. BEREBRICHAAN DN -BEOIABESICONT, THEKRA |
% OEONBZHML. FFHOADERVRLME+HERL |

S —

(A &E-R E]

BE. RAICES S VLT T GEEFMEZ) &£ LT, 1016 mgkg
#UTOHREHERTRERET 5.

LU RS FRUTEH ALY UHEADSE :

AR (1~8E8) . 2:8[HMR (9~24:E8) RU4BERMERE (25
BB LARE)
RILTYITRUTEY ALY VHADGE -

1EMMER (1~9%88) . JBMEMR (10~24E8) RU4:EMFERER
(25:8 B LAF%)

. (A% - HEICEET 2HEALOEE)
VL RFIEEBBE LS A0AMMRVURESMITHIL TOAEL, !
2. AEIORERME. AF LA IRBEESHIFICONT. T |
b OKRHE#E DIEORBERMULE-LETREIRT AL, £, GHRE |
o RORXEERFET S L,
1 3. AREIRE I & Binfusion reactionZEFH S & 21012, KFIRSH ¢
L IRI~SERMEICEIRRERILEY BRAERRRUTRERZ I Y |
FE/RET B L, T, EHEMEDinfusion reactionZ B &5 |
=012, BREITE L TARARERICRIBRERILEVSEERET |
2I&, B, BUHMEMMARE L (EREXHEDHLEHE |
RIFZFNLDEEREDHZEEICIE. FEDBREELELELTR !
L OEXMRERVBARTOLA FEOBREEEET DL,
DA ARIFEBRRIERERVTHREOKEZE1,000 mL& L. 50mL/ |
' B DR 5EE TREFE AT 5, Infusion reactionEBH 5N |
BB EICIE. BEORELBELEALEREOKRERY |
BEREEZUTOLSICERTHENTES, 2L, BEE |
EDLEREX200mL/EET B, i
AFDHFREDRER VRS EE
BEREI S OBRERE (mL/EF)

BEEM | TIE oA | 1~ | 2~38 | M
e 5} 5} 5} LI
#E%S | 1,000mL
2EE#&ES5 | 500mL~ | 0 100 150 200
3EB&kE o 2
LU 500mL 100 150 200

*1 : #)E%R 5 FAIRREEH S 38FRE LLA IZinfusion reaction AR 5
NEM- =158, 500mLET B ENTES, :
2 PERU2E B RSB HKEEA100mL/EL £ T
infusion reactionA%32% LN 7EA > =3HE . 100mL/EFH 5 A |
: THIENTED, :
! 5. Infusion reactionh %I L1-1B&. UTFD &SI, AFIDEZ5HE, |
Hik, BREFEOEESE, BYULGMREZITI &, AE. Grade !
[ENCI-CTCAE v4.0IZ# L 5, i

1) Grade 1~3 : AFIDIE5 % hWid 5 Z &, Infusion reactionASE |

8 L1235 &(Z(&. infusion reactionFIREEDESLUTDIZEE |
ETHREEBHT S EATES, Infusion reactionDBEHA |
RHonEM>5EIE. LEOR [AEOFREDKRER
UREERE) £3RBL. REREEZLETTLEMNTES, 1= |

72 L. Grade 3Minfusion reactionA3E R L f=35E& [FAFKID |
BE5&PILTHI L, |

2) Grade 4 : AKIDEESZEFILTEH &,

[(ERAEDIEE]

1. EERE (ROBEFICFEEIZRETZE)
EHFAEEMEESE L{IREXMEDHIEBEXETNS
DEREREOHDEE [(RERERICERMEZETCREIERZD
RBEVRIDPELBEIETALHD,]

2. EELGEXRNEER

1) AFHREICKY, TFHI245F>—, BF. B, EX, &
BEXEE KR, FREAHZE D infusion reaction AR &
hTEY. ZLDBEE. MEEZEFIZRENRD Shfzhs.
2EBLUBEOERERFIZHLEDLA TS, KFIRSHIL. BF
DREZTHICEEL. EELNBHONEBEE. AFDE
S5#cX(EHE LEYGLEETS & &I, ERAEITE
TEETEEORREEZTRICHRT S &, (THE - BEIC
BET AEALDEE]. EXLEERI OESR)

2) FFhERED . M/MREDRUY D RBBOZE0 BN H
EhNBIENHEINDT, AFIOBREHMRVESHIE. TH
MICOEREZET. EFOREZ+THICBET L L,

(TEXGREIER] DIBEBSE)



3) AHFllE, FMmBkEIZHKIEL TS CD38 &fEA L. MEY—
LAABERNBBE L I TREND D, AT HITEH
BEEE&Y6n ARETHEET 2WEMENH D, Z DD,
AERESHFRAMADR Y ) —= Vv T EED=—RNHE
WMATREDERET S &, BHANFESATLSIHEE.
AEZN LEMEI —LRARBEADOFSHICOWTEREICA
MEBE. " (HERBRERERICRETHE] OESR)

3. Bl4EA

BSYLIT, LFYRI R, TFHAYUHARE:
1LOAVULORABRREZAT 2BREXITHEHAEO SRS
BHESEEENR L LE-ERELRSE I BERFBRICS LT,
283 e 215 ffl (76.0%) [ZEIVEA (BBERREEEEZ28T)

WERH b=, £ ENEAIL. infusion reaction 158 5] (55.8%) .

FhERiE D 43 ] (15.2%) . LEGERRE 43 6] (15.2%) .
JE5 351 (12.4%) . %Wk 34 5] (12.0%) HTHof=. (K
SRHEF)

BSYLRT, RILTFVYIT, TEHAL Y UHREE !

1LOAVLULDRAREEZE T 2BEXXITHEAEOZRME

BHEREZXRE LB E I HERREERIZHS VT, 243

Bich 182 5 (74.9%) IZRIER (BRERREMEEREZED) N

B b t=, T EIVER . infusion reaction 120 {51 (49.4%) .

/MR 73 41 (30.0%) . FFIREEEE 34 5 (14.0%) . 1%

Wk 30 Bl (12.3%) . EFH 27 Bl (11.1%) FThHho1z, (XK

SRREF)

EXEIEA

Infusion reaction : 7+ 74 3% —. &H. KW, BE,

SEXES (KBRRIE.TREEZED infusion reaction (52.9%)

NHLONEIENHINDTEEOREZTHICERL, &

E O infusion reaction NEBH LN =HE . KFIDIKRSEHIEED

WY HABEITS L, (THE - AEICEET 2FEALDE

Bl TEELEANEE) OESR)

SEEIMG - m/hRED (18.3%) . FhERED (11.6%) BRU

) 2 RERRY (6.3%) EOEHINFIAHLEONEZENHD

DT, BEOKEEZTHICHEBEL. EENRDOONIEEIE.

