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JNS002 1.5 BJFOEFE WL O kE M OB D% A&
BE—8X
W5 IR b4 X3 —k4 &R Hi 3k

WE R ALES R

(25,45)-4-(3-Amino-
2,3,6-trideoxy-a-L-lyxo-
hexopyranosyloxy)-
2,5,12-trihydroxy-2-
hydroxyacetyl-7-
methoxy-1,2,3,4-
tetrahydrotetracene-6,11-
dione monohydrochloride

NH,

a: FBISWERARERF T TIL RV VeV UEIRE, RKCHIXIH—RE OER Fx Vv ey v LR,

W S ISRE R NE
A2780/AD b IR R A2780 HIDK R VL B iR
ALZA %1 ALZA Corporation
ASCO American Society of Clinical Oncology CK[EFETRE )
CAP T uRA7 7 I R RV ey o+ 1 fFI0FH
CI Confidence Interval (134X fH])
"C-JNS002 g R¥ Ve v & “CAEk L, STEALTH® U K Y — AICE A L7z INS002
CP Y7 uR A7 7 I F+AERAIGHHE
CR Complete Response (5E472%))
FDA Food and Drug Administration (K[ £ 5t 2= & 5 )
FIGO International Federation of Gynecology and Obstetrics (L FE i A Fh# &)
GCP Good Clinical Practice (1% 3t O B R FAER O St |12 B9~ 5 L)
HEY [SIE T kS
HSPC Hydrogenated Soy Phosphatidylcholine OUKZBIRIMKEHRATZ 7 FUal v)
ITT Intent-To-Treat
IDS Interval Debulking Surgery
J&JPRD #1: Johnson & Johnson Pharmaceutical Research & Development, L.L.C.
JNS002 Wi Rx e sy VAR Y — AERA
JP £k Yoty 7y —~v At
I%g:: (})lioorlrfgy . Liposome Technology, Inc.
MPEG Methoxypolyethylene Glycol
MPEG-DSPE N—(carbonyl—methqupoly.ethylene glyco.l 2000)-1,2-distearoyl-sn-glycero-3-
phosphoethanolamine sodium salt (Sodium MPEG-2000-Carbonyl-DSPE)
NC No Change (%)
NCCN" National Comprehensive Cancer Network”
NICE National Institute for Health and Clinical Excellence
PC-3 b b HTSZ AT R ER
PD Progressive Disease (I T)
PDQ" Physician Data Query
PtFI Platinum Free Interval (& 84O G B D F3 £ TOHIM)
PK Pharmacokinetics (CGE47#)5RE)
PR Partial Response (347 25%h)
PR B | RACFIRIER AT, PFL2S 6 » H AR OWERE (1 IRAGFIRIEITKT 5 Best

Response 7% PD DBEFIIFR) KO 2 RALFRIERA T4 O #ERFE #E

3




JNS002 1.5 2R 358 L OREAE K OB 38 D%
5 ST AR NE
Pt-S #f | RALTFIRIER AT, PFL2S 6 5 HEL L, 12 % H DI OHERERE
QOL Quality of Life (A:{&D'E)
ISD;:(})IE;EI%_: Schering-Plough Corporation
SCOTROC Scottish Randomized Trial in Ovarian Cancer
SDS Secondary Debulking Surgery
SEQUUS #t SEQUUS Pharmaceuticals, Inc.
SLO Second Look Operation
SPL STEALTH® Placebo Liposome (STEALTH®Z 7 &R U KV — 1)
TJ NIV EXBNATNRT T T PR
TP NN EXRNA AT T T A
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1.5 BERXEIRROEZFRUVREIEOER

1.5.1 EREXIEH R DOZE

e Ry ey @51 IAFEREORYLREICI T 5 SR IRED T A 72
A D1 >THD, 196744 % U T O Arcamone H1Z L V) Streptomyces peucetius var. caesius D5
BAWTNOHBES )T > S TH A 2V R FUEEIEFEME TH Y, %@fw#ﬁXAﬁ
M BIIEZ MG, BREEOERICIA bt Tnd, Lo, EREIG, LEEk,
DW%%@ﬁ%%ﬁ@%ﬁmiDﬁ%%%ﬁf%ﬁmﬁ%%%@,wiﬁ%<@ﬁ%ﬁ%éMT
W5,

- HCI

151-1. 1B FXYILES VD OEERX

INS002 (Mg R¥x Ve VARY —AERAD LU, ARAD 1%, KEO Liposome
Technology, Inc. (LLF, Liposome Technology #1:) 738U4I{k i E L7=, STEALTH® U &Y — A
(CHiE R Y LBV U BB LR S AITH S5 [ 1510 . STEALTH®Y &Y — Ak
N-(carbonyl-methoxypolyethylene glycol 2000)-1,2-distearoyl-sn-glycero-3-phosphoethanolamine sodium
salt (LL'F, MPEG-DSPE ; Iﬂﬂﬂ)f%bﬂt%“ﬁ%ﬁbfwé WE DU R Y — NTHEN
TS B & U TR S e 28, STEALTH® U AR Y — M Z OEREICHEA LTV 5
MPEG-DSPE Hi2k Methoxypolyethylene Glycol (UL, MPEG) 23BKMEZAF L TWNWDHZ &b,
AR EZ Y & LTRSS <, VAR Y — ARV ALK LIRGUEZ R L, 28 s
BRI 2R T %, £72, STEALTH"Y K Y —ADFHRIAEIE 150 nm UL T TH D720, Hi
PES BLESTOHE U7 N O B E R 208 U, MR ORI ERISRA LT R D, AAHIN
JEERIAICERE LT, VAR Y — A2 IO L, ZORERE, FEEOBEMRIC Ry re s
VEBBTALOLEEZ LN TV,

1.5.1-2. STEALTH® Y Y — Ly
5
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0
[
© o HG—0—C— Gy
0 m 0—G— (CHy7CH,
CH—0—CHy CHy—f-0—G—NH~CHy CHy-0— P 0—CH, O
0 0

Na

1.5.1-3. MPEG-DSPE D##E=

L7 o T, ARANTEANZ NEEFRR B IRAIIBET D 2 LI X0 EEHENEEN EF L,
BMERmED, £72, MEFOUVR Y —AIZHASINN TR RS YL E D VREZMNMZD Z
AN LD BRI, RELXDOLEHEOFECERE TN TEHEE16N5,

15.2 Mdullerian carcinoma [ZDLYT

R RVEIR B, SRS PE N R K ORI 1 33 AR RO B £ b & F & T Millerian
carcinoma & FF-A T B,

FE NSRS | X BRIR AT T4 T L 7o MEIE IR ORRE TR S 1, VAT A TR EATH Y,

BRGSO ORI SIS 5\ C, IS OV AP BSS BA 78D 5 0%, SRELIEIE # K CH & 2272
REEROT, ZOMOME - MBI 5 2R H R bﬁmﬁ& ssnfff, wroeE

Ik o TITINEAE & B S D BB O 15%F5HE DS IR O & éfiiékﬁibfwéwm

2002 4, Bloss b, FEEHHE/ M O RGNS B35 36 Hillcx L, /7mfx77\%+EA§ﬁﬁ
WL Z AT LT2BE OB/ IME R OV et %, R s oI5 B 130 Bl OEFHE B & belik U 724

BEWELTOB, ARG TR, Y7 ukRA Ty 3 N+A&8EIO RO I R & RS
BENTxET 2 IESHE N R R OAEF IR T 2 F 5 IXFERETH Y, fime L CRIMENE IS
& INELE O FFIRRER 5 D TRETT 2 A B L # LT b,

E7m, RISV R R AR TSRS O 0.18 - 16%% )T 0, 7
Yol R & [ARE DI M S LTV B,

INHOMANG, ITFEOEBR LRGSR T, FRMEINEE, FUEMEINE & ONE e 2

[A]— R EBRE & A2 72 L, Miillerian carcinoma & FEIEAL D P8Rt CHRIRRER M THON TS Z &b,

FEIN G TAHRER  (INS002-JPN-02 #R) 13 A a4 2 & Tt RE ORI IE % A 3 % Miillerian
carcinoma BRE A XIG & LTz, 728, AFIOZHE - 2h5 % [HRIIEE (2 2—7 —F&2%4El
JRE LT-ONE R, EEEZaT) | & L TKR %I,E@**B/ﬁﬁﬁ\ui’ﬁﬂ HaITO N, TOREEE
DIRERSY % JELAE, BT LRVEIREUE R 50TV 2 L inb, ZIXIPELAE D K O bRk
YN ORI & ik 45,

153 MEEOEFZFRVELRENEEDEROHE

1.5.3.1 ERIZEITIMERZEFHDOHEBRVEEDEFHE

M E D7 TIPSR LV T T A EIS1L3.45% &KV, LU, ERICBITA
PN B BB R TR 2 MBI 0, FREEE 1992 FE0D 5,406 AITx L, 2020 FEIZITHEE T
8,922 NZET A LHEINTWD, A0 10 5 AHT= D OFEREE %$4dn%2$®79A’ﬂ
L, 1999 4E121 8.9 A, #HEFEHIT 1993 FEDH] 16,000 AT L, 2002 4121349 26,000 A, FETE
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$E 1995 40 3,892 ATk L, 2003 4E101E 4231 AL <ws & L3 (PP
ﬁ),ﬁ)o

K153 1. MREEENLEICETLBER, FHRABERBER RBERRURELH

4R TREBEK FRERER" MBEE Tk
1992 4¢ 5,406 7.9 - -
1993 4£ - 7.6 #9 16,000 -
1994 4£ 6,069 8.2 - -
1995 4£ - 8.0 - 3,892
1996 4 6,194 7.9 #9 21,000 -
1997 4= - 8.4 - 4,194
1998 4£ 6,742 8.3 - -
1999 4£ 7,314 8.9 #721,000 4,076
2001 4 - - - 4,154
2002 4 - - #9 26,000 -
2003 4 - - - 4231
2020 4F (HEE) | 8,922 - - -
-1 T—HZL

a AN 10 FAHTZY  EEAOIZX 1985 FEDET VAN

%< DBFILS0-TSIRICHAT D0, Flh e L HICRBEOMMA RSB, FEn
fERRE & LR b EERRFTH D, ENTOAND 10 HAXOFELTHES 55-595%D 123 A
MG 85 -89 RED 22.4 N & BrbEi e FRARLTWD [, 70, MERITIVEERA RS 10%E T
B &, FEEHLUSOERE T & UCAREE, RRR, MR ART 550,

DR IEME NS X3 B R - RV MEIESS, MESRVEMENESS, ISMIESIC KRBl S D2y, Kig
MR - FVEMEIEEAK 90% % (H 6 D, Fo, BRECPEINECEIIHER RO 0 b, SRR, RS
WERE,  JEPIIR IR M OSBRI i (S KB S AL 5, BRI 13 R EIR B D © B b misH
FET, K50%% 5, HUmAIRS MEIT A E O, REIRMEREIL 10 - 15% L IRBEETH Y, HUE
FRESE MR EEHR R N, FEPN RS 1 BN B 0D 10 - 15% % D 5, BRI X, EWNT
TERCRIZ HEE U CEaEE ©, BRMEINEIE D 15-20%% 56, Ha&RARS MED D TR < P&
BRETHD [,

THKRTF & LTI, EMRBRRETHN RS TH 2K 50, R I B o R T3
surgical staging & L C{RE &4, International Federation of Gynecology and Obstetrics (LA T,

FIGO) SN HRFTHOLATWS, M/IVEOMEITE TIX, % ORISR FIRIED
RETHL, THREMEAT L, 77200, M CTHIEIFAN CRAEE A 205X, 1-2cm
LT OfEES L, 2em ML EOERE 278754 TR PEAR2 AV Y. Hic, &k, ik
ANTARI L EE, REEIERRE, DR RE S T %A BRIA T b 5F,

1.5.3.2 FREMINEREICH T HEREEDAEE

B SR TN I R A R D L, RO TY Lo TR AR 3, SN, AT
PEHAR 1T IR D 72, R E D7 BRI B 538 O FIGO 4381, 1 #120-25%, IHI10-
15%, T 40 - 45%, VI 15%20 A3 5 [§, _ERCHESR B O RIMER ITIEFICZ LS, DI
(I, IVEIE 2SR 530 5, I E PRGBS TR < IEMERN R, Mgz,
AT RE OB MRS 2 A0 <, BEOEFRITEF OB, WK, B2 FEBEH 5
I TS & R IR OIE T Ch 5[], FIGO D 1 8] & -7 B OB TRl cx
iE, FAHPRE RO TR & (A & Tl & T B IR LIRS L OMA T K D7
BRI L Y, 2O S5SHAEFFRILRIIBITELTEY, BERIBEMENSELN TV, LML
BE, BEOBEMCRERLT 70O +SRA7 Y —=  PRENHYLLTELT, £, B0

7
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B CITERIEIRICZ LW o, KA, IVHIE W 7m#IT L TOWARETENER SR
HZENED, EITLTWDIREE TENE L SNIZHE, FIHESS HIVETEmYIERN T& 72 <
b, ATREZRIRVUIBR L, ZTO®%OIBFEIIEICEHCFREONG LD, Lo, EREMEIIRE
FEILEE - BRA MR D IR LT W e, SEAEFRENMY T 23.8%, IVHITI1.6%E, FEFIZT
BABOETHY, EARDICFIEOKBBSBELEZ LR TV AEY,

UNES AR A KT 4 > (2007 4E/R) IZRE S iz, ENTO ERPEINEEIC KT 215 7 1
—F ¥ — b EF1.532- 1RO 1.53.2 2w, 72, RHA RTA BT, FIIEE
OALFIFIEL, RO XD ICFEE STV D, PRI T He A R OV 4 R H ok
FRAED AT SITIERIB X R & 72 5, FIRHLFIRIERE T %06 B8 £ TOMIM & B3I
HACEFREOFNRKITAAET 2 2 NN TR Y, — AN LFRIER TENOFHIEET
ORI 6 » ALLEDOFRE TIIASRANRZIE, 6 » A KO FERE L OWabLS# 1k T PD/SD
Th o IR TIXASRARREIE L S s, Z 3T BB O DT HRRICRHMi S D, £
To B3 3 DAL FIRIE O NI B P E O S M A 2 5 Z L1372 <, bRk
DR LT XX TH 5, 72k, Salvage chemotherapy & L CTlE, /X7 U XX /LHA, 1V
J T HBAL RXIOVER] (KA , MRTHUHEA, R IRAEAK, AL X B HEHA
T hARY REA &), AV THh o+ bRV K (BO) , FAvFEr+ R (R
) NEFLNTWD,
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ERPRESHT MEEE RIBZR0ESHT CETTHR) M ibsaEE
c} k] d}
2t La. b — grade!® — ZRE7%
+staging laparotomy % 5 U » L grade2, 3 — (L%
primary debulking surgery? BRfMRa iR (3~6Y - 7IL)°
Icig? > (LR
(3~6H1 7)1)®
optimal® —» {pSaEik
staging ¥ ~+2 4 taqing | 1 ~ AN e
PRI %‘—ﬁiﬂ"ﬁ"hﬂﬁ%‘é”ﬁs aging laparotomy—s| I ~ V8 suboptimald (641 oN)
\—{ staging laparotomy FHEf7 | > (LEEFE
- (844 7))
RREED 1 CR > R AEREE
@igﬁ }——"ﬂ:ﬁﬁ‘}ﬁ”E PR, (SD) » IDSM > {EEEEE
SRR SD, PD - (YR
% 1= IR FIEE D

CR: complete response, PR : partial responce, SD: stable disease, PD : progressive disease

a) B CIX, staging DIEMES Z T 2720721 CTld7el, RFEEEZAR TE EMEMET 28205,
RAEAI TR RENEN I K OB REIEIE DR 21T 5 Z L B3R SIS (staging laparotomy) . HETTHEIZISUVTId
A2 HONT staging laparotomy (2% CTREMENFRFE-CEARE I O v RIS 217 5 2%, Eafiiiin o
RWEATH TE D721 /MREE (optimal disease) 12725 & H12%8H 5 (debulking surgery)

b) FIEIFHT TREE R BRIT O TW WA ICIEFEBAREIZ L 5 staging laparotomy DSEZNLEE L1, HIEF
W OFT RIS BT R AN B suboptimal FEB & B X 5N D HAIZIE, HEICK D staging
laparotomy (212 debulking surgery %817 %, M TOIVRD 012G EITITRERERH D Z L 241
E LTt btz 6 A 7 AT 5, FIEFMRAT RS la BlE72iT Ib HlEEBZ b, OB
2 grade | THoTHETDH, MBRLFRIELEMT D72DIIFFAIE U THBBIC LD BT E2EET 5,

c) MRk F L (grade) 1XMBEASY DHIZ (5 2 REMITHOEIGIZ L - T grade 1~3 1IN D, RBE
PEBAFED 53D 5 EIA A grade 1135 %LL T, grade 213 6~50 %, grade 31X 50 %% B2 5bDE SN TN 5,
L72>L FIGO X WHO, GOG 72 EmGIiA DM RB SN TEY, —EDRMEZDITITE > TR,
7 33 AR AR R L2 D W TS EEE O S5 BRIl S S 7e i,

) BFDEZA, Ta, IbH7o grade 1 DIEFNKS L CITBHEER L E L TRIBBEAHELET S, grade 172
7 < grade 2 D H DT H+431T staging BMTOIIEENIPBICO LR L TWIER], J72b6 1a, Ib
BTIEHERO Y X7 MMEL, BIFEEZITLR TCHLRFRTENEGELN TV,

e) WAL L LT, N7 U EXBANEINRTTTF U ORRENHERIND, e FedXRBLED L
AT 7 F OO HFRIENHIREEZ BT 2 B THRITSND Z LR d 5, BREENILFREORREICS
W, ERSANLHEN e &SN, SBREERKRRIC XS EERELE L CoOFAEORFPMTOIL S TETH
Do FRRENZ X DL FRIEORSEZMEIZZEZERN S D 2 L PEFENA THRE SN TETEY, MRMERESS
AR CIE N7 U Z X' e DR T T F U5k L TR DI6RIEO BRI L TEBEN = &
CHARGEGI, ERRAEERER TORIAEAITLIL TV D,

) IERMIRZ 2 BIEOSE T (1,2)], HARBEMHE [ ¢ @] bN55B Ta, TbHID PRARL
Wbin, —F, FHHEAEIC K DHIEMHE [ c OITTHRICHET DLW Rfigs, RELLNWET DM
WY, —EORIIFLI TR,

g) debulking surgery (2 & » Tl KEFEEEN 1 cm RiHIC TE 2546 % optimal, T EOHAEIZIX
suboptimal &9~ 5%,

h) CR, PR, (SD) D¥AIT interval debulking surgery (IDS)AEE SN 5B AL H 5,

i) F I B O salvage chemotherapy ([ZHE L 5,

J) RSO B OREFNERIZHE L 2,

(FREEDS ATBIEAT A KT A 2 2007 FERR L 0 — k%)
1.5.3.2-1. ENDOHFELREMBREICHT HEEIA—Fvy—
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RiEEE HIE{LZE R ED B A%
BRI TOHRE

6ARLLE » {00 & [F— % /= LB bR
. [ =
Y Z DY

SRR — s 6 H B * Salvage chemotherapy
ERARALER S

Z DD

#RAnARe

REEPRECETS

&L

R 4

BRIPRELRAIEET, BROEEIE QOLOMH, IEROBMEE—ICE R, RCESBRICOVTEEE LS
ZEFBV EITAROBRETSCRML TTOES AR EHBICRNTAE TH 3, BREATEL LM
HIE, FLVIEEORRE BN L L ERRERAOEENESIFHEES L 3,

a) AN FEAZ TR PN 25 D AL FIiE
ZOHOIRFEAZEIL, TR TH D, BHANRE S ZAIGRREZ T 5 31D 7 o 7 2GR A
HINTWD, RSN DDIRT I F Az E0HAMEFRETH D, HIZIE, N7 U Z2FL e AR
FIFOHM (T C) FERELBEREDO—D LD,
b) FEAIBRGTIEIN B T DAL s
SHRIDEREENEAFIE L VD &0 ) BT <, BAC K DIREAEARL 2D, BHANZL DWW 27D
T o S IEGRBR N E N S L7203, FERNEIR O FEARIIYIENGEE & L& EMMED RN DEFIRT 22 L Th
%, ZAIGHHFEITEANBFICHER L TEWEIREPRE STV DER, BT LHIEMICORA D DT TIE
RNDT, ZORERMRE 2 TSR L THITT S ~E Th D,
¢) IR R
BIRE R CHREIIRROR O F & fié%ﬁu I, FDTD, FERAN AR FIERFEOR S (AR
NEBND, ZORMEENRT H7OIIE, BEOHEMEWMNONPLEATH D, BRRRIE, BEt, et
BRSNS zfﬁiﬁbﬂfwé L BEITTHHBLE D AT, BIRRBR~OZMERT &b
HETH D,
d) & D DIEHE
1) B R
BFFE T DB BIARE, £& LT 7 F I RBHRGUIENES;, £ 72 ib ARG e Ll
IEEND, FOXGUIRFTEIE CREREO BRIFRIEFICIRE S,
2) Secondary debulking (cytoreductive) surgery (SDS, SCS)
TR T DIEGRE PN PR 2 A BEICUET 2 2 & &G L 7 v & MMEHGABR T2, Lol
AHERN o< &b 12 5 AU EOERMM &2 A3 556 T, RRBRFEEEE 1.0em L TIZH LSS
FRAIT, FFCHBEOHAICE, TREBEICTEET2LO0MENREL, £ SDS HZICHEEEIOLFE
ERFHRELET D EVIMELH D, UL, salvage chemotherapy & SDS D EH 5 A ST & )
DEET L AF%RL, BURTIZ SDS 20 —F U T E LTHSET 2 2 L3 T& ey,
PEXY, BREECORREIIHT 2 SDS OmIE, R, BRI, K& &, {E%% FDG-PET %
DG IRA A BEE L CTUIBRFTRE NS 22 &2+ Ml L7z 9 R CIEEIZIRET D, $£72, SDS # Ok
DALAEDE L TRIIFTHETH D,
e) FEFMIE I
B8 CTIXRE O QOL OMEFFPMELE SN D, FRICEm 20 & LIRGRIIFRIBIIC R T R&ETH Y,
AR, FImfEMA B L LIeBURBVRIEOR AEAHRE ST,
(IRED PRI AT A KT A 2007 FEhR & 0 HFy)
X 1.5.32-2. EADOBREERMEMREICHT Halk70—Fry—

1.5.3.2.1 ERMINEREIIHT S 1 RILFEEE

1980 FERICV AT T F U NAGR S TLE, BN E BICHEE T, BE&RAIZEARLE T 50
FESERIENIELS VSN TE Y, A&RANT LR MEIREIE AR O PORIEERA & e > T 5,

FI 4 A 2 AR &3 2 ORI AELE, 1990 AT E TIEFEICT 7 v AR A7 7 I NHERE R
XY NLE TV UAAERAINH (LU, CAP) #iE, v 7uakrA”7y I R+A&8AI0FH (BLT,
CP) FHENIEL AV BN TV EY. 2o, <27 U Z e aefANIKINE 2 RT k&
PEIR LR RS0 1 & BUAIE I O PR3 LR MR B S LA TH 5 & o sz Sy,

10
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F7o, 1 HAEREL LTORMICEY, RS2V X2+ 27 S5F 060 (BT, TP) ik
PHEE SN TV PR, Eiczo%omi s SE 2, 1990 FREENPSBECELET Y
2XEN+ANVHRTTF PR (LT, T)) kD ERMEIREEEE O 1| WOFALEEE L LT,
%< OMFEHICKFH SN TV B,

F 72, 2001 4F American Society of Clinical Oncology (LA T, ASCO) ZT Scottish Randomized
Trial in Ovarian Cancer (LA, SCOTROC) XV REX Xv/N+T/VAKRTTF O L L TIEE
& DIBEEFE RN HE S, FEXFed s U 22 LoREEKICR 055 LifmiT o
nT s,

IREAEIE, WIIOHEANGHICIZSUS Lo s, 1EE A EOBRET, % - BRERIRL,
Z D% OACEFEH T D ROSMEMET L, <023 CFRBICRIE L7k X v SEICE 5.

1.5.3.2.2 ERMEIIEEICRT B 2 RUBDILERE

FaRAZ AR L 52 1 MEFRIBICRIS 2R S RWGER, TR%RICHEE LTSS, 2KE
R DIRIRRITAR AR b BE R EZ EOTND Z b, AT RAENED @SRRI L
FNTHD PPEPED. 2 mibskiE L LT, Mix RMEERESRE SN, WL o0 0EAICITH
e E R T oA b B O, BEAKEIE, A, ML - HESRFTXEHERLL, 2
R B OV MUBARE D BEHERG 7 LSRR I IO 721 S TRV .

TR DR OB, 2 WALSEREE, ASRAIORAKE S B2 b E TOWM (Platinum
Free Interval ; AT, PtFI) NETIUZEWIEEFOAESRAIZ S T(bFBIEICS LT W ES
ZBNTWBEPEY. P12 6 » HUNOBAIE, AERANCHT 2BEZE MR EEZLN, A
SR A A & B BRI % FEEEREAT L C b 2405R1T 10%2h F L s shan s B
ZOBREAE, ASRAE ST 1 EFEFREICIS &R & RO B (T HE U 7 (LR ) iR
s, PEIBEVEFIL, 1 RIEFEECHV [A8E 2 & T bR EINRI S h 28540
2\, 72720, PFIOMIMIC LY, RIGFEICBT 5 A&RAN T 5 B O A B4 522 Tl
THZELIXTERY, Lo T, PFIN 12 » AUNOEEIL, 1 AEFFRIEICH W A&RAI LR
Z X U RIERNOERERMEORBLY A7, oM, BEOAEIEOE (Quality of Life ; LT,
QOL) D& FIZHEE L7 LT, BRABR~DBe L BEOBREO 1 5L LTEE S,

EW®2&%$%%K%VTW%E®Em%ﬁL,W%ﬁh%ﬁﬁ%F?%Vﬁf%%éhf
W5 AERAIUTZ 9 REAIUSNOEANL, WERA Y ) T DB THD, LLans
WEEA Y T J 2 0E 20 BIFREE O retrospective analysis 23 #5 SN TWD DOHRT, HAERANZKT
LI MR BB LT ERRBRIIFEE SN T 5T, AEeMANEZENMEWEEERAICRTT2H
ORI I3 2Rl S AT\, IREUE OIS 2 A 5 OO EFNL, ALRAI% O 2 k(L
Wik E LCORDM, ZaETDICRFI STV L IXE WV, AAIOF RS Th 51
RV ey ATENICBWTIREE OIS E A LT\ e, Fz, EWNIZBWCTINEE OIS
EHLTWDT U ET7H A7 U RIER ke reyy, eI Lveyy, Wg7 7 70
EYY) ©9 L, EERTEAE VUM, AERAFI% O 2 RALFRE L L CoOaMEE RIE S
DT RA 5720, B, Ry OaMIFANEIC W T E L 72 BRI
ESLboTh ), #nbolETIE, ENICEWTIERER TH 2 m M E (90 mgm? Ll
) BEHSh T\,

FCOKIZ 38T, ISR O 2 IREABEOTRFREE & L CRGR & LU B AH ST A AU LS 0 S5
Iz U Z2xt0, REZXE/NL, FART T, hexamethylmelamine, IR LT ¥ B ETH
D, ZNOOIFEAOREFIT10-35%RE L HBESA TV . b, FET A SEIC
BS54 THY, ENTO—BRLITERE X702 (FGih4 - A T LF %) T/
FEDOIRHIE L CRIEEIN TV,

YN B3 DS DS BRI UG S 0T 2 K E M OVE [E C O ARF D BEIRFIALEAT T2 DWW T, i
W T OISR Z M4 52k STHERFZEAT  (National Cancer Institute) O/AFER 2T — & _N— 2
T % Physician Data Query (PDQ®) [Pic k2 &, 1 ALHIED (4 AN R HEDME A1,
AH, ZXYUREH], "NRTH U ROT L X EUNBERERB O —> & L TrEMIT BT
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V%, National Comprehensive Cancer Network™ (NCCN®) DIGEH A I A Lok Td, &
A, FRT I JOT B Z BRIV OIRRIEIR D —D2 Lo T D, FTz,

#£[E 7> National Institute for Health and Clinical Excellence (NICE) Oa#EH A 4 AFPicid 4l
Rl AR L LTCIBIRICT L —2 A L, ASBAREGETID 12 5 AUBEORIE, TNCA

SRANBEHHET 6 12 5 H KO B3 XATEAME O IR R & L TARAIDRHELE ST
W5, [¥1.53.2-3 12 NICETRIE A A & v AT HT 5 N BRI 3 5 HESESEA 2 7R3,

_________________________

IS2UFRIL FIRFHY

Platinum-sensitive

(12n B E®OBFR) PlatinumIZ PlatinumIZ
A PULILE-D | PLILE-,
BHDES HdDES
Platinum-sensitive
(6 121 AMANDEF)
Platinum-refractory /
] _ FFL,
Platinum-resistant ’45%}1’, g
(BEEAICAHAm/6 0 AMANOBRE) ’F%gﬁ

K 1.5.3.2-3. NICEBEBEAAF U RICHB T A EHKINEE (I D HELEES

ARINZ BT BINED/NERTA BT A4 AZBWT,  “EH3EICT 2 FRIE ORI,
WIEHESRIE ORI 2B 2 5 Z L1372 <, LFRIEORRA LRHE T RETH D, HRIVERE
ITARIE D NEE T, 1RO BEEL QOL OHERF, JEROFEMZFH—ITE 2, WITIEMNEIZHONT
BREINDZENBZV, 2 TIHREDORNZ 0158 L CE OIS - NRE BB IS &
Thod, ” LEBMENTODH, LnLAanRs, ABICWTIZASRA RO 34 o RHHK &
brZ, AEmTHR~OEEPRG SN IREERITAGE I Tuh i,

ZOEDRBURNG, ENTIE 2 IALFIRIELIEO ERIEIRSE BT ICA T, OB EMI
BN HT- 72BN OGN REHLEEN TV D,

154 FHEORERE

1.5.4.1 NETORFEDIELRE

AFNIAKE D Liposome Technology 112 & 0 AN S 41, D% DOINENZI T 5 A FETEERIT,
>k[E > SEQUUS Pharmaceuticals, Inc. (LL'F, SEQUUS 1) 2 & » T3l X417z, 723, Liposome
Technology £t Id 1995 4= 6 A2 SEQUUS fHIZAEA T L, SEQUUS #1103 1999 4 3 H 12 ALZA
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Corporation (LLF, ALZA%E) EAPEL7Z, £D%, ALZA #11% 2001 4 6 12 K[EH Johnson &
Johnson DA P L 7o 577,

KRB EE 2R E L8 TR (30-06/30-13 5RBR) 13 1992 4 5 A 2B K E K O A
TR ST, B IRBRISFIEE R OB A2 TR & LT3 RBE S, Ko
Ei ST HERAN ROV Y U 2 XV OWRBEE AT 5 R IR 2 5 5 L U745 T
AER (30-2238R) 1%, 19944 9 A 20 KETHEM S vz, B FEIEEZ AT 5 ERMEINEEIC
BOMEDRIE S N0, D%, AGMA, &34 REHNTEREM D M BT I T LB
SERRED RN O b IV R A R & LI IR ER (30-47 3BR) AvkE T A v
5, E&RHIROF %4 RAHNTHEATED bR IR R B & x5 & Lo 55 ITARRER (30-47E
#) NeEvsEEC O P o EES . Fm, AeRFIE ST | RALFIREN ) &
ol BRMEINERE R R L U R T v & OB AR iEGABR  (30-49 58BR) 7% 1997 4E 5
A5 KE KO BU #E% TEM S e, ARz ST | ALFRRIEDS R & 725 72 EREDD
RS 25t % & L% U 2 %80 L OF IR (30-57 35 28 1944725 Eu
HETEM SN, EREMF IR TH 537 U & 3R AR5 1 kAL
ELUTHONE SRR BT CRREZ T -0, EplgERsEEL< 2y el A I 0 o
SRAAET Lz,

AFNTHERAN K ONT U &2 X2V THEMNEO ERMEINEIEICAIME N RENTZZ b, XK
EZFB\Tid SEQUUS AN HFEE 21TV, BSEEAMA & LT THHEER (30-06/30-13 3UR) I
N ITARRRER  (30-22 7kR) ORER L, 35 INAARRER (30-47 5B &% OF 30-47E 7kBR) D Rl I
DE, 19994 6 AT 137 U & X)L K ONAeRH 2 AR &3 20 RE I CEHEME ORI R
JE 1 OIS CTKRERMERN A (Food and Drug Administration ; PLF, FDA) 725 7KG2

(accelerated approval) 4172,

FIFAEABR (30-22 5BR, 30-47 :BR M () 30-47E 3BR) , SRR (30-49 3R & 1) 30-57 7k
BR) OfERICES X, K[ETIHE, K[E Johnson & Johnson f1:4% 4234 Johnson & Johnson
Pharmaceutical Research & Development, L.L.C. (LL'F, J&JPRD ff) 733K KGR HIHA H HGE

(accelerated approval 7> & full approval ~DZE ) Z1T\Y, 20054 1 A2 TEHE&RAZERET S
{BRIERITHEIT LTy, HDWIEER LIRS oS 2 TS LT\ 5,

BU & EIZ BV T, 19. H I A . H (Z Schering-Plough Corporation (LA, Schering-Plough
1) 73 BU #ESE CTOARFIOMGEHEZ TS L, & 1 FHERER (30-06/30-13 505k) W ONZE 11 AHFER

(30-22 5B, 30-47 B K N 30-47E #BR) OFERITINZ, FART B2 & OFENAH LR (30-
49 3 BR) OHHAGEORERICIESE, BINEEKLFLTH 6 2000 410 A1 [ He 542 A L
T 5 1 RALFRIEIC IS & 70 o T HETTONEUE | OIS CRRE A S L7z,

AKFNL, KEROA AT T TBWTIE, KIE Johnson & Johnson #2344 TDOXILY] & L
T, £7-, BUBEKOZE DM OHUEIZ I TIE, Schering-Plough #2394 M4 TCAELYX®] & L
THRGEZAT > T %, 20084 10 H 29 HEIE, AR 75 4 E TG &2 s L T\ 5, S ETHGES
ST IPEE R4 D e A 1.5.4.1-1. ShE CHRUAS S 72 PREGEI T 69 5 s - T ONiE ]
W27,
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K154 1-1. HETHRESINE-NERIIHT 2RE - BERVEG
ABE R - & BS S 7@k
KE 50 mg/m*/4 H[EIE

VAR & i QON = RS b 7 N
DAL FIRAE I EHH A TE ORI B,
HEEYE & IR SUTIREE 6 » H U
NOMELEFRT D (1999 4 6 /]
accelerated approval HUf5HE)

B 2 AR & DAL FRER I T
L7227y, 8D WIEFE3 L72I8E (2005
41 A full approval Huf53FF)

EU #E | 50 mg/m”/4 ¥ [EkE A i 2 AR L35 1 AL FRIEICEE
& 7p o T HEL TR B

IRBE LA OEIR & LT, PEREFREEIC K D2RER CHIELD, 50T 20 X 9 2k
FIEN BB TH > oA XEE D R Y RIEOTEF I LT 1995 4 11 H 2K E Tl & Bvfs
L, #5780 » HCEREZ TG L TV DIED, DLEtERE Y X 27 O\ ML B O HA
TR LT 2003 45 1 1T BU CEIGA TS L, R 68 » E[]cE@asBE LT, S5,
BHLFRRER D72 < L b 1 LY A UHIT ST B TS R BIIERF IC T 2 BT VR
7 L OFFIREEIC T 2007 4E 5 A SIS 2 B L, R 40 » EFCKREZBA L T 5.

1542 ERNTORFEDEE

ENIZRBWTIX, ALZA #:23 2001 45 6 H 12 K[E Johnson & Johnson fED A TR L oz Z &
12V, kE Johnson & Johnson fLDEFHFEHFHDO HARKIEANTH DV 77 —<kl&th
(LLF, JPAL) DAFIOBRZHE 2 BiiE: LT-,

AHENL, SENCBWTAESRFN G O NT U F X2 #iEM O E R IR BE T 5 2 Kk
{EFFELE ORI L U CHMENGE S, I, RRT U2 & OFMAH R (30-49
R ICBWTHBRAEGYBOIER 23D 5 L RFFC, BERARENRROLNTND, FT-,
FEINIZ B W CINEE O 2 69 5 AaRA R O 0 0 REAILIS O E 70 3EA41X, HEEA Y /
THDHTHY, 2WACFRIELED EREIIEEBF AT, D OREMEITEN DB
HENOBAEPULEINTWDZ ENLENBRIZEE LB A2, ARG ZHENE LIZENSE 1M
B (JNS002-JPN-01 i&A%Bk) % FHE L7,

1Pt 2ol I IR0 (ST EGE A E IS E R IR O (LT, BRI 18]
[ERERFEFR 21TV, [ENE T AERER (INS002-JPN-01 3RER) 0 F i 181 1269~ 2 [ 3R LA s &
oWiExE 2T, 20llE R B P SRBEE O IR H ATV, 2003 4F 4 05 &
B R 264 & U2 [ENE 1 FEER (INS002-JPN-01 386R) % 320 L7=, [EWNE 1 HHRER

(JNS002-1PN-01 #8%) ofsfa=1F, Pk 20| )7 P cE R c ERn %y E
FARRBRBAAARTARFR 217V, EINE TAEFAER  (INS002-JPN-02 7-Bk) oD S 51187 |2 k3~ 2 [ 38 5 i
N OME2EE 2T, 20054 1 A 2>5 Miillerian carcinoma (2PN, RIS MHEINEE,
fEfEE) BE A2 xfg &3 D EWNE DFEER (INS002-JPN-02 #6%) % BHAA 7=,

st ecsaek i 20 4= Il 7 P T PeS BT 114, PeR B[S 6361 TH Y, Pe-S BE
(X B EEBIEL D 20 BIZEIE L TWRWIRILTh o 72238, RIGBREHIRH H I Pt-S BB GRcT G it

™ 20084E10 A 29 H H7E
ED 1A SR ERIAT 2, PEIAN6» A LA E, 125 H AN OB #E
14
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FOREZ IR IR R L TIT o T2/ R, RO Pt-S BB SR GBI 1 sk H7-2 v 0 -
1 AN&E, RBRBRBSHIO RIAZ X D IEF ISV ERH LN ER2Y, J@’@Jm’*%ﬁ;@ﬁmﬁ;ﬁﬁﬁmf
DIEBILEFEILIREE & Flr L7z, I, ARG MR SEN O O R RGEOEA b R
Pt-R FEOD B G SRS Sz 20.$ BB CPeSHOERERLKTTH 2 & a
L7, Pt-SBEOH MM IXATRER CEE L7 11§D iﬁ_,ﬂIT%Méﬂﬁﬁmwﬁ%®ﬁ
BOHWHZ L L L, £z, S EIOARERO R H AR B W TTIXENE T AEEER
mﬁmszmﬁ%)@EE%%%ET%éWEQé@%($m+)ﬁ i%u(%tk%i
s 20 17 P % Datacutoff date & L CHEF %1772 (2%, 0E I P %
%krfﬁJ@LEl)T%f&T LTW5, RERTE TREOEFHAE RN B LT/, Datacutoffdate#%
B o ibim & HER D -TD)

AANZOWTIZEATFOEBIC LY, T E COENADIRRAEZ H > TEN TORRBFEHD
—HEE AR AT 2L L LT,

O  AANIAMENC THERE S NIRRT W T HSRAZ R & 3 2 (bR IEZ ITHEIT L2y,
& D WIEFHIE UTe ERPEIR B IS 2 A0 R L2 MEE STk Y, SMETHE
SN EIFRER (30-49 3ABR) (2HVNT INS002 BEIE FART I B & el L CHERAAE
HIF DL & (p 0.050) MO &,

@ [EWNEFHIFERE (INS002-JPN-02 #t5R) ¢ Data cut off £ TORAE T, AHI2 B AN DR
Miillerian carcinoma (_bERZMEINGLEE, JRSMEIRE S, REME) (oxf L#H@%@J%%ﬁﬁ‘é
ZENREEN, T2, ABEMICRIEN NI ERMER I

7235, 20054 10 A 31 HICBAfE Savie T35 6 [RIARKGREEME A RBEMGET 2%) OAFNZ SV T
Rl L LT, SMEORBRAHT R OBIEED 5T 2 ENE 11 FHRABR (INS002-JPN-02 #
BR) xR, RHIOKRBENRENDINE ThHD EOMMICEY, RHOKRIFHLIT
KOBEELZITT,

I ORAE A TS AT O TS A22Nm T, £z, FEEARRER KL ORRRBR OB 2 LT
\ZRT,
F7-, zofhows e Lax, B S 20 I8 o v ssezesc ¢ 2B
RUPIEICKT T DGR ORI 2 EE SN T2 &b, [1998.11.12 fFESHKTES 1015 5
WHICHESE, ENTHEREZTOT, SHEOERHGEERCHEEEZITI 2 & 2R L, 2006 4F
10 A 11 BlZ=A XBE D AP AEIC R 2 EGRREE 21TV, EKREZBG L T\ 5D,

154.3 JEFS PR 5 ER oD RS

1.5.4.3.1 mB (2B Y HEER

AFNE, 134 7LHIZ 20 mg DIERE R VL E L v Z2ETe k0K MEREERAI TH Y, pH
X 6.0~7.0 Th 5,

JFER D H AT T K v vy CHEREIE, HIERERASHICL Y~ A X —7 7 4 JVBRE
(B4 E S - 218MF10960, ERk 184F 12 H 1 H&4R) ST\ 5,

RFNL, R¥ Ve HigtE % STEALTH® U R Y — JZEA L, S8R(eA, #EEHZ N,
pH FHHEI% AP L, EFRET 5, 728, VARY —LHEFE L THRINT 2 KEBHRMKE A A
77 F =z Y (Hydrogenated Soy Phosphatidylcholine ; UL, HSPC) , MPEG-DSPE K (f=x L
2T m—)b, WRNEAREA L U THEAT DT o F =0 LIFHBMANGL L T 5, 2D

B A FIRE R TR, PFIS6 » H R OWERE (1AL P52 %3 % Best ResponseSPD O FR
EBR<) MO IERAT 1% O HBRE HE
15
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9%, MPEG-DSPE (2 2WTIE Genzyme £LiC L 0~ 2% —7 7 A V&S (5§44 : Sodium
MPEG-2000-Carbonyl-DSPE, #&k& 75 : 218MF20004, ik 18 4E 11 A 10 H&&) ST\ 5,