AEOERESPLEZEOHEYLBRUEETS L, [EELERMN

EE DIESR)

(3) BERLAE : & (6.1%) ZENEELBREENHLOHONDH T EMN
HHNDT, BEOKREEZTHHEL. REEFRDOONIGE
IZIX. AFOBRERILZOBEYLGNEETI &,

(4) IEHARIEAEIREE - EBRIREIRE (02%) AdHobhhd I L
NHAHDT, MEFEREEERVEHREREZTOISH. &
FEOREZ+DICBET LI L, EENEOLONIGEAICIE
BEUIGNE (EERER. BREBOLEAEFZDORS. B
£) #A5L LB ERHIPRETIETCEFEOREEZ TS
IZBRET S &,

1)
(1)

@

—

2) Z0HDEIERA

10% 3K i

10%LLE 596LLE

5%k

BREEB &
UFERE

ERERR AVINIUY

m#Es &
UyoRRRE
B

=yl

MERER BEfE. RHMBER=21—

O/8F—

DEREE DE#EE

PR SR HFR
B &L UM
B

EIREEE . ZHR

BRREE T BiD

&t

HBERERSE
FURAHM
aEsE

h A

—#&-&5E
BEBEUR
=3 FudOR
L

) i RIEHFE

SE LG REEDENE ||| HERR B R VER LS | FHER R ER
DEFERICK D,
4. ElRE~NOERE
A TIE—RICEEBENMET L TLSDOT, BEDIKELEE
LEASEEICRSETHI L,
5. iR, EiR. BILBE~ORE
1) REIDEIRF DS IZET H2REMIEHEIL L TLELD T,
FRXITIFRL COS D H S LMICIE. REE L THR

BELEWIE, PTEBTHRETIHEEICITARLOFRE
NERMEZERL EFHSINDEEICOHRETSHIE, F
f=. BIRTTEEA LR U/S— b —TRT 2 EEED H S
BHICx L TIE. AEBREFRUAFIRGHRT E—EHHMIE
BRI ETOL5BET I L, [(AREZRAVEREHRE
EURBRIIER SN TRV, 1gG1 £/ ¥ O—FILHUAKIC
REEAENH D ENMONTIND, BHEDZIREEICHT
EEIRF SN TELOTFHATHS.]

2) BEBICERET IIEEICERAEFLESIEEL L, [REOE
FELAHRADBITIFRE SN TULAREWLA, E b+ IgG (XFLits
ISHITT 50T, AELBITT HAREMENH D]

6. MNEEADERE
INRZE(T T ZREMIEHEL L TULVRLY (ERZBERALZLY),
7. BRRBEHERICRETER

1) AFIEFMER LD CD38 L#EAL. ARV ) —=2 50K
ERREOESHHRICTFST 5, FFICLHMEI—LX
HRBADFHEEBS 5012, SFFALA b—IL (DTT)
IR (KK & FRMBk ED CD38 & DIESEMET ) £EE
5L, Kell REIZDTTRETEHRT 50T, FRAIGUX
R )—==2FI2B 0T Kell RIADFHEATEEL 55, L1z
MNoT DTT ZHVTHRARAEER Y ) —=VF LIz5HE
&, Kell AEEEOFNHAKZFERTS2L, ) (EEL
EARMEE] OESHR)

2) KHNXE b 1IgG «BE/ Y O0—FILHETHY ., MER M &
DRV OMEBEEAERKEERVMEREREEDHERIC
FHTHAREENA DD, IgG «BESHRUEBHEMRERT S
BHICETH5%ELEM (CR) OFHMERY CR N> DEHD
A EERIFTAEREEAHI=DEETHI L,

8. MRALMEE

1) SASE
(1) BEOREICEIVTAFNREELHH L KEICRE
BNATIVBERET B,

(2) RN EENCEBTHD I LEZHRT 5, FTERHTFO
FEXFIEMHIEO SNEBEEIFERALENI &,

B) EERETICALT. EREERERD A/ NN Y I XIELE
BEY. BT IAFEREREmMS,

4) AFZEHEEREIMY . BREBRBEROAF NI RY
BRICAFZEMZ S, RUEBLLE=)L, RUTREL Y,
RUIFLY, RUAL T4 VBEEIEIFLYEZL
TET—bOEBNVIRUBHRERAND L, FRILE
BRETTITS L. RMERAKRICOVTITEYICEET
6 : to

(5) BOMREML., REXILEES BRI &,

2) 505

(1) AEIRERNRHFOEROEREZEETHERT DI L. A
BEA2 O BTHE20. REDOFREILFBHAXIEAH
BORFNROONEAEEELNH D, FERAHMFOERBX
FEMIRBHONGEFFERALEN &,

(2) AFFREEFNZ2EATOEN O, ERALTICTEEND
& ABOFRARTREEBLEH 15 BRUAIZERST
5C &,

(3) FREEBLICHRE LGEWVWSEEIX. EXTICT 2°C~8CT
4 BEREIREST D ENTED, BELEBWNI &,

@) REDFERREHRETIRIE. 40Pz T7)—TEA
REMDEWR) I —FILRILKVED,A VS5(4 2T o
WE—(R7HA4X02um) #HNTEET S &, Fi=.
RUHLEAY, RYyTaoTy, RUElkeE=Z)L, R T
OELYXIERYIFLUETIO—LFXalL—42—%
A5y FEAWNSZ &,

(5) MDEREBMULFHFETS A VICTRBEIAIKITHLERWNI &,

(6) BRFIADEOHIZ. RMERERERELLEWVWI &, RERE
RIZSOWTITBEYIZRET 5 &,

9. ZDMDEE
AHFH T HMEEENEDON=BEDEIRIL.0.7% (2 41)
ThHY. CO3614lI2HNTIE. KEIZHT ZhFEERED
f=o

(EmEE]
L

MMY1002 ;8% (EMELER) 2
BARADBREXISHAMED SR EBRIESRSE 9 HIIC. XK 8 Xk
16 mg/kg =#EIFEE L. 21 BEY+ v a7 i E22 BH
51 EMRETeEIChY REHRS (&5t 7EH) L1z, &%l 16
mg/kg BEDFEHMEFREEE, #IERSHETEIC 321 yg/mL, 1
BRI CTHORR (7EHE) HE5RTIZ601ug/mL, H5#E TR



1094pg/mL TH - 1=,

b
¥ PR A

BN E LTI RE (vpmil)

Mg

HEAADOBEXFHAMEOSHEEBRERE XK NERS
Lz EOmFERT S YL TREHE (FHEHRERE.

Axtg7oy k)

R BANOBEXSHAMOSRUEBREZECHE T 5RF9E
BEHEV 1 BMRTORE (TEE. £57 B) REROEYIE

NG A—=4H
%£1H 8 mg/kg 16 mg/kg
(N=4) (N=5)
Cnax (HG/ML) 140 (52) 321 (73)

AUC;y¢ (h-pg/mL)
AUCo.may (h - pg/mL)

13370 (4547)
10156 (2989)

122203 (143037)
28897 (6903)

T2 (h) 68 (15) 407 (515)
V (mL/kg) 65 (26) 72 (18)
g 57 H 8 mg/kg 16 mg/kg
(N=3) (N=3)
Crrougn (Ug/mL) 138 (11) 601 (236)
Cnax (Hg/mL) 350" 1094 (399)
AUCo.74ay (h - pg/mL) 36753 125836 (37082)

T (BERED
N=2

MMY3003 8 (ERE#RRR) ©
BEIGHAMOZHKEBHERSE 28346 (55BAA 20 4))
IZ. AF16mgkg ZLF Y KX RRUTXEH ALYV EDHA
FCEICT 1 EMRT 8B, KL T 2BMRT 1658, Th UKL
4 AR TRERS Lz, FTHAMEBERREEL, YERREELTEIC
329 ug/mL. 1 BFRBTORE (BEE) HE5MS 1:BM%E (28
FEFER S5 ~0DBTA) O’EHIIC 608 ug/mL, REETEIC
972 yg/mL. 4 BREFEHRE~DBTHN 5 » A &I 255 pg/mL
THo1=,

MMY3004 38 CEotaEr)

BREITHAMOZHKEBHIERA 243 (2. AH| 16 mg/kg &
RILTFVITRUVTFH ARV U EOHARKIZT1EBRERTO
B, LT 3BEFERT 158, ZhLlfEE 4 BRFETRERSL
f=o FHMEFFREIL. MEKRESHLTEIZ 318 pg/mL. 1 BRI
<O 7 EER5OBEHIZ 502 ug/imL. B 548 T B 860 pg/mL.
EMRTHOREEREMN DS 3BEE 4 ARRERE~DHTH)
DEFEHEIC 371 ug/mL., 4 BERTZEE~DBITHNSH 3 1 AEIC
289 ug/mL TH o1z,