AKFNBFRMED VAR Y — DERAITH D Z LD, B K OREIETIE, ERAE L TERE
THEBAIMA TR, UARY —MERR ORI REZRE L, sEZ R L TWD,

KA DL EMTONTIEL, BIMRFRER (5C/50%RH) K OMHERE: (30°C/65%RH) &1T\),
TORRLY, AANOH DR Z RIFIEL 2~8CT 20 & H & BE L7z,

1.5.4.3.2 FEIEAER

N EA T HRERE LT, AF OGNSR %2 ~ 7 AL C26 OFRIREZ TRHEE T
JZE > THREFTL, S5k MINEEMAEEE HEY X O A2780 H3k R VL B o itk
(A2780/AD) D FFEF FBAEE T /L% T Doxil-2 XUIAKIOHUEE N B2k RV L ey
Ve SRR LT, WIS, B MR PC3 ZBME LT~ U A ZHOWARIOE RS TH D R
XV VE YV DIEBEA~D 5T % S L — Y — RS 2 D TRET LT,

MRS VT, AL OERAOBEDK ST THD RX VLT v EEERNY R Y
— L[STEALTH® 7 Z &R U &8 ¥ — 24 (STEALTH® Placebo Liposome ; LA R, SPL) 0 fhxshi
R, DE R ORI RIERTT HEMZ T v RO X & AWTHRE Lz, F72, ARHFIKOSPL
DR MME K Ok E A VEE T <7-, FIZ SPL DA ZHAWT, MEKRGIZHBIT 200 R~
Kb A2 I AAEHUEE DB~ T,

1.5.4.3.3 EMICE 1T HEYMBNERER

~ A, Ty bk, UHEXROA XEHWZEEIRGRER, 7 v NS XEHW T ER G
B A 1992~1994 4RI F i L 7=, S ARRBR IV T, AHKIE STEALTH® Y R Y —AIZE AL TV
TRWERE R VLBV AR TIEEERIVENR BV Z E DRSNS DD, ARAE| O FFER AL
ThAHINBEA~DODHITBRF STV T=7-8%, “CHElE R Y L v % STEALTH® Y &V
— AT EA L2 8E (MC-INS002) & V=340 K ORIt 38R 2 2006 412 F20E L 7=,

1.5.4.3.4 EHMHAER

7w FEROA X&E AW GEERER, 7 v M RO X2 HW KB G EERR, 7
N FE AW - BBIEBRAICET 2B, U2 AW /TR e 2 1992 4~
1994 -\ ZHMECHENE L7z, TVE > N EAWZHURMERER 2 2004 12 ENCTEE L7, &5
PERRER L O AURMERRBR IE, AFNOF NIy Th DL K% VLB U BN BIR &R O AR
EHETHIEMND, EhiLenoT,

SPL (IZDWTIX, AHD T v MR OA XERGEERE, 7 v ME - IR AICET 535,
SR TR R R N FUR BRI W T o IREE & L TR G- L7z, F£72, SPL O nwmfEa
Bra 1993 FEITHMECTHERE L 7=, BT, RSy Td % MPEG-DSPE O Hi[a| } OV % G- 3 1k
Br, I ONZE AR, HSPC OB K OG5 mMmER, g7 €=U A0 KR L%
PR 2 2005 4=~2006 42 [EN T L 7=,

154.4 R RS ER D BERE

1.54.4.1 5\ EEE R ER
1.5.4.4.11 % [ fA54ER (30-06/30-13 sERS#7H °3529)

SEQUUS #£2%, 1992 4 5 A B KE KR OA AT )L CERE R ERE 2 x5 L L7 30-06/30-
13 3Bk 2 AH 20 - 80 mg/m” % 3 WRIME T G925 A7 ¥ 2 — /L CHEM Lz, AAIOE AT
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HREME, FRIEGERER O ONEZTH Y, 50 mg/m’® O 3 B EBER G 1ZRE S 5 O I G4
L0 BARERE L I STz, £z, INBUEEE IR ST,

15.4.4.1.2 = IHREE (30-22 S{ERSFHNO3524 30 47 sERSFHMO3522 30 47F HER
%%g*qs.s.s.z.s)

30-06/30-13 FBR DOFER D, 1994 4 9 A 55 SEQUUS #Hi 4K K R 7 U Z TR L Dik
BREEZA L, AKFZ 2RUBEOLTFEESE UCTHERT 2 LRI EEEE 255 & L28 THHR
BR (30-22 738 %, AHKI 50 mg/m’ % 3 MMM CRGT 5 A7 Y2 —/LTHEli L7, Intent-To-
Treat (LLF, ITT) 4E 3561 761 (20.0%) (ZZEMBINRD HLZDS, FICTFRAEREEL A
WRIZEY 51%DF 52— 2T 40 mg/m® (2R S H, 86%DH G = — X T 5-FIFEA 4 HLL EIC
EH S =2 & D, FRLABEDOIEERIT 50 mg/m® D 4 BRI A 7Y 2 — AR SN,

30-22 REROFE RN D, AL BIRIEZ AT 5 _ERIEINEE I IMED RE S =720
SEQUUS #HiZ, H&MH, & %W RIEHNEAIED) D S BT A 12 iéﬂ:q—%ﬁ{iﬁﬁﬁxﬁﬁ EN
Bz 3R SUT 4 ALZBRIE L UCHERAT 2 EREIIRE RS 2 5t & U2 TSR (30-47 3
) zkE<< 9 R s, BemEIR O Y R REFNCEEE T, AFI% 3RUT 4K
bRk & U T 2 ERVEIRBS BE A 65 & L= 55 ITFRRER (30-47E iBR) % EU R§[E %
& UC 4 0 5% L, 30-47 BBRCE, ITT 4 122 60D 16 61 (13.1%) (2%
BIHFRD HT=, AR DI S 150 mg/m*/4 BERE) OFE - HEICBWL T 85%D %5

T— XA TRHEOSLEN2 L, R%OFEa—23HED T4 KR THESE™MTbh, £7-,
30-47E #ER TIL, ITT M 62 filrf 461 (6.5%) ([ZFNFIATRD b, 30-47E sBR OJRE K O
HIEHPIRDLE 30-47 3R & REROFERTH -T2,

7235, 30-47 ABRIZBHAG Y F), 30-47E sUBREIER, BeBAIL NS X0 0 RIEANZHEYED Az
PEONEA R R it & U CIRBRZBRIE L1z, Z Dk, BMART 0 NIIEE OIS T FDA 7 Bk
WENTT20, A&ERA, Z33 RERNCEHEYE D MR T D N K DL FHRIEN L) e R

r UNEEERE AR ETL L E LT,

154413 EMAAAER (30-49 FERFEANS3S1 - 30 57 SHERSFAN 53512y

SEQUUS #1:1%, 199745 An 6, HERALZ G | ALFRIENEZTH VD, AHI K ITx 3E
D RNRT I % 2 RALFEE L LTS 2 BRI EE 25 L Lz hART > & OFI
R EABR (30-49 7kBR) 2 i L=, AIBBROFEE D, INS002 BEIL haART I U REL Bl LT
HERAGFHMOILE (p=0.050) 258D i, 7ok, 2AEAHM ORI INS002 #E Tk
6278, FRT I UBETIXS9.7THTH -7,

%72, SEQUUS tHiZ 1lE I 5, AeRAZ Gt | ILFIENEH TH Y, AHIXUL
SHBEED X7 U 2 % L% 2 WARSPREE L U TR 2 LR M B 2 55 L Lo ) ¥
kL L OB MG (30-57 HRBR) %920 L7-2%, BBREHTICHIBETH D87 U 2%
B LRI ﬂ?él&k%%&kbf&MEimﬁﬁffﬁa%xittw SRR 7
U<y e P ciss ek T Lis, BOMECE L TE, AR O 517 -
Too AIRBROFER D, INS002 BEE /X7 U X X VBECRAFHIRICAE R Z X580 S d

-7z,

15.4.4.2 [ B PR 5 B
1.5.4.4.2.1 % 1 FARER (UNS002-JPN-01 S EaFm#H 53525,

[N G TP LA, 20.$.ﬂ W AR AR R A AT o 7 JNsooz JPN-01 7
B o a3 5 EE S S oS 2 E 2 <, 20jE Il P csssssErE o)
B 21TV, 2003 4F 4 A 7~ b A5 FEE T A 2 x5 & L7z INS002-JPN-01 uft%ﬁ%ﬁﬁﬁéwco “h
E DIRBRAGRE 2 B ICAKI ORI L ~UL % 30mg/m* [ZRE L, 4 MR THRGT 27V
— /L THEM L, 50mgm’ £ THE L, AFIOEARFRITREFERLOCANETHY,

17
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50mg/m”* 0> 4 3 5 B #5% 5 1 3 % 5 AE 1 25 12 & ARE S HIWT L7, 70, YRELE BRE IEEIN
RO B, METEM S A7 30-22 FREBR O & i U7, BN & AME O IR SE RE I
HAFNFGEEO R Ly oM EmEic K& it <, LT b LEEZ LN,
U LEORE RS, EPNHER & L L TiE 50mg/m™/4 HREFE Y TH 5 &I L7,

15.4422 % THEERER (JNS002-JPN-02 StEgFm#AH 5352.1)

IW% T FER & Ot E oER ORI LS, ik, 20D e e

SR S 155 T AR RRBRBHAABTAHRR 217 - 72, INS002-JPN-02 75k 0D S i 18] |2 569~ 2 [ 3 Sl i
wgwﬁ ZEKE 2T, 20054 1 H 6 AeiA 2 Z T b P RIEDIRRIEZ A L, AHl% 2k X
1% 3 A bR & U CfiE il 9% Miillerian carcinoma (2 PEIN B, JFUVEDRE e, ERR) B
Fa x5 & % INS002-JPN-02 kiR 4 Bilis L 70, fe BAR G 2RI IS < s, A2t
KRB 73 B 16 6] (21.9%) Thoto, £z, FEOREDBIEKIL, Pt-S BETHRIIEMT 6451
11609 361 (27.3%) , Pt-R & CTH IR G451 62 Bl 13 1] (21.0%) Toh o7z, AFNIA
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use DOXIL
safely and effectively. See full prescribing information for DOXIL.

DOXIL® (doxorubicin HCI liposome injection) for intravenous infusion
Initial U.S. Approval: 1995

WARNING: INFUSION REACTIONS, MYELOSUPPRESSION,
CARDIOTOXICITY, LIVER IMPAIRMENT, SUBSTITUTION
See full prescribing information for complete boxed warning.

e Myocardial damage may lead to congestive heart failure and may
occur as the total cumulative dose of doxorubicin HCI approaches 550
mg/m?. Cardiac toxicity may also occur at lower cumulative doses with
mediastinal irradiation or concurrent cardiotoxic agents (5.1).

e Acute infusion-related reactions, sometimes reversible upon
terminating or slowing infusion, occurred in up to 10% of patients.
Serious and sometimes fatal allergic/anaphylactoid-like infusion
reactions have been reported. Medications/emergency equipment to
treat such reactions should be available for immediate use (5.2).

e Severe myelosuppression may occur (5.3)

¢ Reduce dosage in patients with impaired hepatic function (2.6).

o Accidental substitution of DOXIL resulted in severe side effects. Do
not substitute on mg per mg basis with doxorubicin HCI (2.1).

RECENT MAJOR CHANGES----------=---=nnzmmnmean
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INDICATIONS AND USAGE
DOXIL is an anthracycline topoisomerase inhibitor indicated for:

e Ovarian cancer (1.1)

After failure of platinum-based chemotherapy.

e AIDS-related Kaposi’s Sarcoma (1.2)

After failure of prior systemic chemotherapy or intolerance to such therapy.

e Multiple Myeloma (1.3)

In combination with bortezomib in patients who have not previously received
bortezomib and have received at least one prior therapy.

Administer DOXIL at an initial rate of 1 mg/min to minimize the risk of
infusion reactions. If no infusion related reactions occur, increase rate of

inf

usion to complete administration over 1 hour. Do not administer as bolus

injection or undiluted solution (2.1).

Ovarian cancer: 50 mg/m? IV every 4 weeks for 4 courses minimum (2.2)

e AIDS-related Kaposi’s Sarcoma: 20 mg/m? IV every 3 weeks (2.3)

Multiple Myeloma: 30 mg/m? IV on day 4 following bortezomib which is
administered at 1.3 mg/m? bolus on days 1, 4, 8 and 11, every 3 weeks (2.4)

Single dose vial: 20 mg/10 mL and 50 mg/30 mL (3)

CONTRAINDICATIONS

Hypersensitivity reactions to a conventional formulation of doxorubicin
HCI or the components of DOXIL (4, 5.2)
Nursing mothers (4, 8.3)

Hand-Foot Syndrome may occur. Dose modification or discontinuation
may be required (5.4)
Radiation recall reaction may occur (5.5)

ADVERSE REACTIONS

Most common adverse reactions (>20%) are asthenia, fatigue, fever, anorexia,
nausea, vomiting, stomatitis, diarrhea, constipation, hand and foot syndrome,
rash, neutropenia, thrombocytopenia and anemia (6).

To report SUSPECTED ADVERSE REACTIONS contact Ortho Biotech
Products, LP at (888) 227-5624 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

DOXIL may interact with drugs known to interact with conventional
formulations of Doxorubicin HCI. (7)

DOXIL can cause fetal harm when used during pregnancy. (5.6, 8.1)

See 17 for PATIENT COUNSELING INFORMATION.
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FULL PRESCRIBING INFORMATION

WARNING: INFUSION REACTIONS, MYELOSUPPRESSION, CARDIOTOXICITY,
LIVER IMPAIRMENT, ACCIDENTAL SUBSTITUTION

1.

The use of DOXIL (doxorubicin HCI liposome injection) may lead to cardiac toxicity.
Myocardial damage may lead to congestive heart failure and may occur as the total
cumulative dose of doxorubicin HCI approaches 550 mg/m? In a clinical study in
patients with advanced breast cancer, 250 patients received DOXIL at a starting dose of
50 mg/m? every 4 weeks. At all cumulative anthracycline doses between 450-500 mg/m?
or between 500-550 mg/m?, the risk of cardiac toxicity for patients treated with DOXIL
was 11%. Prior use of other anthracyclines or anthracenediones should be included in
calculations of total cumulative dosage. Cardiac toxicity may also occur at lower
cumulative doses in patients with prior mediastinal irradiation or who are receiving
concurrent cyclophosphamide therapy [see Warnings and Precautions (5.1)].

Acute infusion-related reactions including, but not limited to, flushing, shortness of
breath, facial swelling, headache, chills, back pain, tightness in the chest or throat,
and/or hypotension have occurred in up to 10% of patients treated with DOXIL. In
most patients, these reactions resolve over the course of several hours to a day once the
infusion is terminated. In some patients, the reaction has resolved with slowing of the
infusion rate. Serious and sometimes life-threatening or fatal allergic/anaphylactoid-
like infusion reactions have been reported. Medications to treat such reactions, as well
as emergency equipment, should be available for immediate use. DOXIL should be
administered at an initial rate of 1 mg/min to minimize the risk of infusion reactions
[see Warnings and Precautions (5.2)].

Severe myelosuppression may occur [see Warnings and Precautions (5.3)].

Dosage should be reduced in patients with impaired hepatic function [see Dosage and
Administration (2.6) and Use in Specific Populations (8.6)].

Accidental substitution of DOXIL for doxorubicin HCI has resulted in severe side
effects. DOXIL should not be substituted for doxorubicin HCI on a mg per mg basis
[see Dosage and Administration (2.1)].

1

INDICATIONS AND USAGE

1.1 Ovarian Cancer

DOXIL (doxorubicin HCI liposome injection) is indicated for the treatment of patients with

ovarian cancer whose disease has progressed or recurred after platinum-based chemotherapy.

1.2 AIDS-Related Kaposi’'s Sarcoma

DOXIL is indicated for the treatment of AIDS-related Kaposi’s sarcoma in patients after

failure of prior systemic chemotherapy or intolerance to such therapy.




1.3 Multiple Myeloma

DOXIL in combination with bortezomib is indicated for the treatment of patients with
multiple myeloma who have not previously received bortezomib and have received at least one
prior therapy.

2 DOSAGE AND ADMINISTRATION
2.1 Usage and Administration Precautions

Liposomal encapsulation can substantially affect a drug’s functional properties relative to
those of the unencapsulated drug. Therefore DO NOT SUBSTITUTE one drug for the other.

Do not administer as a bolus injection or an undiluted solution. Rapid infusion may
increase the risk of infusion-related reactions [see Warnings and Precautions (5.2)]. DOXIL
must not be given by the intramuscular or subcutaneous route.

Until specific compatibility data are available, it is not recommended that DOXIL be mixed
with other drugs.

DOXIL should be considered an irritant and precautions should be taken to avoid
extravasation. With intravenous administration of DOXIL, extravasation may occur with or
without an accompanying stinging or burning sensation, even if blood returns well on aspiration
of the infusion needle. If any signs or symptoms of extravasation have occurred, the infusion
should be immediately terminated and restarted in another vein. The application of ice over the
site of extravasation for approximately 30 minutes may be helpful in alleviating the local
reaction.

2.2 Patients With Ovarian Cancer

DOXIL (doxorubicin HCI liposome injection) should be administered intravenously at a
dose of 50 mg/m? (doxorubicin HCI equivalent) at an initial rate of 1 mg/min to minimize the
risk of infusion reactions. If no infusion-related adverse reactions are observed, the rate of
infusion can be increased to complete administration of the drug over one hour. The patient
should be dosed once every 4 weeks, for as long as the patient does not progress, shows no
evidence of cardiotoxicity [see Warnings and Precautions (5.1)], and continues to tolerate
treatment. A minimum of 4 courses is recommended because median time to response in clinical
trials was 4 months. To manage adverse reactions such as hand-foot syndrome (HFS), stomatitis,
or hematologic toxicity the doses may be delayed or reduced [see Dosage and Administration
(2.5)]. Pretreatment with or concomitant use of antiemetics should be considered.

2.3 Patients With AIDS-Related Kaposi’s Sarcoma
DOXIL (doxorubicin HCI liposome injection) should be administered intravenously at a
dose of 20 mg/m? (doxorubicin HCI equivalent). An initial rate of 1 mg/min should be used to



minimize the risk of infusion-related reactions. If no infusion-related adverse reactions are
observed, the infusion rate should be increased to complete the administration of the drug over
one hour. The dose should be repeated once every three weeks, for as long as patients respond
satisfactorily and tolerate treatment.

2.4 Patients With Multiple Myeloma

Bortezomib is administered at a dose of 1.3 mg/m? as intravenous bolus on days 1, 4 , 8 and
11, every three weeks. DOXIL 30 mg/m? should be administered as a 1-hr intravenous infusion
on day 4 following bortezomib. With the first DOXIL dose, an initial rate of 1 mg/min should be
used to minimize the risk of infusion-related reactions. If no infusion-related adverse reactions
are observed, the infusion rate should be increased to complete the administration of the drug
over one hour. Patients may be treated for up to 8 cycles until disease progression or the
occurrence of unacceptable toxicity.

2.5 Dose Modification Guidelines

DOXIL exhibits nonlinear pharmacokinetics at 50 mg/m?; therefore, dose adjustments may
result in a non-proportional greater change in plasma concentration and exposure to the drug
[see Clinical Pharmacology (12.3)].

Patients should be carefully monitored for toxicity. Adverse reactions, such as HFS,
hematologic toxicities, and stomatitis may be managed by dose delays and adjustments.
Following the first appearance of a Grade 2 or higher adverse reactions, the dosing should be
adjusted or delayed as described in the following tables. Once the dose has been reduced, it
should not be increased at a later time.



Table 1:

Recommended Dose Modification Guidelines

Hand-Foot Syndrome (HFS)
Toxicity Grade Dose Adjustment
1 Redose unless patient has experienced previous Grade 3 or 4 HFS. If

(mild erythema, swelling,
or desquamation not
interfering with daily
activities)

2

(erythema, desquamation,
or swelling interfering
with, but not precluding
normal physical
activities; small blisters
or ulcerations less than

2 cm in diameter)

3

(blistering, ulceration, or
swelling interfering with
walking or normal daily
activities; cannot wear
regular clothing)

4
(diffuse or local process
causing infectious
complications, or a bed
ridden state or
hospitalization)

so, delay up to 2 weeks and decrease dose by 25%. Return to original
dose interval.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. If after

2 weeks there is no resolution, DOXIL should be discontinued. If
resolved to Grade 0-1 within 2 weeks, and there are no prior Grade 3-4
HFS, continue treatment at previous dose and return to original dose
interval. If patient experienced previous Grade 3-4 toxicity, continue
treatment with a 25% dose reduction and return to original dose interval.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. Decrease
dose by 25% and return to original dose interval. If after 2 weeks there is
no resolution, DOXIL should be discontinued.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. Decrease
dose by 25% and return to original dose interval. If after 2 weeks there is
no resolution, DOXIL should be discontinued.

Table 2:

Hematological Toxicity
Grade ANC Platelets Modification
1 1,500 - 1,900 75,000 - 150,000 Resume treatment with no dose
reduction
2 1,000 - <1,500 50,000 - <75,000 Wait until ANC > 1,500 and platelets
> 75,000; redose with no dose reduction
3 500 -999 25,000 - <50,000 Wait until ANC > 1,500 and platelets
> 75,000; redose with no dose reduction
4 <500 <25,000 Wait until ANC > 1,500 and platelets

> 75,000; redose at 25% dose reduction
or continue full dose with cytokine
support




Table 3:

Stomatitis

Toxicity Grade

Dose Adjustment

1

(painless ulcers,
erythema, or mild
soreness)

2

(painful erythema,
edema, or ulcers, but can
eat)

3

(painful erythema,
edema, or ulcers, and
cannot eat)

4
(requires parenteral or
enteral support)

Redose unless patient has experienced previous Grade 3 or 4
toxicity. If so, delay up to 2 weeks and decrease dose by 25%. Return to
original dose interval.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. If after

2 weeks there is no resolution, DOXIL should be discontinued. If
resolved to Grade 0-1 within 2 weeks and there was no prior Grade 3-4
stomatitis, continue treatment at previous dose and return to original
dose interval. If patient experienced previous Grade 3-4 toxicity,
continue treatment with a 25% dose reduction and return to original dose
interval.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. Decrease
dose by 25% and return to original dose interval. If after 2 weeks there is
no resolution, DOXIL should be discontinued.

Delay dosing up to 2 weeks or until resolved to Grade 0-1. Decrease
dose by 25% and return to DOXIL original dose interval. If after
2 weeks there is no resolution, DOXIL should be discontinued.

Multiple Myeloma

For patients treated with DOXIL in combination with bortezomib who experience hand-
foot syndrome or stomatitis, the DOXIL dose should be modified as described in Tables 1 and 3
above. Table 4 describes dosage adjustments for DOXIL and bortezomib combination therapy.
For bortezomib dosing and dosage adjustments, see manufacturer’s prescribing information.



Table 4:

Dosage adjustments for DOXIL + bortezomib combination therapy

Patient status

DOXIL

| bortezomib

Fever >38°C and
ANC <1,000/mm?®

On any day of drug
administration after Day 1 of
each cycle:

Platelet count <25,000/mm?

Do not dose this cycle if before
Day 4; if after Day 4, reduce
next dose by 25%.

Do not dose this cycle if before

Day 4; if after Day 4 reduce next

dose by 25% in the following
cycles if bortezomib is reduced

Reduce next dose by 25%

Do not dose; if 2 or more doses are not
given in a cycle, reduce dose by 25% in
following cycles.

Hemoglobin <8g/dL for hematologic toxicity.

ANC <500/mm?®

Do not dose until recovered to Grade <2
and reduce dose by 25% for all
subsequent doses.

Do not dose until recovered to
Grade <2 and reduce dose by
25% for all subsequent doses.

Grade 3 or 4 non-hematologic
drug related toxicity

See bortezomib manufacturer’s
prescribing information for dosage
adjustments in patients with neuropathic
pain.

Neuropathic pain or peripheral No dosage adjustments.

neuropathy

2.6 Patients With Impaired Hepatic Function

Limited clinical experience exists in treating patients with hepatic impairment with
DOXIL. Based on experience with doxorubicin HCI, it is recommended that the DOXIL dosage
be reduced if the bilirubin is elevated as follows: serum bilirubin 1.2 to 3.0 mg/dL - give %
normal dose; serum bilirubin > 3 mg/dL - give ¥ normal dose.

No information, including dosage adjustments, is available for patients with multiple
myeloma with hepatic impairment.

2.7 Preparation for Intravenous Administration
Each 10-mL vial contains 20 mg doxorubicin HCI at a concentration of 2 mg/mL.

Each 30-mL vial contains 50 mg doxorubicin HCI at a concentration of 2 mg/mL.

DOXIL doses up to 90 mg must be diluted in 250 mL of 5% Dextrose Injection, USP prior
to administration. Doses exceeding 90 mg should be diluted in 500 mL of 5% Dextrose Injection,
USP prior to administration. Aseptic technique must be strictly observed since no preservative or
bacteriostatic agent is present in DOXIL. Diluted DOXIL should be refrigerated at 2°C to
8°C (36°F to 46°F) and administered within 24 hours.

Do not use with in-line filters.

Do not mix with other drugs.



Do not use with any diluent other than 5% Dextrose Injection.
Do not use any bacteriostatic agent, such as benzyl alcohol.
DOXIL is not a clear solution but a translucent, red liposomal dispersion.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit. Do not use if a
precipitate or foreign matter is present.

Rapid flushing of the infusion line should be avoided.

2.8 Procedure for Proper Handling and Disposal
Caution should be exercised in the handling and preparation of DOXIL.

The use of gloves is required.

If DOXIL comes into contact with skin or mucosa, immediately wash thoroughly with soap
and water.

DOXIL should be considered an irritant and precautions should be taken to avoid
extravasation. With intravenous administration of DOXIL, extravasation may occur with or
without an accompanying stinging or burning sensation, even if blood returns well on aspiration
of the infusion needle. If any signs or symptoms of extravasation have occurred, the infusion
should be immediately terminated and restarted in another vein. DOXIL must not be given by
the intramuscular or subcutaneous route.

DOXIL should be handled and disposed of in a manner consistent with other anticancer drugs.
Several guidelines on this subject exist [see References (15)].

3 DOSAGE FORMS AND STRENGTHS
e 20 mg/10 mL single use vial

e 50 mg/30 mL single use vial
4 CONTRAINDICATIONS
DOXIL (doxorubicin HCI liposome injection) is contraindicated in patients who have a

history of hypersensitivity reactions to a conventional formulation of doxorubicin HCI or the
components of DOXIL [see Warnings and Precautions (5.2)].

DOXIL is contraindicated in nursing mothers [see Use in Specific Populations (8.3)].



5 WARNINGS AND PRECAUTIONS
5.1 Cardiac Toxicity

Special attention must be given to the risk of myocardial damage from cumulative doses of
doxorubicin HCI. Acute left ventricular failure may occur with doxorubicin, particularly in
patients who have received a total cumulative dosage of doxorubicin exceeding the currently
recommended limit of 550 mg/m?. Lower (400 mg/m?) doses appear to cause heart failure in
patients who have received radiotherapy to the mediastinal area or concomitant therapy with
other potentially cardiotoxic agents such as cyclophosphamide.

Prior use of other anthracyclines or anthracenodiones should be included in calculations of
total cumulative dosage. Congestive heart failure or cardiomyopathy may be encountered after
discontinuation of anthracycline therapy. Patients with a history of cardiovascular disease should
be administered DOXIL only when the potential benefit of treatment outweighs the risk.

Cardiac function should be carefully monitored in patients treated with DOXIL. The most
definitive test for anthracycline myocardial injury is endomyocardial biopsy. Other methods,
such as echocardiography or multigated radionuclide scans, have been used to monitor cardiac
function during anthracycline therapy. Any of these methods should be employed to monitor
potential cardiac toxicity in patients treated with DOXIL. If these test results indicate possible
cardiac injury associated with DOXIL therapy, the benefit of continued therapy must be carefully
weighed against the risk of myocardial injury.

In a clinical study in patients with advanced breast cancer, 250 patients received DOXIL at
starting dose of 50 mg/m* every 4 weeks. At all cumulative anthracycline doses between
450-500 mg/m?, or between 500-550 mg/m?, the risk of cardiac toxicity for patients treated with
DOXIL was 11%. In this study, cardiotoxicity was defined as a decrease of >20% from baseline
if the resting left ventricular ejection fraction (LVEF) remained in the normal range, or a
decrease of >10% if the resting LVEF became abnormal (less than the institutional lower limit of
normal). The data on left ventricular ejection fraction (LVEF) defined cardiotoxicity and
congestive heart failure (CHF) are in the table below.

Table 5: Number of Patients With Advanced Breast Cancer

DOXIL (n=250)

Patients who Developed Cardiotoxicity (LVEF Defined) 10
Cardiotoxicity (With Signs & Symptoms of CHF) 0
Cardiotoxicity (no Signs & Symptoms of CHF) 10

Patients With Signs and Symptoms of CHF Only 2

In the randomized multiple myeloma study, the incidence of heart failure events (ventricular
dysfunction, cardiac failure, right ventricular failure, congestive cardiac failure, chronic cardiac



failure, acute pulmonary edema and pulmonary edema) was similar in the DOXIL+bortezomib
group and the bortezomib monotherapy group, 3% in each group. LVEF decrease was defined as
an absolute decrease of >15% over baseline or a >5% decrease below the institutional lower limit
of normal. Based on this definition, 25 patients in the bortezomib arm (8%) and 42 patients in
the DOXIL + bortezomib arm (13%) experienced a reduction in LVEF.

5.2 Infusion Reactions

Acute infusion-related reactions were reported in 7.1% of patients treated with DOXIL in
the randomized ovarian cancer study. These reactions were characterized by one or more of the
following symptoms: flushing, shortness of breath, facial swelling, headache, chills, chest pain,
back pain, tightness in the chest and throat, fever, tachycardia, pruritus, rash, cyanosis, syncope,
bronchospasm, asthma, apnea, and hypotension. In most patients, these reactions resolve over the
course of several hours to a day once the infusion is terminated. In some patients, the reaction
resolved when the rate of infusion was slowed. In this study, two patients treated with DOXIL
(0.8%) discontinued due to infusion-related reactions. In clinical studies, six patients with
AIDS-related Kaposi’s sarcoma (0.9%) and 13 (1.7%) solid tumor patients discontinued DOXIL
therapy because of infusion-related reactions.

Serious and sometimes life-threatening or fatal allergic/anaphylactoid-like infusion
reactions have been reported. Medications to treat such reactions, as well as emergency
equipment, should be available for immediate use.

The majority of infusion-related events occurred during the first infusion. Similar reactions
have not been reported with conventional doxorubicin and they presumably represent a reaction
to the DOXIL liposomes or one of its surface components.

The initial rate of infusion should be 1 mg/min to help minimize the risk of infusion
reactions [see Dosage and Administration (2)].

5.3 Myelosuppression

Because of the potential for bone marrow suppression, careful hematologic monitoring is
required during use of DOXIL, including white blood cell, neutrophil, platelet counts, and
Hgb/Hct. With the recommended dosage schedule, leukopenia is usually transient. Hematologic
toxicity may require dose reduction or delay or suspension of DOXIL therapy. Persistent severe
myelosuppression may result in superinfection, neutropenic fever, or hemorrhage. Development
of sepsis in the setting of neutropenia has resulted in discontinuation of treatment and, in rare
cases, death.
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DOXIL may potentiate the toxicity of other anticancer therapies. In particular, hematologic
toxicity may be more severe when DOXIL is administered in combination with other agents that
cause bone marrow suppression.

In patients with relapsed ovarian cancer, myelosuppression was generally moderate and
reversible. In the three single-arm studies, anemia was the most common hematologic adverse
reaction (52.6%), followed by leukopenia (WBC< 4,000 mm?®; 42.2%), thrombocytopenia
(24.2%), and neutropenia (ANC <1,000; 19.0%). In the randomized study, anemia was the most
common hematologic adverse reaction (40.2%), followed by leukopenia (WBC <4,000 mm?;
36.8%), neutropenia (ANC <1,000; 35.1%), and thrombocytopenia (13.0%) [see Adverse
Reactions (6.2)].

In patients with relapsed ovarian cancer, 4.6% received G-CSF (or GM-CSF) to support
their blood counts [see Dosage and Administrations (2.5)].

For patients with AIDS-related Kaposi’s sarcoma who often present with baseline
myelosuppression due to such factors as their HIV disease or concomitant medications,
myelosuppression appears to be the dose-limiting adverse reaction at the recommended dose of
20 mg/m? [see Adverse Reactions (6.2)]. Leukopenia is the most common adverse reaction
experienced in this population; anemia and thrombocytopenia can also be expected. Sepsis
occurred in 5% of patients; for 0.7% of patients the event was considered possibly or probably
related to DOXIL. Eleven patients (1.6%) discontinued study because of bone marrow
suppression or neutropenia.

Table 10 presents data on myelosuppression in patients with multiple myeloma receiving
DOXIL and bortezomib in combination [see Adverse Reactions (6.2)].

5.4 Hand-Foot Syndrome (HFS)

In the randomized ovarian cancer study, 50.6% of patients treated with DOXIL at 50
mg/m? every 4 weeks experienced HFS (developed palmar-plantar skin eruptions characterized
by swelling, pain, erythema and, for some patients, desquamation of the skin on the hands and
the feet), with 23.8% of the patients reporting HFS Grade 3 or 4 events. Ten subjects (4.2%)
discontinued treatment due to HFS or other skin toxicity. HFS toxicity grades are described
above [see definitions of HFS grades in Dosage and Administration (2.5)].

Among 705 patients with AIDS-related Kaposi’s sarcoma treated with DOXIL at
20 mg/m? every 2 weeks, 24 (3.4%) developed HFS, with 3 (0.9%) discontinuing.

In the randomized multiple myeloma study, 19% of patients treated with DOXIL at 30
mg/m? every three weeks experienced HFS.
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HFS was generally observed after 2 or 3 cycles of treatment but may occur earlier. In most
patients the reaction is mild and resolves in one to two weeks so that prolonged delay of therapy
need not occur. However, dose modification may be required to manage HFS [see Dosage and
Administration (2.5)]. The reaction can be severe and debilitating in some patients and may
require discontinuation of treatment.

5.5 Radiation Recall Reaction
Recall reaction has occurred with DOXIL administration after radiotherapy.

5.6 Fetal Mortality
Pregnancy Category D

DOXIL can cause fetal harm when administered to a pregnant woman. There are no
adequate and well-controlled studies in pregnant women. If DOXIL is to be used during
pregnancy, or if the patient becomes pregnant during therapy, the patient should be apprised of
the potential hazard to the fetus. If pregnancy occurs in the first few months following treatment
with DOXIL, the prolonged half-life of the drug must be considered. Women of childbearing
potential should be advised to avoid pregnancy during treatment with Doxil. [see Use in Specific
Populations (8.1)].

5.7 Toxicity Potentiation

The doxorubicin in DOXIL may potentiate the toxicity of other anticancer therapies.
Exacerbation of cyclophosphamide-induced hemorrhagic cystitis and enhancement of the
hepatotoxicity of 6-mercaptopurine have been reported with the conventional formulation of
doxorubicin HCI. Radiation-induced toxicity to the myocardium, mucosae, skin, and liver have
been reported to be increased by the administration of doxorubicin HCI.

5.8 Monitoring: Laboratory Tests
Complete blood counts, including platelet counts, should be obtained frequently and at a
minimum prior to each dose of DOXIL [see Warnings and Precautions (5.3)].

6 ADVERSE REACTIONS
6.1 Overall Adverse Reactions Profile

The following adverse reactions are discussed in more detail in other sections of the
labeling.

e Cardiac Toxicity [see Warnings and Precautions (5.1)]
¢ Infusion reactions [see Warnings and Precautions (5.2)]
e Myelosuppression [see Warnings and Precautions (5.3)]
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e Hand-Foot syndrome [see Warnings and Precautions (5.4)]

The most common adverse reactions observed with DOXIL are asthenia, fatigue, fever,
nausea, stomatitis, vomiting, diarrhea, constipation, anorexia, hand-foot syndrome, rash and
neutropenia, thrombocytopenia and anemia.

The most common serious adverse reactions observed with DOXIL are described in
Section 6.2.

The safety data described below reflect exposure to DOXIL in 1310 patients including:
239 patients with ovarian cancer, 753 patients with AIDS-related Kaposi’s sarcoma and
318 patients with multiple myeloma [see Adverse Reactions in Clinical Trials (6.2)].

6.2 Adverse Reactions in Clinical Trials

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

The following tables present adverse reactions from clinical trials of DOXIL in ovarian
cancer and AIDS-Related Kaposi’s sarcoma.

Patients With Ovarian Cancer

The safety data described below are from 239 patients with ovarian cancer treated with
DOXIL (doxorubicin HCI liposome injection) at 50 mg/m? once every 4 weeks for a minimum
of 4 courses in a randomized, multicenter, open-label study. In this study, patients received
DOXIL for a median number of 98.0 days (range 1-785 days). The population studied was 27-87
years of age, 91% Caucasian, 6% Black and 3% Hispanic and other.

Table 6 presents the hematologic adverse reactions from the randomized study of DOXIL
compared to topotecan.
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Table 6: Ovarian Cancer Randomized Study Hematology Data Reported in Patients With Ovarian

Cancer
DOXIL Patients Topotecan
(n=239) Patients
(n =235)
Neutropenia
500 - <1000/mm?® 19 (7.9%) 33 (14.0%)
<500/mm?® 10 (4.2%) 146 (62.1%)
Anemia
6.5 - <8 g/dL 13 (5.4%) 59 (25.1%)
<6.5¢g/dL 1 (0.4%) 10 (4.3%)
Thrombocytopenia
10,000 - <50,000/mm? 3(1.3%) 40 (17.0%)
<10,000/mm? 0 (0.0%) 40 (17.0%)

Table 7 presents a comparative profile of the non-hematologic adverse reactions from the
randomized study of DOXIL compared to topotecan.

Table 7: Ovarian Cancer Randomized Study

Non-Hematologic DOXIL (%) Topotecan (%)
Adverse Reaction treated treated
10% or Greater (n =239) (n =235)
All grades  Grades 3-4  All grades Grades 3-4
Body as a Whole
Asthenia 40.2 7.1 51.5 8.1
Fever 21.3 0.8 30.6 55
Mucous Membrane 14.2 3.8 34 0
Disorder
Back Pain 11.7 1.7 10.2 0.9
Infection 11.7 2.1 6.4 0.9
Headache 105 0.8 14.9 0
Digestive
Nausea 46.0 5.4 63.0 8.1
Stomatitis 414 8.3 15.3 0.4
Vomiting 32.6 79 43.8 9.8
Diarrhea 20.9 25 34.9 4.2
Anorexia 20.1 25 21.7 1.3
Dyspepsia 12.1 0.8 14.0 0
Nervous
Dizziness 4.2 0 10.2 0
Respiratory
Pharyngitis 15.9 0 17.9 0.4
Dyspnea 15.1 4.1 234 4.3
Cough increased 9.6 0 11.5 0
Skin and Appendages
Hand-foot syndrome 50.6 23.8 0.9 0
Rash 28.5 4.2 12.3 0.4
Alopecia 19.2 N/A 52.3 N/A

The following additional adverse reactions (not in table) were observed in patients with
ovarian cancer with doses administered every four weeks.
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Incidence 1% to 10%
Cardiovascular: vasodilation, tachycardia, deep thrombophlebitis, hypotension, cardiac
arrest.

Digestive: oral moniliasis, mouth ulceration, esophagitis, dysphagia, rectal bleeding, ileus.
Hemic and Lymphatic: ecchymosis.

Metabolic and Nutritional: dehydration, weight loss, hyperbilirubinemia, hypokalemia,
hypercalcemia, hyponatremia.

Nervous: somnolence, dizziness, depression.
Respiratory: rhinitis, pneumonia, sinusitis, epistaxis.

Skin and Appendages: pruritus, skin discoloration, vesiculobullous rash, maculopapular
rash, exfoliative dermatitis, herpes zoster, dry skin, herpes simplex, fungal dermatitis,
furunculosis, acne.

Special Senses: conjunctivitis, taste perversion, dry eyes.
Urinary: urinary tract infection, hematuria, vaginal moniliasis.

Patients With AIDS-Related Kaposi’'s Sarcoma

The safety data below is based on the experience reported in 753 patients with AIDS-
related Kaposi’s sarcoma enrolled in four studies. The median age of the population was 38.7
years (range 24-70 years), which was 99% male, 1% female, 88% Caucasian, 6% Hispanic, 4%
Black, and 2% Asian/other/unknown. The majority of patients were treated with 20 mg/m? of
DOXIL every two to three weeks. The median time on study was 127 days and ranged from
1 to 811 days. The median cumulative dose was 120 mg/m?and ranged from 3.3 to 798.6 mg/m?.
Twenty-six patients (3.0%) received cumulative doses of greater than 450 mg/m>.

Of these 753 patients, 61.2% were considered poor risk for KS tumor burden, 91.5% poor
for immune system, and 46.9% for systemic illness; 36.2% were poor risk for all three
categories. Patients’ median CD4 count was 21.0 cellssmm?, with 50.8% of patients having less
than 50 cellssmm®. The mean absolute neutrophil count at study entry was approximately
3,000 cells/mm®,

Patients received a variety of potentially myelotoxic drugs in combination with DOXIL. Of
the 693 patients with concomitant medication information, 58.7% were on one or more
antiretroviral medications; 34.9% patients were on zidovudine (AZT), 20.8% on didanosine
(ddl), 16.5% on zalcitabine (ddC), and 9.5% on stavudine (DA4T). A total of 85.1% patients were
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on PCP prophylaxis, most (54.4%) on sulfamethoxazole/trimethoprim. Eighty-five percent of
patients were receiving antifungal medications, primarily fluconazole (75.8%). Seventy-two
percent of patients were receiving antivirals, 56.3% acyclovir, 29% ganciclovir, and
16% foscarnet. In  addition, 47.8% patients received colony-stimulating factors
(sargramostim/filgrastim) sometime during their course of treatment.

Adverse reactions led to discontinuation of treatment in 5% of patients with AIDS related
Kaposi’s sarcoma. Those that did so included bone marrow suppression, cardiac adverse
reactions, infusion-related reactions, toxoplasmosis, HFS, pneumonia, cough/dyspnea, fatigue,
optic neuritis, progression of a non-KS tumor, allergy to penicillin, and unspecified reasons.