[ERPR R AE])

OBFREXIIHAEDZREEHIE

MMY3003 8 (EfE£RRE) ¥
1LIAVULDREAERRZE T 5BREXITH AEOZ HEERE
[EEE 569 5l (HAAEE IBHZEZESL) ZRRIC. LFUKRS
RRUTXH ALYV oOBAEE (LdEE) & LdEEICKT %
L FE Lz DLd R E LT 55 04 LMLIE TR AR LEEGEAER
FEBELI-.FTETAIEE CHLIEBEELFHM O P R{EX. DL
HTIERIE. LT 184 1 A (95%EERM : 13.9~HEER
BE) ThY. DLd B THHAZMICEELERZRLE [N\F—F
L 0.37. 95%{SHERR : 0.27~0.52, p<0.0001 (BRI Log-rank
BRE)], BIXREIMEE CHAEGFHBOPRIEE, DLd #TIE
REZFE, LAFET203HATHY . HEEMICHEELGEREIRD
SNTULAL [/NF— K : 0.64. 95%1SEEXM : 0.40~1.01.

p=0.0534 (3EEJI Log-rank #RE). 2016 £3 A7 BV Y =AHL
hy b AT,

100
&0+
§ 60+
#
*
H
B
k2 40
B
oud
N=286) N=283
204 (Ns286)  (N=283)
Median progression-free survival - months  NE 184
Harard ratio for DLd vs. Ld (95% C1) 0.37(0.27-0.52)
P<0.0001
04
T T T T T T T T
0 3 6 9 12 15 18 21
e cA)
Subjects at risk
Ld 283 249 206 178 138 3% 5 0
old 288 266 248 232 189 55 8 0

ST A P ARG D Kaplan-Meier Bi# [MMY3003 588 ]
DLd : KEI+LF U RS F+TFH ALY Y, Ld: LFTY RS F+TFY
AAJY
E1) AEFORE - A= 28BME 194 2)LE L. 1[E 16mgkg #. 1
BRI (1~8588) . 2 BrMERE (9~24:88) RV 4 BREMME
(25:BB LUM) THBEFEEL-.
F2) LFTYRSFORE-FA=E:2888%194%2)LEL.CrCL>60
mL/min O#EREIZ(L 25 mg % . CrCL 30~60 mL/min DHERHIZIL
10mg #1 8 1[E, 21 BEROKS Lz, G, ERKICE CEER
2L71
TEXYAZYUORE-FAE: 28 AME 1914 )LEL, 40mg %
1, 8, 15 RV 22 HEIZHIRNXIEROK®RE L=, 4H. ERIZE
CEERE LT,
LF ) RS RICR L TAREBEREEZ R XIEEABTENTROEE(IL
BRo LT=o
MMY3004 58 (GEsitEr) ¥
1 LOAVULDRTEAEREZE T 2BRITHAEOZ R TSR
[EEE 498 HlZRRIZ. RILTYITRUTEH ALY VOHA
ik (Bd #&ik) & Bd FAICAHKIE LFE L1z DBd EEF LLE
T35V LMEFEREMELEERBEER Lz, TEHEEB T
HAHEEEEGFHEO D RIEE. DBd B TIEKREZE. BIHTT7.2
HA (B5%IEFERM : 6.2~7.9) THY. DBd HTHETZEMICHE
BELUERZRLI[/\Y—FLE:0.39, 95% 58X [# : 0.28~0.53,
p<0.0001 (/B Log-rank #&R%E)], BIREIMEIEE CHHILERFH
BOFREZ, WThOBELREETHY .. MEtZMICHELE
RIEBDHLNTLAEL [N\YF—FLH : 0.77. 95%{SEXM : 0.47
~1.26, p=0.2975 (JEMBRI Log-rank ). (2016 £ 1 A 11 B
20)=AILhy bAET)],

3)

E4)

100
80+
g
" 60+
*
H
=
40+
B
] DBd Bd @0 Bd
20 (N=251)  (N=247)
Median progression-free survival - menths ~ NE 72
Hazard ratio for DBd vs. Bd (95%.C1) 0.39(0.28-0.53)
0+ P<0.0001
T T T T T T
0 3 6 2 12 15
mma)
Subjects at risk
Bd 247 182 106 25 5 0
DBd 251 215 146 56 " 0

S E A4 FHAR D Kaplan-Meier B8 [MMY3004 5%E&]
DBd & : AFI+HRILTFYIT+TEHALZY Y, Bd#: RILTVYI T+
TEXHAZITY
1) AFORL - BE 1~8 YA VILETIE21 BEZ 1919, 9
A IILIEIL28 BEE 1 Y4 2)LE L, 18 16mg/kg Z. 1 &R
M@ (1~9:88) . 3:BMME (10~248H) RV 4 B (25
BB L) THEERELT
RLFYITOREE - BE: 21 B 1947/ E L, 1.3 mgim?
#E2 @ (1. 4. 8 RU 11 BE) 844 Y ILETHIRNES XL
BET#HELz. 4. ERICECEERE LT,

i*2)



E3) THRYALVIUDAL-FRE:21AME1YA4IILEL. 8 A
JLET20mg % 1. 2. 4. 5. 8, 9. 11 RV 12 HBEIZHEARKNX I
#O/E LIz, AdH. KIS CERRE LT,

) RULTFVYR T AFY IS TELLEALTANYETICHLTE
FEAMERTXERILT Y I IS LERENT RO BE LR
LT

- €SIE $:)
fERsRE "

A5V LT TIEE b CD38 [THEE L. #IAKEFHEMIEEE (CDC)
SEMEL PUARTFIE MRS E (ADCC) B, HUiARTFIE MRS E & (ADCP)
EMEFCLY. EEOBEEZIHTLIEEZ LN TS,

(BRI ICEET 5B EMAMR]

—%  ASVYLTT GEFHEEZ)

Daratumumab (Genetical Recombination)
aFE : 148,000
ARE: £ +CD3B T HBEEFHBEZAE FIgG1 £/ Y O—F L
KTHD, Fy4——ANLRZ—NEMBICKYEESIhD 452
BO7I/BEENCHEDIHE2ARU214BEDT =/ BEEMD
HAHLBE2ATHERINDEIVINVETHD,

[a %]
FSHLy Y X ABEEE100mg : 1 /81 7L
FASH Ly I X REEE 400mg - 1 /N4 T )L

(EZXHR U XBREER K]
(EEXH)

1)Chapuy ClI., et al.: Transfusion., 2016 (doi:10.1111/ trf.13789)

QFSYLIRTDEHMEBREZREICH T HBRME (HREN
54767414MMY1002 EX5&)

DIFYLITDEHUBRIERE (ORI HERKAE (ERNER
54767414MMY3003 £45&)

HEZYLIT DS R EHIBEZ T HERRME (ERER
54767414MMY3004 EX5%)

5) 85V LT DFRKGF MG EERICET HIEERRAAE (M
& # GMB3003-003)

6) 55V LT DIIAKIF MG E /E BT B IFERRALIE (1t
&# GMB3003-004)

NESYLIT ORKKEFERBERERICET SRR EE (TR
&# GMB3003-115)

8) A TYLIT DT RN RFEIR T HIFERFR AR (E N E #
GMB3003-011)

NESYLITDTRN— RFEITE T HIFERIRAAE (LM E H
GMB3003-116)