Table 8: Hematology Data Reported in Patients With AIDS-Related Kaposi’s Sarcoma

Patients With Refractory or Total Patients With
Intolerant AIDS-Related AIDS-Related
Kaposi’s Sarcoma Kaposi’s Sarcoma
(n=74) (n=720)
Neutropenia
< 1000/mm? 34 (45.9%) 352 (48.9%)
< 500/mm® 8 (10.8%) 96 (13.3%)
Anemia
<10 g/dL 43 (58.1%) 399 (55.4%)
<8g/dL 12 (16.2%) 131 (18.2%)
Thrombocytopenia
< 150,000/mm? 45 (60.8%) 439 (60.9%)
< 25,000/mm® 1 (1.4%) 30 (4.2%)

Table 9: Probably and Possibly Drug-Related Non-Hematologic Adverse Reactions Reported in = 5%
of Patients With AIDS-Related Kaposi’s Sarcoma

Adverse Reactions Patients With Refractory Total Patients With
or Intolerant AIDS-Related AIDS-Related
Kaposi’s Sarcoma Kaposi’s Sarcoma
(n=77) (n=705)

Nausea 14 (18.2%) 119 (16.9%)
Asthenia 5 (6.5%) 70 (9.9%)
Fever 6 (7.8%) 64 (9.1%)
Alopecia 7 (9.1%) 63 (8.9%)
Alkaline Phosphatase Increase 1 (1.3%) 55 (7.8%)
\omiting 6 (7.8%) 55 (7.8%)
Diarrhea 4 (5.2%) 55 (7.8%)
Stomatitis 4 (5.2%) 48 (6.8%)
Oral Moniliasis 1 (1.3%) 39 (5.5%)

The following additional (not in table) adverse reactions were observed in patients with
AIDS-related Kaposi’s sarcoma.

Incidence 1% to 5%
Body as a Whole: headache, back pain, infection, allergic reaction, chills.
Cardiovascular: chest pain, hypotension, tachycardia.
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Cutaneous: herpes simplex, rash, itching.

Digestive: mouth ulceration, anorexia, dysphagia.

Metabolic and Nutritional: SGPT increase, weight loss, hyperbilirubinemia.
Other: dyspnea, pneumonia, dizziness, somnolence.

Incidence Less Than 1%

Body As A Whole: sepsis, moniliasis, cryptococcosis.

Cardiovascular: thrombophlebitis, cardiomyopathy, palpitation, bundle branch block,
congestive heart failure, heart arrest, thrombosis, ventricular arrhythmia.

Digestive: hepatitis.

Metabolic and Nutritional Disorders: dehydration

Respiratory: cough increase, pharyngitis.

Skin and Appendages: maculopapular rash, herpes zoster.

Special Senses: taste perversion, conjunctivitis.

Patients With Multiple Myeloma

The safety data below are from 318 patients treated with DOXIL (30 mg/m? as a 1-hr i.v.
infusion) administered on day 4 following bortezomib (1.3 mg/m? i.v. bolus on days 1, 4, 8 and
11) every three weeks, in a randomized, open-label, multicenter study. In this study, patients in
the DOXIL + bortezomib combination group were treated for a median number of 138 days
(range 21-410 days). The population was 28-85 years of age, 58% male, 42% female, 90%
Caucasian, 6% Black, and 4% Asian and other. Table 10 lists adverse reactions reported in 10%
or more of patients treated with DOXIL in combination with bortezomib for multiple myeloma.

Table 10.  Frequency of treatment emergent adverse reactions reported in >10% patients treated for
multiple myeloma with DOXIL in combination with bortezomib, by Severity, Body System, and
MedDRA Terminology.
Adverse Reaction DOXIL + bortezomib Bortezomib
(n=318) (n=318)
Any (%) Grade3 Grade4 Any (%) Grade3 Grade4

Blood and lymphatic system disorders

Neutropenia 36 22 10 22 11 5

Thrombocytopenia 33 11 13 28 9 8

Anemia 25 7 2 21 8 2

General disorders and administration

site conditions

Fatigue 36 6 1 28 3 0

Pyrexia 31 1 0 22 1 0

Asthenia 22 6 0 18 4 0

Gastrointestinal disorders

Nausea 48 3 0 40 1 0

Diarrhea 46 7 0 39 5 0

\omiting 32 4 0 22 1 0
Continued
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Adverse Reaction DOXIL + bortezomib Bortezomib

(n=318) (n=318)

Any (%) Grade3 Graded4 Any(%) Grade3 Grade4
Constipation 31 1 0 31 1 0
Mucositis/Stomatitis 20 2 0 5 <1 0
Abdominal pain 11 1 0 8 1 0
Infections and infestations
Herpes zoster 11 2 0 9 2 0
Herpes simplex 10 0 0 6 1 0
Investigations
Weight decreased 12 0 0 4 0 0
Metabolism and Nutritional disorders
Anorexia 19 2 0 14 <1 0
Nervous system disorders
Peripheral Neuropathy> 42 7 <1 45 10 1
Neuralgia 17 3 0 20 4 1
Paresthesia/dysesthesia 13 <1 0 10 0 0
Respiratory, thoracic and mediastinal
disorders
Cough 18 0 0 12 0 0
Skin and subcutaneous tissue disorders
Rash** 22 1 0 18 1 0
Hand-foot syndrome 19 6 0 <1 0 0

*Peripheral neuropathy includes the following adverse reactions: peripheral sensory neuropathy, neuropathy
peripheral, polyneuropathy, peripheral motor neuropathy, and neuropathy NOS.

**Rash includes the following adverse reactions: rash, rash erythematous, rash macular, rash maculo-papular, rash
pruritic, exfoliative rash, and rash generalized.

6.3 Post Marketing Experience

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

drug exposure.
Musculoskeletal and Connective Tissue Disorders: rare cases of muscle spasms.

Respiratory, Thoracic and Mediastinal Disorders: rare cases of pulmonary embolism (in
some cases fatal).

Hematologic disorders: Secondary acute myelogenous leukemia with and without fatal
outcome has been reported in patients whose treatment included DOXIL.

Skin and subcutaneous tissue disorders: rare cases of erythema multiforme, Stevens-
Johnson syndrome and toxic epidermal necrolysis have been reported.

18



7 DRUG INTERACTIONS
No formal drug interaction studies have been conducted with DOXIL. DOXIL may interact
with drugs known to interact with the conventional formulation of doxorubicin HCI.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category D [see Warnings and Precautions (5.6)].

DOXIL is embryotoxic at doses of 1mg/kg/day in rats and is embryotoxic and
abortifacient at 0.5 mg/kg/day in rabbits (both doses are about one-eighth the 50 mg/m? human
dose on a mg/m? basis). Embryotoxicity was characterized by increased embryo-fetal deaths and
reduced live litter sizes.

8.3 Nursing Mothers

It is not known whether this drug is excreted in human milk. Because many drugs,
including anthracyclines, are excreted in human milk and because of the potential for serious
adverse reactions in nursing infants from DOXIL, mothers should discontinue nursing prior to
taking this drug.

8.4 Pediatric Use
The safety and effectiveness of DOXIL in pediatric patients have not been established.

8.5 Geriatric Use

Of the patients treated with DOXIL in the randomized ovarian cancer study, 34.7% (n=83)
were 65 years of age or older while 7.9% (n=19) were 75 years of age or older. Of the 318
patients treated with DOXIL in combination with bortezomib for multiple myeloma, 37% were
65 years of age or older and 8% were 75 years of age or older. No overall differences in safety or
efficacy were observed between these patients and younger patients.

8.6 Hepatic Impairment

The pharmacokinetics of DOXIL has not been adequately evaluated in patients with
hepatic impairment. Doxorubicin is eliminated in large part by the liver. Thus, DOXIL dosage
should be reduced in patients with impaired hepatic function [see Dosage and Administration

(2.6)].

Prior to DOXIL administration, evaluation of hepatic function is recommended using
conventional clinical laboratory tests such as SGOT, SGPT, alkaline phosphatase, and bilirubin
[see Dosage and Administration (2.6)].
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10 OVERDOSAGE
Acute overdosage with doxorubicin HCI causes increases in mucositis, leucopenia, and
thrombocytopenia.

Treatment of acute overdosage consists of treatment of the severely myelosuppressed
patient with hospitalization, antibiotics, platelet and granulocyte transfusions, and symptomatic
treatment of mucositis.

11 DESCRIPTION
DOXIL (doxorubicin HCI liposome injection) is doxorubicin hydrochloride (HCI)
encapsulated in STEALTH® liposomes for intravenous administration.

Doxorubicin is an anthracycline topoisomerase inhibitor isolated from Streptomyces
peucetius var. caesius.

Doxorubicin HCI, which is the established name for (8S,10S)-10-[(3-amino-2,3,6-trideoxy-
a-L-lyxo-hexopyranosyl)oxy]-8-glycolyl-7,8,9,10-tetrahydro-6,8,11-trihydroxy-1-methoxy-
5,12-naphthacenedione hydrochloride, has the following structure:

e HCI

NH,
HO

The molecular formula of the drug is C27 H29 NO11-HCI; its molecular weight is 579.99.

DOXIL is provided as a sterile, translucent, red liposomal dispersion in 10-mL or 30-mL
glass, single use vials. Each vial contains 20 mg or 50 mg doxorubicin HCI at a concentration of
2mg/mL and a pH of 6.5. The STEALTH® liposome carriers are composed of
N-(carbonyl-methoxypolyethylene glycol 2000)-1,2-distearoyl-sn-glycero-
3-phosphoethanolamine sodium salt (MPEG-DSPE), 3.19 mg/mL; fully hydrogenated soy
phosphatidylcholine (HSPC), 9.58 mg/mL,; and cholesterol, 3.19 mg/mL. Each mL also contains
ammonium sulfate, approximately 2 mg; histidine as a buffer; hydrochloric acid and/or sodium
hydroxide for pH control; and sucrose to maintain isotonicity. Greater than 90% of the drug is
encapsulated in the STEALTH® liposomes.
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MPEG-DSPE has the following structural formula:

0
]|
HiC—0—C— (CH16~ Chg
O HC—0—C—(CHys~Ch
CHyf- 0—CH,—CH, O~ C—NH-—CH,—CH,;—O—P—0—CH, O
0

Na*

n=ca.45
HSPC has the following structural formula:

o)
|
H,C — O — C — (CH,)— CH,
|

CH, o} HC — O — C — (CH,)— CH,
| | | |

H,C — N*— CH; CHZ—O—T—O—CH2 0
CH, o)

m,n=14or 16

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The active ingredient of DOXIL is doxorubicin HCI. The mechanism of action of
doxorubicin HCI is thought to be related to its ability to bind DNA and inhibit nucleic acid
synthesis. Cell structure studies have demonstrated rapid cell penetration and perinuclear
chromatin binding, rapid inhibition of mitotic activity and nucleic acid synthesis, and induction
of mutagenesis and chromosomal aberrations.

DOXIL is doxorubicin HCI encapsulated in long-circulating STEALTH® liposomes.
Liposomes are microscopic vesicles composed of a phospholipid bilayer that are capable of
encapsulating active drugs. The STEALTH® liposomes of DOXIL are formulated with
surface-bound methoxypolyethylene glycol (MPEG), a process often referred to as pegylation, to
protect liposomes from detection by the mononuclear phagocyte system (MPS) and to increase
blood circulation time.
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Representation of a STEALTH® liposome:

MPEG-DSPE coating

Aqueous core with
entrapped doxorubicin HCI

Liposomal bilayer

STEALTH® liposomes have a half-life of approximately 55 hours in humans. They are
stable in blood, and direct measurement of liposomal doxorubicin shows that at least 90% of the
drug (the assay used cannot quantify less than 5-10% free doxorubicin) remains
liposome-encapsulated during circulation.

It is hypothesized that because of their small size (ca. 100 nm) and persistence in the
circulation, the pegylated DOXIL liposomes are able to penetrate the altered and often
compromised vasculature of tumors. This hypothesis is supported by studies using colloidal
gold-containing STEALTH® liposomes, which can be visualized microscopically. Evidence of
penetration of STEALTH® liposomes from blood vessels and their entry and accumulation in
tumors has been seen in mice with C-26 colon carcinoma tumors and in transgenic mice with
Kaposi's sarcoma-like lesions. Once the STEALTH® liposomes distribute to the tissue
compartment, the encapsulated doxorubicin HCI becomes available. The exact mechanism of
release is not understood.

12.3 Pharmacokinetics

The plasma pharmacokinetics of DOXIL were evaluated in 42 patients with AIDS-related
Kaposi’s sarcoma (KS) who received single doses of 10 or 20 mg/m? administered by a
30-minute infusion. Twenty-three of these patients received single doses of both 10 and
20 mg/m? with a 3-week wash-out period between doses. The pharmacokinetic parameter values
of DOXIL, given for total doxorubicin (mostly liposomally bound), are presented in Table 11.
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Table 11:  Pharmacokinetic Parameters of DOXIL in Patients With AIDS-Related Kaposi’s Sarcoma

Dose

Parameter (units) 10 mg/m® 20 mg/m’
Peak Plasma Concentration (ug/mL) 4.12+0.215 8.34+0.49
Plasma Clearance (L/h/m?) 0.056 +0.01 0.041 + 0.004
Steady State VVolume of Distribution (L/m?) 2.83+0.145 2.72+£0.120
AUC (ug/mLeh) 277+£32.9 590 +58.7
First Phase (1,) Half-Life (h) 47+11 52+14
Second Phase (A,) Half-Life (h) 52.3+5.6 55.0+4.8

N =23
Mean + Standard Error
DOXIL displayed linear pharmacokinetics over the range of 10 to 20 mg/m Disposition
occurred in two phases after DOXIL administration, with a relatively short first phase (~ 5 hours)
and a prolonged second phase (~ 55 hours) that accounted for the majority of the area under the
curve (AUC).

The pharmacokinetics of DOXIL at a 50 mg/m? dose is reported to be nonlinear. At this
dose, the elimination half-life of DOXIL is expected to be longer and the clearance lower
compared to a 20 mg/m? dose. The exposure (AUC) is thus expected to be more than
proportional at a 50 mg/m? dose when compared with the lower doses.

Distribution:

In contrast to the pharmacokinetics of doxorubicin, which displays a large volume of
distribution, ranging from 700 to 1100 L/m? the small steady state volume of distribution of
DOXIL shows that DOXIL is confined mostly to the vascular fluid volume. Plasma protein
binding of DOXIL has not been determined; the plasma protein binding of doxorubicin is
approximately 70%.

Metabolism:
Doxorubicinol, the major metabolite of doxorubicin, was detected at very low levels (range: of
0.8 to 26.2 ng/mL) in the plasma of patients who received 10 or 20 mg/m? DOXIL.

Excretion:

The plasma clearance of DOXIL was slow, with a mean clearance value of 0.041 L/h/m? at
a dose of 20 mg/m?. This is in contrast to doxorubicin, which displays a plasma clearance value
ranging from 24 to 35 L/h/m?.

Because of its slower clearance, the AUC of DOXIL, primarily representing the circulation
of liposome-encapsulated doxorubicin, is approximately two to three orders of magnitude larger
than the AUC for a similar dose of conventional doxorubicin HCI as reported in the literature.
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Special Populations:
The pharmacokinetics of DOXIL have not been separately evaluated in women, in
members of different ethnic groups, or in individuals with renal or hepatic insufficiency.

Drug-Drug Interactions:

Drug-drug interactions between DOXIL and other drugs, including antiviral agents, have
not been adequately evaluated in patients with ovarian cancer, AlDS-related Kaposi’s sarcoma or
multiple myeloma.

Tissue Distribution in Patients with Kaposi's Sarcoma:

Kaposi’s sarcoma lesions and normal skin biopsies were obtained at 48 and 96 hours post
infusion of 20 mg/m? DOXIL in 11 patients. The concentration of DOXIL in KS lesions was a
median of 19 (range, 3-53) times higher than in normal skin at 48 hours post treatment; however,
this was not corrected for likely differences in blood content between KS lesions and normal
skin. The corrected ratio may lie between 1 and 22 times. Thus, higher concentrations of DOXIL
are delivered to KS lesions than to normal skin.

13 NON-CLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

Although no studies have been conducted with DOXIL, doxorubicin HCI and related
compounds have been shown to have mutagenic and carcinogenic properties when tested in
experimental models.

STEALTH® liposomes without drug were negative when tested in Ames, mouse lymphoma
and chromosomal aberration assays in vitro, and mammalian micronucleus assay in vivo.

The possible adverse effects on fertility in males and females in humans or experimental
animals have not been adequately evaluated. However, DOXIL resulted in mild to moderate
ovarian and testicular atrophy in mice after a single dose of 36 mg/kg (about twice the 50 mg/m?
human dose on a mg/m? basis). Decreased testicular weights and hypospermia were present in
rats after repeat doses > 0.25 mg/kg/day (about one thirtieth the 50 mg/m? human dose on a
mg/m? basis), and diffuse degeneration of the seminiferous tubules and a marked decrease in
spermatogenesis were observed in dogs after repeat doses of 1 mg/kg/day (about one half the 50
mg/m? human dose on a mg/m? basis).

14 CLINICAL STUDIES
14.1 Ovarian Cancer

DOXIL (doxorubicin HCI liposome injection) was studied in three open-label, single-arm,
clinical studies of 176 patients with metastatic ovarian cancer. One hundred forty-five (145) of
these patients were refractory to both paclitaxel- and platinum-based chemotherapy regimens.
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Refractory ovarian cancer is defined as disease progression while on treatment, or relapse within
6 months of completing treatment. Patients in these studies received DOXIL at 50 mg/m? infused
over one hour every 3 or 4 weeks for 3-6 cycles or longer in the absence of dose-limiting toxicity
or progression of disease.

The baseline demographics and clinical characteristics of the patients with refractory
ovarian cancer are provided in Table 12 below.

Table 12: Patient Demographics for Patients With Refractory Ovarian Cancer From Single Arm
Ovarian Cancer Studies
Study 1 (U.S.) Study 2 (U.S.)  Study 3 (non-U.S.)

(n=27) (n=82) (n = 36)
Age at Diagnosis (Years)
Median 64 61.5 51.5
Range 46 - 75 34-85 22-80
Drug-Free Interval
(Months)
Median 1.8 1.7 2.6
Range 05-15.6 06-7.0 0.7-15.2
Sum of Lesions at
Baseline (cm?)
Median 25 18.3 324
Range 1.2-230.0 1.3-285.0 0.3-114.0
FIGO Staging
I 1(3.7%) 3(3.7%) 4 (11.1%)
I 3 (11.1%) 3(3.7%) 1(2.8%)
Il 15 (55.6%) 60 (73.2%) 24 (66.7%)
v 8 (29.6%) 16 (19.5%) 6 (16.7%)
Not Specified — — 1 (2.8%)
CA-125 at Baseline
Median 123.5 199.0 1004.5
Range 20-14,012 7 - 46,594 20-12,089
Number of Prior
Chemotherapy Regimens
1 7 (25.9%) 13 (15.9%) 9 (25.0%)
2 11 (40.7%) 44 (53.7%) 19 (52.8%)
3 6 (22.2%) 25 (30.5%) 8 (22.8%)
4 3 (11.1%) — —

The primary efficacy parameter was response rate for the population of patients refractory
to both paclitaxel- and a platinum-containing regimen. Assessment of response was based on
Southwest Oncology Group (SWOG) criteria, and required confirmation four weeks after the
initial observation. Secondary efficacy parameters were time to response, duration of response,
and time to progression.

The response rates for the individual single arm studies are given in Table 13 below.
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Table 13: Response Rates in Patients With Refractory Ovarian Cancer From Single Arm Ovarian
Cancer Studies

Study 1 (U.S.) Study 2 (U.S.)  Study 3 (non-U.S.)
Response Rate 22.2% (6/27)  17.1% (14/82) 0% (0/36)
95% Confidence Interval 8.6% - 42.3% 9.7% - 27.0% 0.0% - 9.7%

When the data from the single arm studies are combined, the response rate for all patients
refractory to paclitaxel and platinum agents was 13.8% (20/145) (95% CI 8.1% to 19.3%). The
median time to progression was 15.9 weeks, the median time to response was 17.6 weeks, and
the duration of response was 39.4 weeks.

DOXIL (doxorubicin HCI liposome injection) was also studied in a randomized,
multicenter, open-label, study in 474 patients with epithelial ovarian cancer after platinum-based
chemotherapy. Patients in this study received an initial dose of either DOXIL 50 mg/m? infused
over one hour every 4 weeks or topotecan 1.5 mg/m? infused daily for 5 consecutive days every
3 weeks. Patients were stratified according to platinum sensitivity and the presence of bulky
disease (presence of tumor mass greater than 5 cm in size). Platinum sensitivity is defined by
response to initial platinum-based therapy and a progression-free interval of greater than
6 months off treatment. The primary efficacy endpoint for this study was time to progression
(TTP). Other efficacy endpoints included overall survival and objective response rate.

The baseline patient demographic and clinical characteristics are provided in Table 14
below.

Table 14: Ovarian Cancer Randomized Study Baseline Demographic and Clinical Characteristics

Platinum Sensitivity

DOXIL Topotecan
(n =239) (n =235)
Age at Diagnosis (Years)
Median 60.0 60.0
Range 27 - 87 25-85
Drug-Free Interval (Months)
Median 7.0 6.7
Range 09-821 0.5-109.6
FIGO Staging
| 11 (4.6%) 15 (6.4%)
1 13 (5.4%) 8 (3.4%)
1] 175 (73.2%) 164 (69.8%)
v 40 (16.7%) 48 (20.4%)

Sensitive 109 (45.6%) 110 (46.8%)

Refractory 130 (54.4%) 125 (53.2%)
Bulky Disease

Present 108 (45.2%) 105 (44.7%)

Absent 131 (54.8%) 130 (55.3%)
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Study results are provided in Table 15.

There was no statistically significant difference in TTP between the two treatment arms.

Table 15: Results of Efficacy Analyses®
Protocol Defined ITT Population
DOXIL Topotecan
(n = 239) (n = 235)
TTP (Protocol Specified Primary Endpoint)
Median (Months)® 41 4.2
p-value® 0.617
Hazard Ratio® 0.955
95% CI for Hazard Ratio (0.762, 1.196)
Overall Survival
Median (Months)® 14.4 13.7
p-value* 0.05
Hazard Ratio® 0.822
95% CI for Hazard Ratio (0.676, 1.000)
Response Rate
Overall Response n (%) 47 (19.7) 40 (17.0)
Complete Response n (%) 9 (3.8) 11 (4.7)
Partial Response n (%) 38 (15.9) 29 (12.3)
Median Duration of Response (Months) " 6.9 5.9
 Analysis based on investigators’ strata for protocol defined ITT population.
® Kaplan-Meier estimates.
‘; p-value is based on the stratified log-rank test.

Hazard ratio is based on Cox proportional-hazard model with the treatment as single independent
variable. A hazard ratio less than 1 indicates an advantage for DOXIL.
p-value not adjusted for multiple comparisons.

14.2 AIDS-Related Kaposi’'s Sarcoma

DOXIL was studied in an open-label, single-arm, multicenter study utilizing DOXIL at
20 mg/m? by intravenous infusion every three weeks, generally until progression or intolerance
occurred. In an interim analysis, the treatment history of 383 patients was reviewed, and a cohort
of 77 patients was retrospectively identified as having disease progression on prior systemic
combination chemotherapy (at least 2 cycles of a regimen containing at least two of three
treatments: bleomycin, vincristine or vinblastine, or doxorubicin) or as being intolerant to such
therapy. Forty-nine of the 77 (64%) patients had received prior doxorubicin HCI.

These 77 patients were predominantly Caucasian, homosexual males with a median
CD4 count of 10 cells/mm?®. Their age ranged from 24 to 54 years, with a mean age of 38 years.
Using the ACTG staging criteria, 78% of the patients were at poor risk for tumor burden, 96% at
poor risk for immune system, and 58% at poor risk for systemic illness at baseline. Their mean
Karnofsky status score was 74%. All 77 patients had cutaneous or subcutaneous lesions, 40%
also had oral lesions, 26% pulmonary lesions, and 14% of patients had lesions of the
stomach/intestine.
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The majority of these patients had disease progression on prior systemic combination
chemotherapy.

The median time on study for these 77 patients was 155 days and ranged from 1 to 456
days. The median cumulative dose was 154 mg/m? and ranged from 20 to 620 mg/m?.

Two analyses of tumor response were used to evaluate the effectiveness of DOXIL: one
analysis based on investigator assessment of changes in lesions over the entire body, and one
analysis based on changes in indicator lesions.

Investigator Assessment

Investigator response was based on modified ACTG criteria. Partial response was defined
as no new lesions, sites of disease, or worsening edema; flattening of >50% of previously raised
lesions or area of indicator lesions decreasing by >50%; and response lasting at least 21 days
with no prior progression.

Indicator Lesion Assessment

A retrospectively defined analysis was conducted based on assessment of the response of
up to five prospectively identified representative indicator lesions. A partial response was
defined as flattening of >50% of previously raised indicator lesions, or >50% decrease in the area
of indicator lesions and lasting at least 21 days with no prior progression.

Only patients with adequate documentation of baseline status and follow-up assessments
were considered evaluable for response. Patients who received concomitant KS treatment during
study, who completed local radiotherapy to sites encompassing one or more of the indicator
lesions within two months of study entry, who had less than four indicator lesions, or who had
less than three raised indicator lesions at baseline (the latter applies solely to indicator lesion
assessment) were considered nonevaluable for response. Of the 77 patients who had disease
progression on prior systemic combination chemotherapy or who were intolerant to such therapy,
34 were evaluable for investigator assessment and 42 were evaluable for indicator lesion
assessment.
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Table 16:  Response in Patients with Refractory® AIDS-related Kaposi’s Sarcoma
Investigator Assessment All Evaluable Evaluable Patients
Patients Who Received Prior
(n=34) Doxorubicin
(n=20)
Response”
Partial (PR) 27% 30%
Stable 29% 40%
Progression 44% 30%
Duration of PR (Days)
Median 73 89
Range 42+ - 210+ 42+ - 210+
Time to PR (Days)
Median 43 53
Range 15-133 15-109
Indicator Lesion All Evaluable Evaluable Patients
Assessment Patients Who Received Prior
(n=42) Doxorubicin
(n=23)
Response”
Partial (PR) 48% 52%
Stable 26% 30%
Progression 26% 17%
Duration of PR (Days)
Median 71 79
Range 22+ - 210+ 35 - 210+
Time to PR (Days)
Median 22 48
Range 15-109 15-109

? Patients with disease that progressed on prior combination
chemotherapy or who were intolerant to such therapy.
® There were no complete responses in this population.

Retrospective efficacy analyses were performed on two studies that had subsets of patients who
received single agent DOXIL and who were on stable antiretroviral therapy for at least 60 days
prior to enrollment and at least until a response was demonstrated. In one cooperative group trial
that was closed early due to slow accrual, 7 of 17 patients (40%) on stable antiretroviral therapy
had a durable response. The median duration was not reached but was longer than 11.6 months.
In another trial, 4 of 11 patients (40%) on stable antiretroviral therapy demonstrated durable
responses.

14.3 Multiple Myeloma

The safety and efficacy of DOXIL in combination with bortezomib in the treatment of
multiple myeloma were evaluated in a randomized, open label, international multicenter study.
This study included 646 patients who have not previously received bortezomib and whose
disease progressed during or after at least one prior therapy. Patients were randomized (1:1 ratio)
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to receive either DOXIL (30 mg/m? as a 1-hr i.v. infusion) administered on day 4 following
bortezomib (1.3 mg/m? i.v. bolus on days 1, 4, 8 and 11) or bortezomib alone (1.3 mg/m? i.v.
bolus on days 1, 4 , 8 and 11). Treatment was administered every 3 weeks. Patients were treated
for up to 8 cycles until disease progression or the occurrence of unacceptable toxicity. Patients
who maintained a response were allowed to receive further treatment. The median number of
cycles in each treatment arm was 5 (range 1-18). The baseline demographics and clinical

characteristics of the patients with multiple myeloma are provided in Table 17 below.

Table 17  Summary of Baseline Patient and Disease Characteristics

DOXIL + bortezomib bortezomib
Patient Characteristics n=324 n=322
Median age in years (range) 61 (28, 85) 62 (34, 88)
% Male/female 58 /42 54/ 46
% Caucasian/Black/other 90/6/4 94/412%
Disease Characteristics
% with 1gG/lIgA/Light chain 57127112 62/24 /11
% B,-microglobulin group
<2.5 mg/L 14 14
>2.5 mg/L and <5.5 mg/L 56 55
>5.5 mg/L 30 31
Serum M-protein (g/dL): Median (Range) 2.5 (0-10.0) 2.7 (0-10.0)
Urine M-protein (mg/24 hours): Median (Range) 107 (0-24883) 66 (0-39657)
Median Months Since Diagnosis 35.2 37.5
% Prior Therapy
One 34 34
More than one 66 66
Prior Systemic Therapies for Multiple Myeloma
Corticosteroid (%) 99 >99
Anthracyclines 68 67
Alkylating agent (%) 92 90
Thalidomide/lenalidomide (%) 40 43
Stem cell transplantation (%) 57 54

The primary endpoint in this study was time to progression (TTP). TTP was defined as the
time from randomization to the first occurrence of progressive disease or death due to
progressive disease. The combination arm demonstrated significant improvement in TTP. As the
prespecified primary objective was achieved at the interim analysis, patients in the bortezomib
monotherapy group were then allowed to receive the DOXIL + bortezomib combination.
Survival continued to be followed after the interim analysis and survival data are not mature at
this time. Efficacy results are as shown in Table 18 and Figure 1.
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Table 18  Efficacy of DOXIL in combination with bortezomib in the treatment of patients with multiple
myeloma
Endpoint DOXIL + bortezomib Bortezomib
n=324 n=322

Time to Progression®

Progression or death due to progression (n) 99 150
Censored (n) 225 172
Median in days (months) 282 (9.3) 197 (6.5)
95% ClI 250,338 170;217
Hazard ratio® 0.55
(95% CI) (0.43,0.71)
p-value® <0.0001

Response (n)* 303 310
% Complete Response (CR) 5 3
%Partial Response (PR) 43 40
%CR + PR 48 43
p-value® 0.251

Median Duration of Response (months) 10.2 7.0

(95% CI) (10.2;12.9) (5.9;8.3)

a

. Kaplan Meier estimate.
advantage for DOXIL+bortezomib.

¢ Stratified log-rank test.

¢ RR as per EBMT criteria.

¢ Cochran-Mantel-Haenszel test adjusted for the stratification factors.

Hazard ratio based on stratified Cox proportional hazards regression. A hazard ratio < 1 indicates an

Time to progression outcomes were consistent with the overall result across most
subgroups defined by patient demographic and baseline characteristics. There were too few
Blacks or Asian patients to adequately assess differences in effects for the race subgroup.

Figure 1- Time to Progression Kaplan-Meier Curve
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HOW SUPPLIED/STORAGE AND HANDLING
DOXIL (doxorubicin HCI liposome injection) is supplied as a sterile, translucent, red

liposomal dispersion in 10-mL or 30-mL glass, single use vials.

Each 10-mL vial contains 20 mg doxorubicin HCI at a concentration of 2 mg/mL.
Each 30-mL vial contains 50 mg doxorubicin HCI at a concentration of 2 mg/mL.

Refrigerate unopened vials of DOXIL at 2°-8°C (36°-46°F). Avoid freezing. Prolonged

freezing may adversely affect liposomal drug products; however, short-term freezing (less than
1 month) does not appear to have a deleterious effect on DOXIL.

The following packages of six individually cartoned vials are available:

Table 19

mg in vial fill volume vial size NDC #s
20 mg vial 10-mL 10-mL 17314-9600-1
50 mg vial 25-mL 30-mL 17314-9600-2
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17 PATIENT COUNSELING INFORMATION

Patients and patients’ caregivers should be informed of the expected adverse effects of
DOXIL, particularly hand-foot syndrome, stomatitis, and neutropenia and related complications
of neutropenic fever, infection, and sepsis.

Hand-Foot Syndrome (HFS): Patients who experience tingling or burning, redness, flaking,
bothersome swelling, small blisters, or small sores on the palms of their hands or soles of their
feet (symptoms of Hand-Foot Syndrome) should notify their physician.

Stomatitis: Patients who experience painful redness, swelling, or sores in the mouth
(symptoms of stomatitis) should notify their physician.

Fever and Neutropenia: Patients who develop a fever of 100.5°F or higher should notify
their physician.

Nausea, vomiting, tiredness, weakness, rash, or mild hair loss: Patients who develop any of
these symptoms should notify their physician.

Following its administration, DOXIL may impart a reddish-orange color to the urine and
other body fluids. This nontoxic reaction is due to the color of the product and will dissipate as
the drug is eliminated from the body.

Manufactured by:
Ben Venue Laboratories, Inc.
Bedford, OH 44146

Distributed by:
Ortho Biotech Products, LP Raritan, NJ 08869-0670

{Package Enq.: To Add OBI Logo Here}l

An ALZA STEALTH®
Technology Product

STEALTH® and DOXIL® are registered trademarks of ALZA Corporation.
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HZ FEROF 1 LR3I TEFETSHZ &, DOXIL & O bortezomib Hf A5 I ELEH 2 5 4
12777, Bortezomib HEM OVHELTIZOWTIE, SETCOLGTIEREZ SO Z &,

# 4: DOXIL+bortezomib ffAFEDHELE

BEDIREE

DOXIL

Bortezomib

FE>38°C K Y ANC<1,000/mm’

BV A 7 LDFE 1 BB ORFELE O
Wiho R

/M $<25,000/mm®
~NEZE <8 g/dL
ANC<500/mm’

7 L— K 3 X% 4 OIFMAEF: RS
e

el B T MRS S AR Ao e e 7

¥4 BRIz OV A 7 V05 21T
bip N2 b, B4 LKL, KE
HE% 25%HET 52 &,

B4 HallZZ oA 2 vokt %17
biRnZ b, 54 BLRIE, ik
D 7= bortezomib % & L 7=
&, TO®ROYA 7 NLVOREIH®EE
25%ET D 2 L,

Grade <2 (Z[FIH 35 £ TH 5T,
FILIEDOE G-I T 25%REd %
Nalp

MELHER L,

WEIHEZ 25%BET D2 L,

BhH LWz e, 1| A 27T 2 [H
PLEDOBE#ITIbRWES, T
PIEDY A 7 VO R EE 25%ET
Z):ko

Grade<2 2725 £ T&RE5HET, £h
DI D5 134T 25%HRT 5 =
CEO

MR EEE R AT HREOMAE
ZEF L, bortezomib DFLE T OULTF
HHweazBoOZ L,




26 HEEEERE

RS RERE F B 12695 DOXIL Ofiff HfRERIZIRE ST\ 5D, R Ve s R ORERIZ
HEOE, CULEVENUTOLIIC EF LA, DOXIL #&ET 5 2 E8#ESE S5, 1
HE VA E YN 1.2~3.0mg/dL OE: W ED 1/2, >3 mg/dL O%E: EEEO 1/4

Z RN RN (TR D B 22 EDOFHRIIAF TE TR,

27 BIRNBEEDO-HORE
10 mL /34 7 /UL R VL ey R 2 2 mg/mL OJRET20mg 5 H T D,

30mL A 7VE R Y ey R % 2 mg/mL ORE T 50mg ZH T 5,

B 58N 900 mg £ TOHE, HGITHhN D, #EO DOXIL % 5%~ K7 BEE 4] (USP) 250 mL
THRT D, HEENIOmg #2556, BGITESLD, &8O DOXIL % 5% 7 N7 EH A
(USP) 500 mL CART %, DOXIL (ZIFERAFAISUTHEEHI & TR T2, MR EEZ bk
P52 L, AR O DOXIL 1% 2~8°C T L, 24 BEUINICER G325 2 L,

AVTAVTANE—LIT—BER L2 L,

il DFAN LITIRA LT &,

5%7 RO AILIAOFRBA & 13RI L2 L,

RUVAT N a— i EOREREFER LN L,

DOXIL |3 i Tld/e <, FEPATHREAD Y R Y — L5058 TH 2,
WIR K ORZEDIFR THER T R2WEEa 2 RE, &GRS, WIS HIRWE K OB GHR7R
W E ) MBRRELZITY, WEY XIEMDB S 555 IR LN &
AT A > ORERBENIE LITEET 5 Z &,
28 BEUGRYKLRUTLRSOHE

DOXIL OHLY o L OREITEERICATA2 9 Z &,

FREFEAT L L,

DOXIL A3 B Ji AR il 7= 5580, 3 <Ichm e ik TR <iEd 2 &,

DOXIL [3HIE & A7e L, EHNERZRET 2 X 5 ICEET 52 &, DOXIL OFRNEESE-T
%, HEASFOWF| TIIEN FICR DA TH - Th, filE UIBUEOFEICE b &9, &4
WEHRETDBENNH 5, BHMEHOEEAER I E CGE81E, EAZEZELICHIEL, o
FRCHBT 2 Z &, DOXIL IIFHARNXIIE TRE T&RE L TRz b v,

DOXIL 1 D FUEA] & R 22 FiE TR $Vy, BTS2 L, EZRICBE LTIV 2o b A
NI A b [IRELH) DB (15) 2H],

3. Fif R U SR E
® 20mg/10 mL fiEWEI Y A T L

® 50mg/30 mL EVEID 31 T L
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4. E=y

DOXIL (R VL dasts VAR Y —AERFD) 1L, (kD N3 VL o o s i),
X DOXIL D%t U CRBUES IS DT 2T 5 BEINIBERTH D [[EER O Fo
TR DO (5.2) M,

£, RAWICIERTHD [[FFELEEH~DMEEN] ) DE 8.3) ZH],

5. ZERUERLDIEE
51 iDhEH

RE Ve RO R G B BE T 2 DR EICRHICER T2 2 &, FRZ, R¥ VL
B OMBRE G BENFERE SN TSR RKETH S 550 mg/m” 22 5 HBETIE, AtL
ERENEBTLHEEND D, £72, BEICHER ICHEBRBE N TR2bR T 5 B,
cyclophosphamide 2 DLOEAEANZ LENEE L OIAZHEH L TV D EEFICB VWL, LV Ey
BRI GE (400 mg/m®) TORENFHT D2 L0355,

R GRORETEIZIE, tho Anthracycline 5234 X 13 anthracenodione & 3EA| D RIVEE DR
H8&%EW5H Z L, Anthracycline R3¥EA|OE G- HIEZIZ 9 o ML LA UTOIENFEELT 5 Z
ENRBH Y, DEREB OB 249 5 BEICK LTE, DOXIL OiR#E_EOARIED G %
EREZGEOHREET DL,

DOXIL ## 53 5 B# T, OiEAZEEICE=% Y /95 Z &, Anthracycline AZEA| DL
RGO b B 7o RAEIE, DNBLOAERMR TdH 5, Anthracycline R FEFNEH O LMEREDE
=X Y U7, flobhEa—ERw VT — MR A X Y L EOFIERRAVWLITE
D, DOXIL # 5B OBEN 2 LEEZT=2 ) U 7T 58, b0 FEOWTRE F
HZ L, INOOMREEELY, AANCEET 2 LBHEEO FTREMEN R SN D HEIL, 1E#FE
Mg 2RI DR OERIEE BRI 22058 9 oy, HEEICHRHNT D Z &,

WEATPERLE B 2t e & L 7= BR R BRIC I8N T, 250 Il ok 12 B 4G & 50 mg/m” T 4 8 =
&1 DOXIL %245 L7z, ©T® Anthracycline /3|0 B 58 450~500 mg/m® 1% 500~
550 mg/m* (2331 % DOXIL MLEYERE DO LY 2 713 11% Th -7z, ZORBRICBVT, L
PR &I, R /E BRI (LVEF) 23 ER#IPIZE £ > TWH5E 121, BGFIERTRE RN D 20%
ZHZ DIET, &2 WILLHHRF LVEF 885 (s NIEF P FRZ TEID) Lo 5E81Tid,
B GBRLARIRE RO 10% 2 B2 2K FE LT, EF L, A= (LVEF) ICL > THESN
DR N o P LAR4 (CHF) ST 57— % 2% 510577,

= 50 EATHEILERRRE

DOXIL (n=250)

DEMERBIYERE (LVEF #1iE) 10
DM (CHF Ok OYERH 0) 0
LEME (CHF O R OYEk 72 L) 10

CHF D5 Jz QIR D B DR ER 2

LRV HIEICE T 5 BAEA(LRBR T, DAL XU b (DERE, LAE, AERE,
9 oMt LAE, B OAE, SPEREIE L OWHEE) O3B 1T DOXIL+bortezomib % 5-#f
& bortezomib HAME G- HE & O TRIERIZ 3% TH o772, LVEF K FIX, X—RA T A 0 5H>15%
D Haxr IR T T hE X N IEF &G TR H>5%IKF & LT, EF L, ERRERICLD,



bortezomib ¥ 5 FEDHERZE 25 4 (8%) & 1N DOXIL+bortezomib Ef D #ERE 42 4 (13%) |2 LVEF
KTFERDT,

5.2 Infusion Reactions

VR 2 LI B ER 12 B\ T DOXIL % # 5 L7285 D 7.1% T, 2% Infusion reaction 2315
INTWD, ZNOORISIE, WL, BYl, BmIER, 5m, B, MHmE, &, Rl
PRk, WHEHEAHOEE, FEEN, HEAR, # O RE, FE, T —8, K, KJESIRE, WWE, M
W%, AR 72 & OBMIEARBUC L0 FEAT O, ZhDORIGIE, 1§& A EOERE
WZBWTE G I THERFENS 1 HTHEARL, £, HABEELZES 52 & THKT HHERE
HIEOHNTVD, ZORBRIZIBW T, DOXIL % 5-% 52 1 72145 2 #1] (0.8%) 7% Infusion reaction
D722 DOXIL OF 5% Wik LTz, BRRRERIZI N T, = XBFE A R O A ERER 6 61 (0.9%)
M OVE TSR 13 1] (1.7%) 73 Infusion reaction ® 7= 12 DOXIL O 5-Z H1 1k L=,

P, EECTEMEBENTE LIIBGIHART LAX—/TF 7 4 % — RGN HE SN T
WADT, ZOX D %ERIZEIT 5 Infusion reaction NFEL L7-3HE 12K 2, 1BED =8 DIEH|
CRBEELZTIHEHTEAL I ICEH L TERBL 2 L,

Infusion reaction B HER DL < (FWEIHR GRHIHN D, FROINIE, RO RE Yy e v
WA ClIME STV 2R, 245 <, DOXIL U R Y — A XITZ DEEMT D 1 D5 5 K
THA A9,

F7o, HEERFIZEIT S Infusion reaction DfEMMEZ fe/NRIZT 572, DOXIL [I## 1 mg/min
TERETHZ L [T Hd) OE 2) K,

53  EReilsl

EHEIH 23 TS D ATREMEDY B D 72, DOXIL MM O TOREIL, BMmERE, 4FEk,
i/ iEk, ~® 7w el ~~ b2 Uy MES, mMEFRREMEZEEICT=4) 754
IR D, HELHR G A 7 ¥ 20— W2\ T A MLEREAE (Tl H it T d 5 23, g,
D D WVITMREGIR OER, TWRALE LD ZLndb 5, BEOERIMG SR 5 & EE
Gy, AFEREDMETEEN, I A S TR TN D Y, FE A PR E O P BLRF o B E
WX oGPk, RO, FNISEICESTHEF b HE SN TN D,

DOXIL (I fh o HrAEE OBt 2T 282 N0 H 5, Ko, BREMH Z2 A3 5 hoH L
DOXIL #ffH L723561213, MiEmENEmIN BEZEN1H 5,