10) %5V LT D CD38 B HRFMHDFAH1EAIBE T S IEERIRAE (1t
A& # GMB3003-013)

(XRERE - ERERBSBEVEHEE)
FEXBICRBEDOHAERICOEELTHTRICTERCESLY,
Yoy I77—3HAEHE voerya—LtEUi—
T101-0065 HEATREXFEHME 3-5-2
7Y —45 1)L 0120-183-275
FAX 0120-275-831
SR 9:00~17:40 (£ - B - BB L VLKA %
B <)

Bl -
Yo7 7-vHASH mnﬁen]
T 1010065 WA ETEEEZ w52



5 AT L8 I E: (R)

T ™ S €= OO
181  #hEE - 2R (%) , WiE - HE () KOZOBRERM ..o,
1.8.1.1 ZHEE « N () KOZ DFETEFRIL oo
1.8.1.2 FVE « R () KOZDFETERRIL oo
1.82 M EDOIEE () BROZTDFETEARIL cooooveeeeeeeeeeeeeeeeeeeeeee e ssasn s



BT KT 18 I 3LE (%)

1.8 FHXE ()
1.8.1 R - R () , Ak - A= () RUZTOHRTERMN
1.8.1.1 %hEe - IR () RUZTDERTERM

(1) »nde - R (F)
PP A THEIAME D 2 56

(2) ERERM

XTIV A7 (Binrilfiz) (CUTAEHF) OzhEE - D% () 1, FICHARZGTEERILR
55 11 FHERER O 54767414MMY 3003 7l (LU T MMY 3003 5iR) , VAR 11 FHRERER O
54767414MMY 3004 iR (LA T MMY 3004 3Rk) CTOMGEEARBR DR RFICESEHE LT,
MMY3003 FERCIE, 1 LA UL EORTNEREZ AT 2 B3 UIEHRED MM B &2 X421,
AHl, VFU R REOTFH A% (BLUF DRA) BIEOHMEL L2 EZLFY RI N
O7Fx A2y (LU RA) EIEEHET S, FEEMHR, 772k, 611 FERERZ I L7,
£72, MMY3004 i8R CTix, 1L A LU EORNEREZ A3 2 B3 STHHAED MM B3 % %f
BT, BH, AT ITKRRT XA XY (LT DVd) RIEO MR 22 a2 R LT Y
ITROTXYAZY L (BUF V) kLT 5, FEER, 72k, 5 AR A F2
L7z, ZTORER, WIhoRBRIZE N TH, TEFHMIEA Ch 2 BEEAGFHM CLT PR I
DV, FEOFAEE (RABEUE VAEE) (25T 2 A4I0FH#E (DR B X% DV #E) OB
AES A, AN 16 mgkg & RA VAT VARIEIC EREES Lz & S 00N RS
(MMY3003 352 : HR=0.37, p<0.0001, MMY3004 #5% : HR=0.39, p<0.0001) , %7z, PFSD
JERVE, FRNHE Lo T COMMOERM K Ok 4 Z2EE ST B L TRY, TG E
WEE T 5 2 & 03 R S L7z, BIGHIEE R Th 2 24 7R (0S) OfER (2016 4F 6 H 30
HZU=Hhndy bA7) b, FEOFHEE (RAFEUL VAEE) &b UCARAIGHARE (DR B X
1L DVAEf) TOSHIERT HHMNFRD bile, Fio, AHlE Rd XL Vd 7 & DIEERRIZ
Tl LTHEE L2 L EORRMEIIRG T, ZetIicRERMEETAR LR -T2,
54767414MMY 2002 78R (LT MMY200236k) Ti%, 7'u7 7 vV —LAfHEA] (LT R) KO
ISR (LU IMID) 288 3LV A UL EORTARIEEZ AT 5, XIiE Pl LU IMID Ohfi#l
(ZXkE U CURIEIREIME A2 773 MM BB 2 P GQUT AR RN AL O RBME, A WE R OV 2 % it
T 5, HEM, ZhigkILFE, #0EREBRE e L7, £72, GENSOLFRER T, 2L A Lk
DORNEFEREZ A L, MOIEERIIE O 725 UIEHEME O MM BB 2 551, ARFIHEARE
DEENE, REMROEIEEZ KT 5, HFEM, T F oMb, FINHERREERL-, £
OFEF, MMY 2002 5Bk M Y GEN501 #k8R Part2 O fFA T — % (KH| 16 mglkg) DX SREMICE
W, BAFR2Z%E (LLF ORR) LIRWEDN RS, AFFLOZL  ITEERIIE B RE
ThHol-, XHIZ, Historical Data & DLEETiEdH 5 H O DOMANTLERBAF72 OSH/RENT-Z &
D, TREREE MM IGRIZIEWT, BEFOTRFEICIEIIME 2 R~ BE 10k LT b HAERIE T
LIRS E RS D 2 LW TE 5,



BT KT 18 I 3LE (%)

HARNBEERTIL, MMY3003 BRI 36 1 (RIRED 6.3%) D HARANERE N T &

WZEI AT B 7. (DRARE 2141, RAHE1541) . PFSIZRAFEL X DRAFECTRAF TH - 72

(HR=0.28, 95%Cl : 0.07~1.14) , F7=, 54767414AMMY 10055 (UL F MMY10057#5) Tid,
1VV%VHL@%%$W%%#65KA@@% FEHARMED MM B 2 XRIZ, DVARIED
PRV O L2V ZRT D, FFER, F bR E FEE L7, #BE i-C MR 5
TW=H oo, ORRIXMMY3004 iR kD ORR & K& < /x5 727 - 7-, Very good partial
response (VGPR) LAk O completeresponse (CR) LA EDOZREMBFED BT HERE HED i,

RWREHF BT, 54767414MMY 1002 8%k (LA MMY1002 #8R) TiE, 2L A LI ED
RERIEZ A L, MOIEFEIRE O 220 B AR AN O FH SUTEIRYED MM #2550, ARAID
DEMR NS ERFT 5, SR, T F b, SR, 51 HRREIE/m L, =
DFESF, AH| 16 mg/kg TRA4F72 ORR M OB EMEN RS Tc, L EDFERD G, HARANDFFR X
FEERPED MM EFE IZAHA] 16 molkg % HAIR LS, RdIFEXIT VAFRIEIC E3RE3 2 HFHRIEIC
BWT, SO HEAFRE, MMY 3003 535k O SR ST MMY 3004 75k D DV FEO#RE R & [FER
CERRINICERO D H AN TE 2525, £z, BEMIZOVWTEH, HAPRE,
MM Y 3003 545k D 4 (A4 Iid MMY3004 548k DVA R & HARND L e T 1 7 7 A4 VT RE 7
ERIIH LN oo, BARNTITEEER & g U Ciiigmtt (U o BKE, i/ Mg
iE, I ERIBME & OV A MERBAE) ORBEISDNEWERSFEO DN, 02 LEERA
EEHL L THESINEFRIIRL, BRMICEHATREETH - 72,

PLED X 91z, AFNIEIE UTETEMEDO MM BEICHT 28 N cx 5 L Hir L, =
ﬂ%@ﬁﬁ_ﬁAAmgnt% WREAEE L CARBIOBGEDRE - 1R () 2 [H3 T
TBMED LR BEE] ERE LT,

1.8.1.2 A% - AE () RUZDOHRTIRM

(1) A% - A=E (¥)

W, RAIZE, ¥7YVa~T (EiaTHERz) LT, BUFOAEEBIEIZTLE
16 mg/kg Z A EET D,

Ak Bk :