PRI B ABRE IC B W TR D LT EREIHNE, 12 & A EOGE R SHRRE Th -
oo 3 DOHMBEREBR THRO ONICMRFIAEEFRO I L, KbEBEEICRD N FRIT
2 (52.6%) T v, Z DA, [ MLERFME [WBC < 4,000 mm®] (42.2%) , f/MIEAME (24.2%)
B ERIBDE [ANC<1,000] (19.0%) 23788 Hiviz, MAELALRER TR LN MiRFHA EF
G0Hh, RLEHEICRDONT-FRITEM (402%) THY, Tof, AMmEEDE [WBC
<4,000 mm’] (36.8%), i HERIBAME[ANC < 1,000] (35.1%), H/IMIEAME (13.0%) 2338 &1L
Te [[HFEFES) OHE (6.2) M,

F 77, FEFRMEIREE R D 4.6% M IMEREL & 4l D 72912 G-CSF (5 DL GM-CSF) D& 5- %%
= [T - A DIE (2.5) B,

T A ABE A AR Y A EGERE TIE, HIV BSOS EORFIS LD, RGBT &8 B
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MEIBROBND Z ENEL, FHIHNHERARETHS 20 mg/m®] THERIREHEETHS &
Exohd [[HEFFHFSL) DH (6.2) M), A XEED R REERE IR L ZBOHLNLD
AEFLIIAMEKBAE TH Y, Bl O M/ MO EIZ DWW T S [FERICEORBR TSN D,
FBUMIE 1 5% DHERFT TG DAL, 0.7%DHEERE 1L [possibly (BH#2H 5708 Liv7evy) | X
I% Tprobably related (B2 6 BEEBH V)| LfESNTZ, 2ok, 1161 (1.6%) 23EHEHH SLLTF
HRERJAME D 72 DI ZFRBR 2 Ik L7z,

DOXIL } (¥ bortezomib {f % 5-% 52} 7= Z VB BEIE LS OB BEMHNICEET 57— % 2% 10
\OORT [THEFEZ) DIE (6.2) B,

54  FRIEMRE (HFS)

B985 D AR 2 L ERBR I I T 4 8 2 & T 50 mg/m” O DOXIL ¢ 5-% 52 13 7= R E D 50.6%\C
HFS (JEAR, &9, HBE, £7- 8 OWEBRE TIITEOREOWE 2 KM E 5 F5 - RIEDK
7)) DR m%h 95 23.8%7° Grade 3/4 Th o7z, 104 (4.2%) OHERF A HFS XL &
FMED =D G- & 1k L7z, HFS #PE0 Grade 1Z EFeoi@ 0 T o [ - i) DHE (2.5)
D HFS Grade DiEZEZIH ],

DOXIL 20 mg/m* % 2 # = & \Z#¢ 5 Uiz RBH D R AIEGER A 705 610> 5 5 24 il (3.4%)
[ZHFS 3 %HLL, 361 (0.9%) 23#h%F 1L,

S 96 BB D SR 2 AL EREBR T1E, DOXIL 30 mg/m® % 3 Z & (S G- L 7= #BRE D 19%|2 HFS
DIFEHL LT,

HFS (356 E DA 2~3 VA 7 MVBICHHT 0, BHICRBT LIt bboTa, 1IZEA LD
B O HFS 13 ECTH Y, 1~2 HWELUNICHEAT 2720, 15R 2 EWIREE S &2 023700,
72720, HFS 2> ha—n OO HEOEFE RO NI Z b0 D [[HE - k) 0B (2.5)
2], —HOBFEIZEB T, HFS IXEEIZ/2V, KN ZHEESE DL 2 EICR D ERH 0, B
Hka8Ey5 2655,

55 HHHRESY I—ILRE
RIS, DOXIL I XL D) a— Vs 4 Ui,

56 JRRFECE
HE AT 3Y —D

DOXIL {34 c Be 5 L2356, IRIBOEMICEEL 5 2 2 RN H 5, TR M % k5
L L e T4 ﬁﬁéﬂt%@ﬁ%iﬁbﬂfk%# DOXIL ZiHRFICHER T 256, 2
NI IR L 72550120, RIS BN R STRRER S S Z L2 BB 22 L, £,
ImMLﬁﬁﬁwm@@ﬁwﬁum IR L723580%, SEAIO R AEWZ L 2B E LT il
72 572\, HEHR ATEE 72 22 M1 DOXIL $5-, H%%#éiommﬁé:k[%ﬁﬁﬁhwﬁ
M) DE (8.1) 2H],

57 HEitoH

DOXIL 10D RV LB L, OFuEA 0@t EmT 282003 H 5, 1RO RV 1y
VR HE BN 12 B W T, Cyclophosphamide (2 X ¥ 7% %8 & U 2 H i P4 s i 28 oo B8 7, KON
6-Mercaptopurine D fFEMEDHE TR HE STV D, Fo, BURBRC L0 FHT S0, KR, FZ
JE KR OWFIIZ )3 2 8ER, R¥ Ve BRI L VRS- L oRE bR ST 5,



58 E=A2YVY: BERRE
MR E A & e M ERE E 2 HENICITV, DOXIL OB E/ICIIMTIT 2 & [[2ZE4 % O
M EDFEE ) DH (5.3) M,

6. FHERD
6.1 2£FFERKITOT7AN
AT S ORIOTTREMIC T RA ERUSIC DN TR~ 5,

® Lk [TEER O FoEE) OE (5.1) 2]

® Infusion reactions [/ Z& K OEH LoVEE ) DHE (5.2) 4]

o ERuINH [/ELR M FoEE) OB (5.3) 2]

® FIRIEMERE [[ELR O EOEE) OB (5.4) ZH]
DOXIL &G LN L5 —RIRAFEMIST, &L, 7, FBE, El, AWK, TREH,
TR, R, BACRIR, FRIEGERE, R K OUFHEREAE, M/ REAET NSRBI T D,
DOXIL #5280 b 5 I & — AR B E £ 6.2 HICFLHT 2,

DOXIL ¢ 5-85 1,310 4 OE2MT — % OWNGRIL, INHEJEESE 239 4, A ABEHE D R VR E
B 753 4 M ORI E BRI R 318 & CH D [T HfFiRIZ 17 S5 ER ) DIHE (6.2) 2/,

6.2 BRARICEITIAERIG

RTINS R FCHEM SN D 72D, £ 2 TRO LN LA EFC 2 EHE, MORK
AR TORIIR & 5 2 L3 TE T, KRB TRw bV IR 2 KB L7 W ATRENE D &
60

DOXIL Ff PR #RER CTORBLEE M OV o XD R P AEEE I3 b - A ER S TRISRT,

INEEEE

MVEBL S % dA A — 7 VR BRC DOXIL (R VL vy VIR U AR Y — AESAD
50 mg/m* D 4 WL DG E IR 4 22— 2 IV RE 239 Bl A ReNET — 21T
FLOEY Th b, AR THEE X DOXIL & 5% i Jufi 98.0 HREI= T 7= (FiPH:1~785 H), &
B ek RAE MW BRE OAFM I 27~87 i, HEAR 91%, BEAAFE 6%, A=y 7 ZRROZED
3% TH o7,

Topotecan %z %} Fft & L 7= DOXIL fE/E 2 bikEk 2 &8s SN2 ik A E5 %R 6 1277,
K6: JEBHREZLZNR L L2 BEALRRTRE SN -AERG: MIRFHRE

DOXIL Topotecan
(n=239) (n=235)
T BRI E
500 - <1000/mm’ 19 (7.9%) 33 (14.0%)
<500/mm* 10 (4.2%) 146 (62.1%)
# if
6.5 -<8 g/dL 13 (5.4%) 59 (25.1%)
<6.5g/dL 1 (0.4%) 10 (4.3%)
i NS SiE
10,000 - <50,000/mm® 3 (1.3%) 40 (17.0%)
<10,000/mm* 0 (0.0%) 40 (17.0%)

10
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RIZ Topotecan % xf R & L 7= DOXIL MEAELALFRER) DS SN IEMRFIAEILER 712
Y,

R 7: IIREERE 2 /R L LT EEALRBR THRE ShcAERIG: FRMEARIRE

FEHLH 10%LL Lo DOXIL (%) Topotecan(%)
FE MR 00 5 S (n=239) (n=235)
4> Grade Grade 3~4 4> Grade Grade 3~4
PEEE
) RE 40.2 7.1 51.5 8.1
FEEL 21.3 0.8 30.6 5.5
R 14.2 3.8 3.4 0
HEE 11.7 1.7 10.2 0.9
Y 11.7 2.1 6.4 0.9
SHTA 10.5 0.8 14.9 0
THIEAFR
L 46.0 5.4 63.0 8.1
AN 41.4 8.3 15.3 0.4
g 32.6 7.9 43.8 9.8
TR 20.9 2.5 34.9 42
BERIR 20.1 2.5 21.7 1.3
WL R 12.1 0.8 14.0 0
PRER
FEED FE 42 0 10.2 0
PR 557
MAFE 2% 15.9 0 17.9 0.4
IR ] 15.1 4.1 234 43
NIk H 0 9.6 0 11.5 0
K - B
FRIEERE 50.6 23.8 0.9 0
K95 28.5 42 12.3 0.4
i B AE 19.2 N/A 52.3 N/A

4 WL TCBEINEINEEEBREICBWT, UTOAERE (FITREITWHRY) 280
s I,

RBWE 1%~10%
Aol B MESRR, BNR, PEESIARPERRA, (RILE, OfE IR

HibaF NEE=Y 7, APPSR, ik, RS, Epitn, ro =
MR ONY 7 35%: BRI H i

e - RFFEZ B, RERD, SeVLEUIE, K87V 7 AME, &5y w AiE,
K7~ U v ALE

AER IR, FEIED EV, 9O
IR 77 %, Wizk, ElslEd, st

S - (B T OFEIE, BEAG, /INKEAKENRZ, BRRILBREE, FIGIERER,
Wi, KOG, B~ HEERER, ©olEE, K&

FFAE/ECIE: ARG, BRTEMIGE, IRECM

RAAAF RGBS, MR, BT Y =T A

11



IA XABAEHROAEERE

TA AR D R WERE ISR DR T — 21X, DOXIL O 5 %% )7 4 i&kBr, 3t 753 f
rXoEonTtnsg, EiEMOFEERFRMIL 38.7 i (FiPH24~70 %), BYE 99%, LMt 1%, B
B NTE 88%, B A= 7% 6%, BEANEA%KDET T R/IEOM/AH 2% TH 7=, KEHD
PeBrE 126k LT 20 mg/m® @ DOXIL 78 2~3 3 = & TG S, B G- HIR oo Rl 127 B (P
~811 H), BRER G & T RAEIL 120 mg/m® (#iPH: 3.3~798.6 mg/m®) T - 7=, £7=, 26 i (3.0%)
DYRF T TIE, 450 mg/m’ B2 5 BRHREETH T,

ACTG DRI BERYETIT, Lna%&%ﬁ% 753 B, REEEIZET 508 T 61.2%D#ERE I
EWERRPED TR DA, o R R IVHE T 91.5%, EHPEREBICEIT 508 T 46.9%I 0
FERREE 3 E N E RO BTz, if_, na3 VRO TITH YT 28RE 1L, 362% ThoTo, &
PeBRE 2R D CD4 BB T 21.0 ff/mm’® TH Y, £7-, #ERE D 50.8%I% 50 fH/mm’ K T
B o1z, B O LT ERE O FHIEIEAY 3,000 fH/mm’ TH -7,

ek S TR 1) L, DOXIL & OOFAIC X 0 BBEEtES I 2 al et o & % 3175 A
ST, OFRIZEICBIT 216 HmE A5 693 BIOHERF D 5 5, 58.7%I2 1 L Loty bu o
VARG SN T- (Zidovudine (AZT) :34.9%, Didanosine (ddl) :20.8%, Zalcitabine (ddC) :
16.5%, Stavudine (D4T) :9.5%), 85.1%DHERAIZ PCP TR KRGS, €D%< (54.4%)
I%, Sulfamethoxazole/Trimethoprim T&h -7z, F7= 85% D EF ICH ERE A (£ & LT
Fluconazole:75.8% ) , 72% D # Bk #& (2 Ht 7 A /b A #  (Acyclovir: 56.3%, Granciclovir:29%,
Foscarnet:16%) 23 ZLEHNIEE Sz, 7285, 47.8%DHERF IZx L, IRFMIMPIC =2 7 =—Hfili%
[KI-¥- (Sargramostim/Filgrastim) 235 Z417-,

T A AR ARV RERERE D 5%, BEKCOTEDEGHILCE ST, PIkicE - FES
L0L, BEEIH, O MmE R OAER, Infusion reaction, ¥ Y 7T A~IE, FRIEERE (HFS),
HFIJJ(, UK - PR IRIEE, 55T, PLARRRSE, FEH AR VREOHEE, X=2 U T AT L F—,
LK OTHOHEBTH -7,

£ 8 A AEEY R HERRE TRE SNAEAERS: LIKREHORE

BRI K L CEEIRME TH - 72y,

BEFRETH o= A AHS X f‘:/r A B N
peE AR A%
(n=74)

T R BRI i

<1000/mm® 34 (45.9%) 352 (48.9%)

<500/mm’ 8 (10.8%) 96 (13.3%)
1

<10 g/dL 43 (58.1%) 399 (55.4%)

<8 g/dL 12 (16.2%) 131 (18.2%)
MR iE

<150,000/mm?® 45 (60.8%) 439 (60.9%)

<25,000/mm’ 1 (1.4%) 30 (4.2%)

12
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£9: TA XEED R VHBEHERE THRE SN RRBERPEE TEROBMEFNAERIG: (BEREE

>5%)
BERG mﬁﬁmﬁbfﬁﬁﬁ?h?ﬁm, o4 X
BDBERETH T A X S -
o MEOABEREA
(n=77)
L 14 (18.2%) 119 (16.9%)
I ) E 5 (6.5%) 70 (9.9%)
FEEL 6 (7.8%) 64 (9.1%)
Jii B AE 7 (9.1%) 63 (8.9%)
TNV RRT 7 2 —E 1 (1.3%) 55 (7.8%)
A 6 (7.8%) 55 (7.8%)
T 4 (5.2%) 55 (7.8%)
RS 4 (5.2%) 48 (6.8%)
AlEE Y =74 1 (1.3%) 39 (5.5%)

oA X R Y P E R AL
iz,

FBHE 1%~5%

BWT, UTD (FBIRENTWARW) AERSHBINGHS S

ELIEA R, HRVE, S, 7LV —ROG,

Aol B TR, R, SRR

SIGIN: BRIV, 85, X D PR
THIE#R: APERERK, RN, W RS

1Ll - 3%

M2 ILIE GPT ¥, RERD,

T O WRINEE, ik, FREMED v, IR

FBER 1%RiE
==

OB F IMARPERRIRSS, DAVEE, BE, W e v 7,

EXER NI
TH LR I
TR - SRR ik
PP R WRWKHEIN,  THEA S
KNG - (1

FFARLECTE: RTEIEISE, IR
SHRIEBREESRS
ZRMEHEEH BT D L4E

D BUigE, £V =T7E, 7 U7 =y I RE

C2 R NTRZ2 N &7 N OV

T — 2%, BEXBA—T v ZHik
bortezomib (%5 1, 4, 8 X T* 11 HIT 1.3 mg/m’ FRAN AR —F 2 5.) #5H

EE U LY MR

9 oML A, EIE, ARE, D

E%f %4 HO
12 338 =& » DOXIL

13



5 (30 mg/m® & 1 BERE /) THARPIIEA) 22 0 -8RE 318 il L v B b nTwb, itk
Tl%, DOXIL+bortezomib Hf FHREGRERF 1X, Al 138 H OG- A% T 7 (HiH: 21~410 H), k
FAE I B O PR IE 28~85 5K T, B 58%, 2otk 42%, HEAFE90%, BAAFE %KDY, T
T R/ DM A% T H o 7o, LM EHEIZ 3T D DOXIL K& O bortezomib {Jf F % 5-#¢5x 5 @ 10%
PLEN A SNTZAFRICZR 10 12787,

% 10: DOXIL K& T\ bortezomib fEf ¥ 5 % 5% 1) 1= 2R B BEIEHBRE>10% 1N O RESINIEEEE LA
ERIGORBRAR (BEE, BEIKRSEKL O MedDRA AFEICL D)

HERRG DOXIL+bortezomib Bortezomib
(n=318) (n=318)
4 Grade (%) Grade3 Grade4 % Grade (%) Grade3 Grade 4

ME KDY > 735R

I HRERIS i 36 22 10 22 11

M RIS i 33 11 13 28

2. 25 7 2 21
£HEER RS RETRE

95 97 36 6 1 28 3 0
FEEN 31 1 0 22 0
I 9% 22 6 0 18 4 0
BIREE

TN 48 3 0 40 1 0
T 46 7 0 39 5 0
IR - 32 4 0 22 1 0
(EEA 31 1 0 31 1 0
FEREDE/ 1T N 2% 20 2 0 5 <1 0
HIR 11 1 0 8 1 0
BYYER & OF 4 HE

HREE 11 0 2 0
Biffi /L2 10 0 0 6 1 0
BRRRE

RERD 12 0 0 4 0 0
REMROGREE

BRI 19 2 0 14 <1 0
R RIEE

AR it 42 7 <1 45 10 1
Ui 3ni] 17 3 0 20

BT R AL 13 <1 0 10 0 0
FER RS R - 20K ORI E

I K 18 0 0 12 0 0
FERE J OB AR E

TGk 22 1 0 18 1 0
FIRIEBERE 19 6 0 <1 0 0

ORI E ICIIROAERISHE END RS, RIS, ZRVEMREE, RAHES)
FERE T K OFFERREDOMREEE TH 5,

RPBIIIROFERIENG END B2, [LBMERE, ks, SRR REgs, BEMERDS, R
BROEFRIZE T 5D,
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6.3 TRERERSE
DOXIL D7&EE% O UL N OF ERSHHE S iz, FRERISI IR EROLEM D HEEITHR
HENTEHLOTH A2, BEROHEE UTEANRETE & OREERROMEL LT L H ATRETIHZAR,

51 R e OV B LR B 7 SR AL LS iy i

PR EE%, 2SR ONHERE e 2 IR SERRSE  (—ERB CEa )
1777 DOXIL % & Teiai & sz 1= R 12 B i 7 s 7= X372 W IR 2 A
BEME L5 23 R ST,

SR OV TR Z: EXUCETEMRLEE, AT 4 —T A « Vg Y VREBEREKR O EER
BERIBERE 23 s S ATz,

7. HEER
DOXIL OAH AAEAFRBRIZFE i STy, RE Y ve v o EmiEig e EfR 2R+ 2 &
DEHIH N TWAHEANT, DOXIL & b A/ER 2 R4 mREEN & 5,

8. HEEA~NDFEH
8.1 IFHiE
W77 3V —D [/ZEROEH LOEE) DH (5.6) M)

DOXIL (7 v b Z AW =3 BRICEB W T 1 mg/kg/day DFE CTHREENTEO LN, FizwH
X WIS W TIE, 0.5 mgkg/day O 5 TEME K CEIRERAEO bz Wz
BT L BT, mym’ HBE T OHELEH & 50 mg/m”> DK 1/8 Th D), IREMEIE, I8 - JRIREL D
BN, 726 NCAFRIIE R OB 2 /g & LT,

8.3 IRELS

AHNDBE FOFHFHFICBITT H00E 2 DIEP 5T SH TV R, Anthracycline 5234 % & 6,
%< OFEFNIE FOATFTITBITT D Z ENMHNTWAD, DOXIL & £ 72 [FARIC AT I 1T
L, ARICEELRAERSEZSEEZTBENR D L5720, BIEIIAF 26T 5L %
Sl RS T

84 INRIZHTII®RE
DOXIL D /NREA~DZZ M B OV ZhMEIIHESL L T 7euy,

8.5 ‘EREICHNTIE’RE

HE(E 2 L3R C DOXIL VA 2 52 (T T IR B B E D 9 5 34.7% (n=83) 1% 65 ik LA I, 7.9% (n=19)
1% 75 Ll ETdh o7z, DOXIL KON bortezomib O OF % 5-% 52 1) 7= 25 M BllE S 318 D H
B 37%1% 65 LA b, 8% 75 LA ETH o2, TS OWERE LI VRERE L oRlicL e, A
ZHEIZ BT 2 AR EWIEERD b e o Tz,

8.6 FFEES

FFf 2 B 12351 5 DOXIL O Y EhRE Jr/\ TR E ATV R, R YL E S AT RS A3
JH R TG - et s D, Leio T, Eﬂ% EEATHEECIXREEBE T D& [T
M) DIE 2.6) ZH,

F72, DOXIL O¥e 5245 h, IfiiE GOT, Iy GPT, 7AW H VKA TZ7 74 —E, U /LE
MEOBELFERL, LM 22 ENEBE LW [THE - FHE) DFE 2.6) 2/,
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10. BEERS
N VLV UG 2 SR ER G5 &, KR, BMEREUAE, 725 ONS i/ MR
TEDFEBBL = % Do

PG TR D ALE T, FERE OB RG] 2 FEE L IR L [AIRROTRIR 21TV, BE 2 AL SH,
PUEWE, /MR G-CFS |WAIDR G 217709 & & bIZ, MRRITHT D RHERIEEITR O,

11. )
DOXIL (R¥Y v ol VAR Y —AEHAD) 1%, STEALTHYY R Y —AICEHA SN
R Vv ey SRR O IR G35 CH 5,

R Y Ve 3, Streptomyces peucetius var. caesius 7> 557 B S 4172 Anthracycline 53 F 781 VA
7 —EHEHKTH D,