B 51 ] e 5.l Bt 51 ] B G-

1~8i LMk 5 ORI 81al# 5.) 1~9i LR S (ORA] 9nlf5.)
9~24 38 Y 2 E kR H - ORA 8 [l 5-) 10~24;8 Y 33 MR ORH 5 [l 5-)
25 WL 2D | 4R S 25 WL 2D | 4R

1) 2 ERNEE S O PR 513 938 FIAT 5 1) 3RS O PR 513 1008 71247 5

2) 4RS5O EE 5% 258 B 21T 9 2) 4WREREE G ORI 51E 2508 B 1217 9

3) 2538 LUK O 5T IR T AR 5L D F TRk 3) 2538 LARE D 5T IR G T AR B LD F TRk

(2) FZERH
AFNOHE « HEE, FIEAAE N AR (GENS01#ER) |, SN 1 AHER (MMY 2002
ARER) K OENE | FEEE (MMY 1002 508k & OV MMY 1005 585R) OfE5H, 3 ONC [EESILEES 1




BT KT 18 I 3LE (%)

FHEER (MMY3003 7kiR) M ONESE 1 AHERER (MMY 3004 5A8%) (23617 2 MERERRER Dl SR 12
DEIE LT,

2 LA L EORNRIFRIE 2 A9 2 B3 UTEHETED MM 3 255 & L7z GENSOL iR D il
Rint, KK 4mglkg Z 8z 5 AR CHEKRGEO B Y — 3B d bedoT, 2, K
#il 16 mg/kg & Hifl# G- Uiz & & OBAFMIL R C, AEFRIIMKRMICEETRETH 72, Pl
KOVIMID 25T 3L YA L EORNREREAZ AT 5, Xix Pl KOV IMID O AN L TR
PUEZ R MM BB & RS ARFIBRFRE OB M, AR OV Z 22 /G L7 MMY 2002 5
Br Part 1 Tl, AFIOE@BHBELREAr P2 — V2R LT, ARBRTIX 1Y A7 /1% 281
ME L, &K 8mgkg % 4N (%A 271D Dayl) THY, Xix 16 mg/kg & H#) D 8]

W (A 71020 Dayl, 8, 15%&0022) , kO 16X 2@k (1 2713
~6® Day 1 }x (8 15) , LIKIX 4G (£VA 7LD Dayl) TERET 25 HEOWT NI TH
BEERAIRINEE G- L, REGEITE LITHR TEARVEENSRD ON D, ITIEBRIER Gk FE4EC

BET D E TG AR LT, TORE, A, et R OSEMBEIREOR FH bR A
L, 8mg/kg#Ez 1k L, 16 mg/kgHEZ IR L7z, AHAl 16 mg/kg & HAIR G- Lz & & ORI
BAFT, AEFRIIEAROICEIATRE CTh o 72, MMY 2002 35k & U GEN501 7R Part 2 Dift 5
26, AHKl 16 mglkg TOHMEDR /RS-, 8mglkg D& TORk A 72t G5 A ¥ o — v b
16 mglkg DHETOEN—E L TEL, MORWEZR LT,

I SR PED MM FEF %56 5212 DR JR1E DA 2 o OV 8 % 1t L 72 GENSO3 3B 5
| ARER 2y i, AAKI4HE (2, 4, 81016 mg/kg) @ DRAFEEAZFHE L=, OSSR, HEH
FRAEMHITEED DT, RFLIARIOREHE (16 mgkg) CTRARZEMET a7 7 A VEAT
LT ENRENTZ EnD 16 mglkg IR Uiz, ABRCIE, 1A 27 0%2 28 HRE L, KAl
16mg/kg Z W+ 7 v 1 N2 TIE LEME (Dayl, 8, 15K 1N22) , HA 7L 3~6 TiL 2ilM
@ (Day 1% ON15) , A 7 /v 7L CIE 4B (Day 1) CTREGEIRNE G Lz, ZOREE,
AHI 16 mg/kg & R #IEIC Bt L7z & & OARF O Y TRE i OB AR MEIX AL L Rk CTH D
Z IR,

I U THEARPED MM FBF % 5t 5212 DR FRIE DA 2 e OV 2 Z i L 72 MMYY 3003 74k
TlE, GEN5S03#ER &M UME - HET, 147 4v% 28 HME L, Rd & OO TAA
16mglkg W41 7 v 1 O 2 TIX LEME (Dayl, 8, 15K 1N22) , HA 7L 3~6 TiL 2ilM
@ (Day 1} ON15) , ¥ 7L 7LIBETIX 4R (Day 1) THEGFFIRINESS L7z, DRAEEK
D RABEONTIUZEBNT Y, FREETE L PR TE RV EERRO 6D 35 H 5
YEIZ BT 5 £ Okl L7z, B3 UTEREYED MM B3 % X512 DV IEIE O A 2h i & OV 2k
et L7 MMY3004 3B Clik, 1A 27 0EH A7)0 1~8FTIE2LHMEL, A1 279l
FEIZ 28 HH & L7z, ARBRTIE, Vd & OPFH TAKI 16 mglkg % 1~3 %1 7 /Lid 1E IR

(Day 1, 8 X1*15) , #A 7/ 4~81% 3@ (Dayl , ¥ 7L 9QLIFRIL 48R (Day 1)
TFRHERIRN G- LTz, £OREE, 1.811Q2)HIT/ R L& B Y, MMY3003 iR & T MMY 3004
RERCBWTC, EEFHMEEA TH D PFSIZOWT, FEFEARE (RAFEUL VAEE) (2xhd 5 AHKIGF
J#E (DRABEX I DVAEE) OEEMESHREES Lz, BIREHMEEH Cbh 5 OSOAER: (2016 4F 6
A3HZY=nTy bA7) b, FEOFHEE (RAFEIZ VAR & i U CTRAIGHTRE



BT KT 18 I 3LE (%)

(DRA #£ XX DVd #f) T OSHVER T HHINAHED Hillz, 72, WIThoRBRIZB N T,
AEIDEHABETORBMEIT R T, REMEICKE RRMBITA Lo T,

PO TEREMED B ARN MM B35 % 51512, MMY 1002 75k CAHKIHLAIEE, MMY 3003 7k
S OY MMY 1005 3R TAHI & AR HETR I (R REVE K N VA IRE) & OPFREEIZ DWW T2 L
ARMEE R Lz, WP oORER T HAAl 16 mglkg & HANBE IS G LB EIC, AR

AAER (MMY30033Bk) OfEF & FRICERNICERO D 52N/ TE 5%
bivlz, BEMTIE, AARANBEOLH CHRETREHFERERITED LT, ARAIHEFE L L O
MFEE BICAARNBE LAEANBE CRERERIIRWEE XD, F7o, HELOIHHEET
ORHEMSEYENRE (PPK) AT R ONRE —I0E (E-R) fAFTORER, W ONZHARAN ESEA MM
BEICB T 2 EYBROELENRINTZZ LD, 16mg/kg EARRIOHESEFHE L L, HAIX
VU R RROTXH A2 LT 23561, 1ERR T 8[H, ﬁb\fz k@< 81ml,
ZNLIRET 48R, AT 7&07%%%&//&%%?5 RIS 9lEl, fi
W 3EMIMET5IE, Z LA 418 ﬁ%%ﬁﬁmmwgmﬁﬁﬁﬁzﬁ/i—wkbto

PLEX Y, REIOHFERE - HE (%) 1%, 18120)HIT/RLIzEBY & L, 7ok, [EK
AR OHEIZ, ERBCHVON BN RE - AR (RUFEKOVAREZET) 2P
Zap

FADOBRIZB W THIE - HEZUTO LBV AR LIz,

WE, KAZZY 7Y L~ (Gisf#fiz) & LT, 108 16 mgkg Z LU T OF 5 bE T i

FHET 2,
LU R REOT F4 2 57\/“‘/13‘#@0)?'/*\:
MR (A~8MHHE) . 2HEMHE (9~24 H) KO 4R (2508 HLIRE)
TWT/:7&UT%#%&V/ﬁm®
HEFFE (A~9#HB) | 3EMERE (10~24 H) kO 4@ (258 H L)

1.82 {FARALDIE () RUZTDOEXRTERM
EH EoVEE () ROZEORERLE F 1.82-110757 7,



& 182-1FEALDIE (F) RUZDHRERN

A EOEE (58)

A EAR AL

[

AAIDE 1T, BARHH SRS T & 5 ESRMRICH T, Sl S EAIRE ORI L T-H5 7k -
BB ORI b & T ARIOR TS L HINE S UATERIOMATS 2 L. Eie, IR
b B UL E ORI A DR OSBRI & B L IR Cr b B 2 Bk 5 = &

PUEMIESANE AR 20 D — R 7 iE
WAkl L L CRIE LT,

(2 koBHEIZIFHRE LN &) ]
AAN DR A3xt UIBBUE OBEERE D & 5 B

—RAIRIEEEIELE LT, AFIOLSIC
S92 IBBUE OBEERE D & 5 BRE 2285
WZRRE LT,

KZNEE + BIRAZBET D EoEE>
LAFNC L D16HRIE, D7e< &b 1L ODOIRHER IR D SUTTARZICHRE LIZBZ 2R LT5 2
&
2. EARRRBR I A AN BT BE ORIEERESIC OV, TR OEONREZRM L, AFIOH
PEROVZ etz B L BT MSEEORIREITH 2 L,

ARENOKRGEF % L PRI L, 1RRIE
DOBEPUIPE LTI AT ERRXT 4 v bOD
NN o e AN [ R ANV S B S N helci'q
E LTz,

<UL - MEICEES 26 M EoiEE>

1. A A B G- U T2 3556 OF 20 o OV 2 TN L Tuvauy,

2. RKFN O HRIMR., AH & O+ 2B EEASICHOWT,  TEREREE] DEONE Z 8% LT E T
W&2z L, Fo, PFHEAIORMN SCEEZRAGT D2 &,

3. ARAIEE 512 X Sinfusion reactionZ # s X 25 72 012, AFNPE G- BHAA1I~RFRIATIC BRI B R E AR Ve,
BB AI R Ol A I VARG T 52, Fiz, EREMOInfusion reactionZ R S 5 72912, &
PR U CAFE GRICRIERE RNV ST L, B, BUHAEEMEES LJIFREX
i EDH 5 BHEXITZN G OBEREDO H 5 BE I, AFIOBGHUE & L TRE SIRIREE K WA A
TuA REOREEZZBET L &,

4, RENZAEBRIER %2 AW THRZOKREZ21,000 mL & L, 50mL/RED B 538 B C i i 2 BRih 5 5,
Infusion reaction3 &b B0 > T2 AT, BE OIREEZ B L0 b Ok & K O GHE %
UTFTOXICERSTDHENTED, 12720, HF5HE O LRIZ200mL/E &35,

1 AHK & B 5 U= 5 a8 of 9 EE O,
BEEVEITHENT L CORWTZORRE LT,
2. AFN I OFUEMELE A & OfFHIC &
DHWLNDTZDRE LTz,

3. AAB 512 L v infusion reaction 2372
bihd, HUREE FOH & infuson
reaction ® J A 7 WS H 572,
KBRS SR E LT,

4.5, KA|# 512 LV infusion reaction 7378
DHNDTD, KA GO G,
FRESE A ONT infusion reaction F8ELF

LT LLK

(%) FLHH8T



AR ORMRE DME R O 53 3 BB ST, BRI

—

A RI% BWHBAE S O G IHE (mL/KF) e
R | ows | o~ | 1~2mm | 2~3Wm | SHmUE SRIELT
#a e 5- 1,000mL
JFEEE SoomL+T 50 100 150 200
3 H %5 LA% | 500mL** 100%2 150 200
*1 - W[E3 5B IREE D & 3B LA IZinfusion reaction?3Z86 SV o -84, 500mLE 45 2 &N T

x5,
*2 : f)[E K OR2[A] B #5712 fi i 3 BE 23100mL/Is LA _E Tinfusion reaction3 588 & V72 v > 12354
100mL/RE BT 5 Z LN TE 5,

5. Infusion reaction?3 3 HL L7256, AT O X 212, REOEGHWr, ik, FH5HEOETE, @i
BEAEITH 2 L, 70k, GradelINCI-CTCAE V4.0IZHEL %

1) Grade 1~3 : RAIOEH-% k4% Z &, Infusion reaction2’[B118 L 7235512 1%, infusion reaction& BiikE
DY LU F OB GHE TG 2 HE9 2 2 LN TE 5, Infusion reactionD FHFRENRD Lo 125
Blix, Eito® TRAOFREOKREL O GHE ) 22 L, KHEHELZEETDHENTE
%, 1272 L. Grade3®Minfusion reaction233[F1F 8L L 7= 5 G 1IAK O G2 H 1IR3 25 2 &,

2) Grade 4 : KF|lOHZ k352 &,

LT LL K

(%) FLHH8T



1EEKE KROBFICITEERICHRET S L)
1B PEFAZEME T B L < IFRE MR DO H 5 BE TFN 6 OO H 5 BE [ AFIR G5B ML
GLREIREEORBY 27 NEL hiBEFENRH 5, ]

FADOIRFET, BIEPAZEMEMERD LL
IXRE SR D B 5 B TS OBE
RN S 2 BFITH LT L2 L2

(2, BN BT RE SR ORI Y A
IRELBROBEND O DT ORE L

7o

2. HERIEANEE

DAFEEIZEY, TF7 0 T7x%—, S, Mk, B KE O, KEERIE, MR R S o
infusion reaction A& STk VD . < DAL, #IRIEGRHCEBG8D Sz, 2B H KO
BEFFICHROLNTWD, ARAREF L, BEORREZ HICBZ L, RERRO LA,
ARHENDO$ G- 2 ol SR I LIEY) RALE 21T 5 & & b, ERNEE T 5 £ TREORELZ 01281
Loz, (THE - HEICE#EST A EoEE ), TERZEEH OEBR)

2) GFHERED iR TR o RERBUDE OB R B o h Z e H DT, AF OB G-I
SO 5T, EFIICMEREEZITV), BEOREZH5IC8lE2T52 L, (TERZEIEH ©
THE )

3) AKNL, ARMER EIZHBLL T\ 5 CD38 &AL, RIHEY — L AFEREE MBI & 72 B WREME S &
Do BEETWIIAREKBEG LD 6 » AR E TRt T 2 AlREMER H D, Z D72, AFIEEGRICAH
HIFURD R 7 ) —= 0 7% g o — e iR O£z 32 2 &, ilms FE S TWha5E
3. AR ZA LTl 7 — A ZRBRA~DO THIC W TR E @+ 5 = b, D (FaRMA RS R
FIE TR OIESR)

1) AFKI$ 512 X v infusion reaction 2358

BNDHT-, BRRBRICESEHTEL

2o ToB. TT T 4 T F 3mSR
BB DRI A BE LRE LT,
2) AP AT K0 i Hp BRI <2 1 M
DPIREO LN, ERHRBRICESE
RE LT,

3) AAIF 5T kv M7 — b ARBRICE
WIS 2 R ATREMED 8 £ 728D,

BRRRBRIC S &3 E LTz,

3.EIEH

I a7, LFEURIR, TX XY OB

1LY A L EOFTEHRIE 2 A9 5 B3 UTEHA O 23 M HE R 2 x5 & U EBIEES 1A
BERERER IC I\ T, 283 215451 (76.0%) (ZEIVEA (BAMREERE 25T NRd b, e
BIVEAIE, infusionreaction 158 f5] (55.8%) . 4fFHERED 4341 (15.2%) . EAGEEGE 43 4]

(15.2%) . 9%97 3561 (12.4%) . %k 3441 (12.0%) FETholz,  OKGREE)

HTIIR~T RNVTYIT T AL R

1LY AP EORTEERE 2 A4 2 B3 SUTEHAME D SRV EBIERE 2565 & LI sh s 11 FRERR
ARERIZ BT, 24361 18241 (74.9%) IZEIWER (BRRMAMRE 2 51) N@RO O, EREIE

RITERNE, AR OERRRBRICE S S #E
L7z, MMY3003 il Jx Y MMY 3004 3t
BRICIIT D, A& BERYICBHEMED &
HAEHESL (TREM/D, FIREMER, 12T
%) w7,

FEOWIET, JEULIE S QMBS A
HORHRNEHE A, EEWRET D

LT LL K

(%) FLHH8T



FIZ, infusion reaction 120 4] (49.4%) . /MR 7341 (30.0%) . MEURIKEE 3461 (14.0%) . %
Wk 3041 (12.3%) . ¥ 57 2741 (111%) HETh o7, GKREE)

1) EARREIEA

(1) Infusionreaction : 77 ¢ T % — P Bk, EFE QESURE, KERSREAE, R RS O
infusion reaction (52.9%) NHLHOND Z ENHDH DT, BEDIREL H3ICHZ L. HEHED infusion
reaction 23788 L= A, AFIOE G ILEOEY) RLEEITH Z &, (THE - HEOHEH Eoix
B, TEEARILRNEE ] OmSR)

(2) B BN - M/ (18.3%) G HERED (11.6%) KON v o8Bk (6.3%) 0B BEMHIN &
LONDLZERHLOT, BEORELHSITBIE L, RELPROLNTEAEIL. AR O EGHIESE
DY) 7RGEZAT H T &, (THEERIEARMER ] OESH)

(3) BRYYE : ik (6.1%) LD EELRBIMENH S ONDLZ ENHHOT, BEDIREL HoBIEL, B
WO BN E L, AAIORE P ILEOED)RAE LTI Z &,

(4) TSR ERREGERE « IS MBEERE (02%) RNHLOND Z ENH D DT, MG HEMERE L O
FEREM A 21T 9 %, BEORELZ +SICBET 52 &, BENRO NS A I3 /g (4
AR, "RBIEREASEORE., BIE) 21795 & & bi2, JERAEIET 5 TREDIRE
EHOICBIRETHZ L,

2) = DO OREIVER

10% At

10% LA 1= 5911 |-

5% A

JRYE R L OVF A | GBS
HUE

A 7N W

Mk LY 8

AR

=

o R i B, AMMERER =2 —n R F—

e Lo A

FRR . MOshds Jo | PR IR, ik

OMHIERR o

Ak T ED, MR

75 # SR L O i e
LR

—f - BHEER | K FEE PR EHERES

Ik

£ O G- EAL D4R

SERZRENWEN & LTERR LT,

LT LL K

(%) FLHH8T



0]

f | | |
IV G TR OOYEAN 6 11 R DR A I O] BRI 5 11 R B DA pBR OB 7T 0 5.

4.5 EE ~DEE.
R T RICAEREREDME T L CWA DO T, BEDIREZBIR LN HEEICERGTHZ L,

65 AT DO BE L i L, HMER O
BV L CEITRRD b THRNS,
5. 2N S PSRy 4 DRAQE N =N N SR P
RE LT,

Shfhw, pElw, BILWFE~OEKG

1) ARFIOIFIE T O 5\ BT D LZEMEIIHENL L TOWARWO T, R SUTIER L T\ b Al et & 2 otk
Wi, FAIE LTERELARNWZ &, RUE2GTRET 256 IITRFE LoaisEn etz R b &
I SNAGRICOAREZEEGTHZ L, Elo, WIRMRER LR OV S— N =PRI 5 AlRett 0 & %
BYEITRE LT, AAIE G- R OARA G T 5% — E IR kit 2175 K o842 2 &,
[AHI 2 7= Al AR T BRI X 3 S TRV, IgGLE / 7 1 —F L HURIC isf @ i 3
HHENAMLNTND, BHEOZIREICKT 2B/ INTELTARATH D, ]

2) BB 5T A RALEPIEEES 2 L, [ABIOE AR A~OBITIIHRH STV Rn
23, B MIgGIEHITFIIBITT H DT, AFILBATT HAlieEnd 5, ]

5 Ko O 5L D Aol kb4 5 AR 022
AP IIHENT. S TR N2 O AR B Mk
BERE LT,
FTEOBETCALEZET LT,

6./ NEFEA~DEE
AN D BTN LTy (IR 22y

INREE et g b LR BRI E e S
TWRNWZ EMBHERE LT,

7. BRI AE A R F T R

1) AFNIARIMER E> CD38 L#EA L, HifkA 7 U —= 0 7R 2B o AR T+ 5, AH|
WX DM — A AR A~O T W EERET 572012, VT4 AL A b—/L (DTT) ABEL (KRA| &R
MER Fo> CD38 & DA % ET D) 2#EET 52 L, Kell HifiL DTTRE TEMT 5D T, R
HIHERA 7 V== 71280 T Kl FUROFHlAARNEE L 725, L= -> T DTT & VTSI
ko227 V—= 7 LI5A1E. Kl FURBMIEORMERRA 24325 2 &, D (TEEZR AT
B OEBZM)

2 AAFNTE M IgG T /) 7 o —F LHRTH Y | MIET M Z >R 7 OIfLiEE A ESIKENE & OG5
P B EEDORE RIS T 5 ATREMEN & 5, 196G UL M S BEIEMILEZ A 5 BRE BT 5 2aR
(CR) DR & T CR 26 D FFE DFAMIC EE L I T AN H T OERT H 2 Ly

(1) AHIF G K0 R#E 7 — o A BRIC
BWTHMERIS & 7R3 ATRetED & 2 72
BRI LS &3 E LTz,

(2) AN MIE 2 A ELOKENE &K O TE
G [ EEORE R A T LIR R HE
(B E T T RIREMEDR B D72, Al
DOWFSNRAT SCEICEE D EFRE LTz,

LT LL K

(%) FLHH8T



T

8. ForEE
1) FHHRy

(1) BEDOERREICESWTARORGEZH N L, HEICLER AL T AEERET S,

(2 AFINEANOHATH DL Z L 2R T D, NEPRAFALEAITEY RO - GE I3 L
RN L,

Q) MEBREE T\ T, ARAEEERO RNy 7 IR L0 BT 248 & [AEHEID,

(4) AFl 2B ERERY . ARAEBREEIRO SNy 7 R OEHCAREINZ 5, R EE =1,
Ry 7Ty RVx=FLr, RIAFL7 40 VERARI=F L E=AT BT — MO/ Y
TROFaERANDZ &, MPRITEERE FTITH 2 &, REMARIRICOW TUTETICEE TS Z
it

(5) FeMITIRIN L, IR SUIBFE S 2 &,

2) BehHE

(1) ARFIFE SRR - ECOF L2 BRCHERT 22 L, AKANZY 7B TH D720, AFOFAR
WX B T EHEAEORL T 1RO O A AR H 5, RBIR O 6 X B RRO b=
AEEH L2z &,

(2 AENIRGAZ G A TR, BN TICTREROL &, AR OFRIEITE G L& 15
REFEILANIC 595 Z &,

Q) HRBELIZHE G L2WEEAIE, EXTFICT2C~8CTURRREETHIZ LN TE S, ML
WZ &,

8 AFNOFRIE 2 B G5 TH8E, SM a7 ) —CTEAMKAEDERVWER Y = —F L ALk o
AL TA T ANE— (BT YA X020m) ZHONTRETL L, £, KV vLry RIT
vy KU = L, R 7L R =F Lot ryo—1LXa L —F—%fFHx 7
Bhty bansdZ L,

(5) LD ERF & [7] UsE T A A TRIBFEANZI T DRV &,

(6) FFFIHDT=DIZ, RERRIKEZRE L2 &, RIEEHERKIZOWTTEUICEET 5 2 &,

BRREBR I S ERIE LT,

2) Fe 5B, 2T HOWT, AFI O G
MEAMICHEL SN D720, MEMDIREAN
URAZITENEE DR, EHEEORZE
PR M O T v L o B O R
IZEDE, KAIOAIRE OIRE K VK
DGR &2 7% LT,

9.F DD E
ARENCKTT HPUREALENZRBD HNT-BEOEEIL. 07% QF]) THY., ZoHH 1B T, KK
R B R RBUA 2 RO 7,

KRN DGR ERER T 331 A FURFEE DI,
BRI IS EFRE LT,

LT LLK

(%) FLHH8T



AN o 1.9 — XA FRITAR B 3CE

1.9 —BMEMICERINE

1.9.1 JAN

ZTY h~7 (Balfaz) X, BEAEFEEER - AEHEERERLFEEEHEE (B
28 4FE 7 H 14 BATSRAESEIE 071455 2 5) 12KV TINNICIE S-S B OBRANEICB T 5 EHK
R TR AR ST,

JAN :
(BAR%) 47V h~7 (EEHfz)
(¥:4) Daratumumab (Genetical Recombination)

b4

(RA%)
XTIV AT, b L CD3BITHKT LB E M IgGLE/ Z/ = —F AHURTH L. ¥ T
L TNE, T A =—ANLRZ—IEMIC LV EASND. X7V L~ 7L, B2 07 X/
FRi b HEL (v 180) 2ARKRON2147 X VRN G705 L (k8 2K THR SN DB
B Ry E (Grfi ) 148,0000 THD.

(FE4)
Daratumumab is a recombinant human 1gG1 monoclona antibody against human CD38. Daratumumab is
produced in Chinese hamster ovary cells. Daratumumab is a glycoprotein (molecular weight: ca. 148,000)
composed of 2 H-chains (y1-chains) consisting of 452 amino acid residues each and 2 L-chains (k-chains)
consisting of 214 amino acid residues each.

1.9.2 INN
daratumumab (WHO Drug Information, Vol. 24 No. 1, 2010 Recommended INN: List 63, p. 49 (Zfg
#)



AN o

193

L

El VLTQSPAT
ASNRATG PA
GTKVEI KRTV
DNAL QSGNSQ

LSSPVTKSFN

H
EVQLLESGGG
| SGSGGGTYY
| LWFGEPVFD
VKDYFPEPVT
QTYI CNVNHK

KPKDTLM SR

YNSTYRWSV

PQVYTLPPSR

PVLDSDGSFF

X

HEH EL: M e 7 v I Wk HEH N302 - #EgRE & ; H 81 K452 :

BER
T2 VBRI RN AV T ¢ RS

1.9 —AIA FRIER B 30

LSLSPGERAT LSCRASQSVS  SYLAWQKXP  GQAPRLLI YD
I
RFSGSGSGTD  FTLTI SSLEP EDFAVYY&QI'\) RSNWPPTFGQ
AAPSVFI FPP  SDEQLKSGTA  SWCLLNNFY  PREAKVQVYKV
I

ESVTEQDSKD  STYSLSSTLT L SKADYEKHK VYAJ?EVT HQG

RGEC

LVQPGGSLRL SCIZAVSGFTFN SFAMBW/RQA  PGKGLEW/SA
ADSVKCGRFTI SRDNSKNTLY LQWNSLRAED TAVYFA?AKDK
YWCQGTLVTV ~ SSASTKGPSV  FPLAPSSKST SGGTAAL GC|:L

VSWNSGALTS  GVHTFPAVLQ  SSGLYSLSSV  VTVPSSSLGT
PSNTKVDKRY  EPKSCDKTHT CPPCPAPELL GGPSVFLFPP
TPEVTCVYWD  VSHEDPEVKF NVWVDGVEVH  NAKTKPREEQ

I

LTVLHQDWLN GKEYKIIKVSN KALPAPI EKT | SKAKGQPRE
EEMIKNQVSL TCLVKGFYPS DI AVEVESNG  QPENNYKTTP
LYSKLTVDKS  RWQQGNVFS SVMHEALHNH  YTQKSLSLSP

il

SHTav s

L $4 C214—H #4 C225, H#H C231—H #4 C231, H#H C234—H#H C234 : AV 7 1 ey



AN o

TR BES{OHEERE -

Fuc

GlcNAc — Man N
Gal 0_2{ Man — GIctNAc — GIcNAc

GlcNAc — Man 4

CouseHo006N172402010Ss2 (& > /X7 B oy, AAREH)

H 8 : Cpo04H3404N58:0672S16
L #4 : CiopoH1508N2800333S5

1.9 —AIA FRIER B 30



LTV LT 110 #3E « BIBRHOREFEEGHOE L0

1.10 EE - BIEZDHEEBEEHOFELD
S . KA DS R R AT AR DG EHI OV T, AHZEIESNAEZ I L—T L0 5RT,



AN o

110 #3E - BB EHEAEERIOE LD

4 -
GBS

X7V h=70%, b b CD3BIZxT HBIEFHHEx b N IgGLE /) 7 v —F LA TH
Lo BTV ASTNL, FXA=—ANLAZ—PIEMIIC L VEASND, £T VA
~7Nx, A2HOT I EEEIEN DD HE (v 18H) 2 KK N 214 7 2 BRFRHED S
725 L (k) 2ARTHRSHAEZ o378 (5F8 1 1480000 Th 5,
B4« ¥ TV h~T7 (GBI fz) RO DR

g

7 X/ RIS K O 2 BESH O HE RS I3RS R D,

VT - A

A

PRI TR ME D 238 1 e

- | @E, RAIZE 7Y A~ (B r#iz) & LT, 18 16 mgkg % LA F O# 5[
= b CAREFET D,
LU R REOT SV A2V UHEHOEA -
1ERMRE (1~8#H) , 2N (9~24EEB) KO 4HMMFE (2518 H LK)
RNT VI TROT I AZ Y HHOEA -
1HEBME (1~93@H) , @M (10~2438H) KO 4@ (2538 H L)
JEIHEE D
&€
HRE K | JBE ¥ T Y ha~T7 (GEnF/iz)
OHEZE | 1K ¥V Ly 7 ZAEMHE100mg (131 7, 5V h<7 (&l
Gy yE | #iZ) 2 100mgEf) , X7V Ly 7 RSTEERE 400mg (131 TV, X T
LT (B H#iz) % 400mg&H)
M B[Rl 5-E
EAL7EEn P 5% s R O£ FEE (mg/kg) Y
F R D— HRARA 7L :5
1) R EERBR A LT\ e\ 7o, 6 8 R B g R BR O M G O 5 R B R T,
AR % 5731k
B 5 B g T o
DR | oo | (mokglil) |(myfkg/i) E2PR
=5 KERSE T, HEEE, 4FHREk - APTT
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