R VL ey R D4

(8S, 10S)-10-[(3-amino-2,3,6-trideoxy- « -L-lyxo-hexopyranosyl)oxy]-8-glycolyl-7,8,9,10-
tetrahydro-6,8,11-trihydroxy-1-methoxy-5,12-napthacenedione hydrochloride

i EE
OH o}
|
// //\\/\\)\\/OH
| ) "'OH
N »\;/‘\<
| : H

H,O O  OH

o}
|

_ -»».o.—-~7 « HCI

7~
[ NH
0]

CHy
N 2
H

RV vy U R OS5 1RiE, CyrHyNO, « HCl, &FEI1%579.99 THh 5,

DOXIL 1% 10 mL X4 30 mL OV 5T 28, T TH Y, ME, EH, Koy Ry —
LHHR E LT STV D, F3A T, 20mg UL 50 mg D R VL By MR & 2
£ 2mg/mL, pH 6.5 T&A T 5, STEALTH" U &R Y — A$8{K(%, N-(carbonyl-methoxypolyethylene
glycol 2000)-1,2-distearoyl-sn-glycero-3-phosphoethanolamine sodium salt (MPEG-DSPE, 3.19 mg/mL),

SEARIT

KFEAL LT AKRERINMKT Y V58 (HSPC, 9.58 mg/mL), =L A7 m—/L (3.19 mg/mL) THERK
ENTW5, &5ICDOXIL ImL H1i2, 7 v E=7 A ($I2mg), BEEAIE LT 2AF I,
pH FREEHI & U CHame f OV UFkEs b T R U o A, SRbAl E L CHREENE N5, 90%% 82 5
R VL ey e IE, STEALTH®Y R Y — AZEHA SN TN S,
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MPEG-DSPE (3RO &ERE2H L TWD @

0
|

e HE—0—C—(CHaie—CHy

20 HC—0—C—(CHy)s—CHs
| | |
cm{b—cm—c@}o—c—NH—mt—cw—o—ﬁ—o—cw o

n
o

n=ca.45

F7-, HSPC Ik DR EZB LTS -

o)
l
H,C — O — C — (CH,)— CH
I

CH, o HC — 0 — C — (CH,)+ CH
%c—$—c%4mfo—$—o—ém g
b :
m,n=14 XX 16
12. ERRRER
121 {ER#F

DOXIL DHNENIE R Y LV UHBECH D, R VL ey VIERRIEOEHF X, DNA
L DOREA R OO ARIEICEET 2 LD THD EEZ LN TS, MG ZEIC B
T, F®YALesrEBBEIREICaNICRE L, BELEO 7 a<vTF o LiEs, ARk
w&@ﬁ%%m%#&:&miw,%%%ﬁ&@%é%ﬁﬁ%ﬁ%#é:&ﬁ%%ﬁ_énfw
5,

DOXIL (ZIAPNIEEBRFF MO K\ STEALTH® U R Y — AZH A SH RE Vv e v VIERIE TS
Do FTo, UARY —AF33EANZFHATHZ LOrEERY VIFE ZEHEN O R 287/ MaTH v,
STEALTH" U R Y — A DF L, A FFIRYxF LU a—/ (methoxypolyethylene glycol:
MPEG) Ta—7 4 > 7 X3 T % (Pegylation L FRHEND Z L%V, 20T & THE MY
F (mononuclear phagocyte system: MPS) (2 X DHV IALNG VAR Y — L z0ri L, I PEERREH
PR RD EIFEFF SN TVD,

STEALTH®Y RV — A DR -

KxvIiLEY viEEsE
=54 KA

lEE_ER
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STEALTH® YU R Y —A Dt N CTOMNEHIL, 55 Th5, METFTIXLETHY, P
REVAES VBEEZEENET AL, REYAES O 90%LL ENY R Y —NTE A SR
RCTHRHEND (A LZREBRETIE 5~10%% 5 5 HEHR F3 VL E S IXERTE W),

RV xzF L7 a— (PEG) THEDLIZ DOXIL OEAIT/NEL< (8100 nm), ANIEE S
IR EL2MER D 5720, BEKOLSBET HEENOME RICIZRETHILENTED
EDIHPNETHN TN D, ZORBUE, BEMEE (FTH) FT&=uA F&E AL STEALT®Y
RY — L& ANTERBRIC L > TEMTF SN TEY, £7- STEALTHY Y K Y — A DIME )& DR,
K OVESEHA N OFFEICE T 2R IIE, ~ 7 AR5 C26 Bt~ o A K O R ¥ R IERR
BrATHRE AR~ 22O TEIESNIZ S D TH S, STEALTH® U RV — L 05#kk
U R—RhAV NI END L, BAIFENS RE Ve UIEREN R SN DR, okt
B IZIA BN & Tz,

12.3 EYEE

oA XA R WE (Kaposi’s Sarcoma: KS) (35 42 il % %1412, 10 Xi% 20 mg/m® © DOXIL
Z 30y [EE RN BLIE 4 B U 72 BR o0 i i SR Eh RRIZ BA 3 2 MR &2 1772 o 72, 42 il 23 Bl o4k
FIT BT 3 HHE D wash out HIRIAVERE S4L, 10 KT 20 mg/m” @ DOXIL /8 H A G S 7=,
DOXIL O EHE T A —H L, MRV LS Ui (1FEAENTRY —AITHES) NHEE
L7z, DOXIL O¥WEhE/ T X — 2 K 11 1TRT,

= 11: = ARSE D N Y HEFREICIS T 5 DOXIL DEYERE T A —H

A&
RT A—H (HfL) 10 mg/m? 20 mg/m’
i MR (ug/mL) 412 + 0215 834 + 049
Mmigr V7 <A (L/h/m?) 0.056 + 0.01 0.041 + 0.004
EHARES AR (L/m?) 2.83 + 0.145 272 =+ 0.120
AUC (ug/mL-h) 277 * 329 590 + 587
1A A R (h) 47 £ 1.1 52 + 14
F2A/ (A2) R (h) 523 *£ 5.6 550 + 4.8
N=23
T+ RS

DOXIL 1%, 10~20 mg/m* O HEBFFHICH T, BIRMEOEKYEREL R L=, DOXIL O 3HKWH)
REIX 2 FEMEZ R L, BRERAOEV (R S IRefE]) 85 1M &, 2l &< By (K9 55 Refd) 26 2 4
NHled, Z0OHHE 2T, ARy EEHR T A (area under the curve; AUC) DIl &AL
EEDLHEDTHHTZ,

%72 50 mg/m” F5-HED DOXIL O HMENRE L, IO HKMBEREZ 7R L= L @i ShTwa,
ZOMEICHIT S DOXIL O EEENIT, 20 mgm® #ERHICH LEL, 27U 7 I AR e
THIND, 2O LD, 50 mg/m B 50 AUC I1E, (K& 50 AUC 2k LEBILL Rz
RKERBEEZRTZENTHRIND,

Vaith

R VL E S 0 700~1,100 Lm® & K& RSAAAEREZ R T OIS L, DOXIL OEHKEEIZH
FASMBRITNEL, 2O Z L1 DOXIL DIE & A ENMIEIEERTICHFEL TS Z L ZRR L
TW5, RBIIEEABESRITME SN TV (FEVLE Y o MEE A RIIN 70%),

18

JEDI_DEVO00 \ 0900fde980224ea7 \ 1.11\ 2008-11-14 21:25



JEDI_DEVO00 \ 0900fde980224ea7 \ 1.11\ 2008-11-14 21:25

R
DOXIL % 10 1% 20 mg/m’ #5- L= & ofEh L, REV L OTERBYTHD
REvrey /) —nnfhE (0.8~26.2ng/mL) M Sz,

Bttt
DOXIL DIl r V7 F v Z3iE<, 20 mg/m’ 5RO V42 U7 T 2 ZfE1% 0.041 L/h/m®> Th
STz, TR, 24~35LMNWmE DOISEZ V7 5 0 AMEERT RE VAL v LIIRITH D,

mmmiF#wayvaL&)TﬁyxﬁEwkwImMmem(E&Lf)fy~
CEASNTRED Ry revy) 1f, XkicwESNTWA X951, RI—HED R¥ v
= //Lﬁﬁaiﬁ@ AUC (ZEE L, £ 10~%2100 5 R EVMEZRT,

BEEH:
M, D NHE, B OIS 29 5 BE T3 25 DOXIL O Y EREIZ DWW TIX, £+
NZENEHHIZ STy,

RE/ER:
YRS, A B AN YA SUIZ R E IR A 2RV T, iy A L 23 &5 ) DOXIL &
A & OEMAH BAERNE A0 1S 7l S AL Tu7gny,

HWROAHABERE(CH (T 5B :

B AR RIEEHE 11 6% %542, DOXIL 20 mg/m” & FlIRINEE G- L, 514 48 BT, 96 MEfICH
VB BRI K ONIE W B TR A PR L7, T OfER, 48 WiR# oAk 1 5 DOXIL i
FEV, EHE SRR LR REIC T 1965 (HEF: 3~53 %) Toho7c (HL, Z @ DOXIL JREE
IXESSRAAR & E 8 R AR IC B SN2 MR EOEIIMEL TE LT, MEROLIT 1~22 f5& 72
HAREMED D D), ZO K 9 DOXIL %, 1EH EEMMRIC I USRS, K0 iRED R
e ERBITSE S,

13. JEEREREBMH
131 AARYE, BESUHRVERERERES

DOXIL # W= BRIIITThN TR b DD, K& V)LE v R 5 ONSZ DR LAY
1%, FEBRET A ERAWIGAICEEHEELROBAFEEZET 2 Z L REN TN D,

HHIAE A D STEALTH® Y AR Y — A%, in vitro TO Ames 3B, ~ 7 2V 7 4 —<RKEBR L O
Yua KRB EZER 70 5 NS in vivo TOWFZELEMM O/IMEERBRICBWTRERETH - 7-,

b N UL FEBRTEY) OB K OMED ATEREIZ KT D KA DB OV T, +aICf i S Tuniz

o LM LARNRG, =7 22T DOXIL 36 mg/kg (mg/m”* #H T NI 5 HESEH & 50 mg/m®

OMG 2 i) OH[EE G CRE~TEEOIIE L OREROFEHLIRD LN TS, T v MIBWT

12 0.25 mg/kg/day (mg/m’ #AE T MERHE 50 mg/m® OF) 1/30) LLEDKER 5% IR ERED

B ORI D, F72, 4 XUITBWTIE, 1 mgkg/day (mg/m’#iE Tt MR E 50 mg/m®

DHI1/2) DORIEF G-I ONE ANMEDORSIAE S OB 72 TR DR T2, TR ZNds HitT
AR

14. BRREER
141 BRI

TR PRI BE BB 3 2 %P 2212 DOXIL HiAI# G- A4 — 7 L 3B A3 3 RERIT 4, 176 il D gkBRE 28
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BEkES Nz, 209 HD 145 61X, Paclitaxel } NS HUA 2 HA L 9 B L2k A (GBF
T B 3TRIRE 6 0 HUUNICHER) ThoT-, BB E 25 L, DOXIL 50 mg/m’ % 1 B
DT CTHARNERGC T3 T 4 Z L2 3~6 V1 7 5 L, AEFIRENE IR OMEITE
O LI WEAIZIE, FLL LY A 7 VD5 ETI o7,

P 5-BAARRT O PERE A 5 M OBRIR R R Z LU T OR 12 1377,
F12: BURBR G ERRMEIN BB O MR E T R & OERIR FRORF

Study 1 (U.S.)

Study 2 (U.S.)

Study 3 (non-U.S.)

(n=27) (n=82) (n=36)

TR (%)

i 64 61.5 51.5

HEpH 46-75 34 -85 22 - 80
YRR (A)

i 1.8 1.7 2.6

HapH 0.5-15.6 0.6-7.0 0.7-152
B 5 BRtARTRZ mAE (cm?)

i 25 18.3 32.4

A 1.2-230.0 1.3-285.0 0.3-114.0
FIGO 43%8

I 1 (3.7%) 3 (3.7%) 4 (11.1%)

11 3(11.1%) 3 (3.7%) 1(2.8%)

11 15 (55.6%) 60 (73.2%) 24 (66.7%)

v 8 (29.6%) 16 (19.5%) 6 (16.7%)

N — — 1(2.8%)
Be5-BHAARIT O CA-125

i 123.5 199.0 1004.5
i 20— 14,012 7—46,594 20— 12,089
ALSERIED LY A V8

1 7 (25.9%) 13 (15.9%) 9 (25.0%)

2 11 (40.7%) 44 (53.7%) 19 (52.8%)

3 6 (22.2%) 25 (30.5%) 8 (22.8%)

4 3(11.1%) — —

FEFHMIE H X, Paclitaxel X ONHERAIZ FAR L LIz LY A ATk U CEHAMEOPERE R
B DR E Lz, AMEORHEIEL SWOG  (Southwest Oncology Group) D FEHEIZEESUWTTT
b, 5B 4 BERIGEHIZ1T R o 70, BIREHGE B IZR £ TOHMH, #2808, TTP

(Time to Progression) & L7¢,
LUFOR 13 I NN O HMBERBR O R ERT,

K 13: BHOMIN BB RIRE (O X3 2 BB 5RO TR

Study 1 (U.S.) Study 2 (U.S.) Study 3 (non-U.S.)
E 3ok 22.2% (6/27) 17.1% (14/82) 0% (0/36)
95% 15 [X K] 8.6% - 42.3% 9.7% - 27.0% 0.0% - 9.7%

20

JEDI_DEVO00 \ 0900fde980224ea7 \ 1.11\ 2008-11-14 21:25



JEDI_DEVO00 \ 0900fde980224ea7 \ 1.11\ 2008-11-14 21:25

3 OOHMP IR AL L-FE R, Paclitaxel & O & SUFNC #EEM: 2 779~ PP B 4% 5R 12 56
T AT, 13.8% (20/145) (95%(EHEIX[H: 8.1%~19.3%) T -7, TTP OHRAEIL 15.9
M, ZhECcoMBod bt 17.6 8B, £7-, BHHWIR O IfEIL 394 8B TH- 7=,

F B 2 FoAR & F DAL 2 =T T2 1% O _ERCHEIN B BB 474 61 % %15 & L 7= DOXIL O &
ER LSk A — 7 B b ATz, Z ORBUIORE S - RE ICHIE 5 & LT, DOXIL
50 mg/m* % 1 B TR 512 T 4 38 2 L1254 % 7>, topotecan 1.5 mg/m” % 5 H [ 1%
TFHEIC T3 Z L2 E L, BafANT e+ 28 M R OBRIRIRZE OF(E (KEZ Sem ML ED
JEJRE DAFAE) \ZHE - THERE 2 J@hll Lz, BaiFNIxd 2y, aeii 2 A L 3 2 1))
FRAEITH T D 00K TN 6 # H 282 5 BIRREEITHIRIC LV BUE Lz, Z oo F2RHbE
I%, TTP (Time to Progression) T -7, ZOMOFMIEHIZIE, SAEFHIRSCEFBIIZENENE
FhTW,

Pe5-BAARHT O BERE A 5 M OBRIR R R Z LU T OFR 14 177,
K14 IVBURIEIEALRBR O3 5 BARRT OHRE B 5 Kk OBRIK FRORHK

DOXIL Topotecan
(n=239) (n=235)
DWEREER (%)
i 60.0 60.0
HEpH 27-87 25-85
TIEFEIN ()
HhuiE 7.0 6.7
HapH 0.9-82.1 0.5-109.6
FIGO /338
I 11 (4.6%) 15 (6.4%)
1l 13 (5.4%) 8 (3.4%)
111 175 (73.2%) 164 (69.8%)
v 40 (16.7%) 48 (20.4%)
B4 A M
sz 109 (45.6%) 110 (46.8%)
Hatk 130 (54.4%) 125 (53.2%)
RN
HY 108 (45.2%) 105 (44.7%)
7L 131 (54.8%) 130 (55.3%)

AR R AR 15 1T
2 DOIEFEEFIC, TTP OFGHFINABZEITRB O IR o7,
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#& 15: HVERRITRER ®

7'a b 32— )L CHUE ST ITT MRk G4

DOXIL Topotecan

(n=239) (n=235)
TTP (7’2 b 2— /L CHIE SN EEFHGIEH)
HgefE (H) ° 4.1 4.2
pfE® 0.617
NP— R 0.955
AN — REHD 95%(F5H X [H (0.762, 1.196)
BAETEHIM
Hidefr () ° 14.4 13.7
p fE* 0.05
AP — R 0.822
NP — R LD 95% /51X [H] (0.676, 1.000)
LI (%) 47 (19.7) 40 (17.0)
SERFEIBEE (%) 9(3.8) 11(4.7)
HorzshbilE (%) 38(15.9) 29 (12.3)
ZHh s defE (A) ° 6.9 5.9
a. 7’8 b3 — /L THIE ST ITT Tt A OIRBREARE AN & 2 F@ Rl 555 < b
b. Kaplan-Meier #£EfH
c. Elkus T rBmEiciks< plE
d. VRIREH—OMSNI A E T 5 Cox BN — RETF LS AP — Rk, A~ — R 1R IT DOXIL ©JF

DENTWDZ LEERT 5,
* ZEIEICE L B L TV ARV pE
14.2 I A XEEHDROAHE

T A RPEE S R ARG & RIS SR A — 7 R BR N EME S 41, DOXIL 20 mg/m® (Hif)
N3 W LT, WBOEITUIABERE L 125 £ THIRNE 5 S, FRMREHZHE W T, 383
B OFNEFEEE S FEAR < 4v, PFAEFIRIEDOHTER (bleomycin, vincristine 3| vinblastine, K3
LD ODHEKD L, Dl &b 2 HIU EEETlaRE 2 A 7 VELE) FATH# I
L7z, DWW Z OFIEICERRIETH - 72 & retrospective [ZHIE S V- HERE 1T 77 Bl T -
oo 2B, T0IHA9H (64%) 1E, RxVILE T U ORTEREZ A L T\,

7T BIOWEHRED I B, 1FEALITAANDOFERIEZBETH Y, CD4 %o P RAEIE 10 H/mm’ TH
Sz, FlnlE 24~54mTH Y, FEFERIL 38 % CTdh o7, ACTG (AIDS Clinical Trial Group) @
SR B AL ECLL, & G-BRAARIT OB &I BT 5 /0% T 78% DR A |2 & W EREE 338D H i,
[FRRICAE R BIC L D 0TI 96%, S MEEIZET 558 Tl 58%DHERF I, T EivE
UMEREE 23586 HA172, Karnofsky 2 27 ONYHIEIL 74% T 0, E7o2BI0 &7 & N T
A LTI, BB D 40%I2 DENIRZE, 26%IC RS, 14%I2 B/IBERAEN RO bl

E & A EOPERFL, DRFMESIRIEIC & D RIAR THE L T,

77 BIOFERSINBAM O RAEIE 155 B TH Y, ZO#FAIT 1~456 H TH -7z, BEEHKGEOF
RAEIE 154 mg/m® TH Y, #iPHIE 20~620 mg/m*> TH > 7=,

DOXIL DA MEDFHIIZ, TRBREEEAIC X 528 OFZREOF M, 72 b NTHRIFEIRZE D%
EICES SFHB AV ST,
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REREEEAIC & 55T

TR ETEMIC X 250, B Lz ACTG ORHEIZE-S X772 > 72, PR (Partial response)
X, BT LVWRZE, BRI SUTZIEOE LA 72 <, B L TWRZED 50%LL EASEHALT 52,
& D WITHEIERZ OGNS 50%LL B U, #1795 2 L72<, 21 BLLERfiT 2 b L BlESH
77

EERZE O

REMRIFEE 5 ORFE L, N0 Z A & LT retrospective 727 3 T72 472, PR I,
Pl L CTUWIRZE D 50%L0 EAVEEALT 528, & 2 WITHREERZA O mFEAS 50%LL B L, 17
THZ L, 21 HUL EFT 2 b0 L HlE Sz,

B h-PARHT M OV O DIRE DGR 2 A4 DIER O A, G ATRELER] & Il Siviz, £z, &R
BRI A oD Ty AR IS e D IEHR 2 s T T2 Ef], SRRSO 2 % A LAIWIC 1 ELL Eo+EHE
T2 7 & oL U R & S T T EB, S Hs 3 ML ORER], S35 BH AR AT R TR
e L7 AN 2 (LU T OIEBNC DWW T, FHIlREEIES] & Il S e OREROREE, T
FRIRAE DOF MM (O ER) . PEAMEERIEIC X DA THIE L2, HOVIEIEATETHD
EHWT ST TT BID S B, TRBRFEALERIC X 2 5HE T3 34 B, £ FERA ORI T 42 F173
TN LR AT RE &I S vz,

K 16: HHAME " 1 XBE N R U RIERKBRE (TR 5 A

B E L CRF Y LE Y

ANZETE e

YRR AL AT & 5 R B 5. % % 1] 1 2 TR
o . (n=20)
%

PR 27% 30%

SD 29% 40%

PD 44% 30%
PR ¥ (H)

rhLfE 73 89

#pH 42+ 210+ 42+ - 210+
PR = CTOHM (H)

R fE 43 53

#ipH 15-133 15-109

ST B A E LT RF Y ey

FERESIC X % B B ¥ 5. % % U 1= Sl T AE D
- (n=23)
%

PR 48% 52%
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Caelyx 2 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One ml of Caelyx contains 2 mg doxorubicin hydrochloride in a pegylated liposomal formulation.

Caelyx, a liposome formulation, is doxorubicin hydrochloride encapsulated in liposomes with surface-
bound methoxypolyethylene glycol (MPEG). This process is known as pegylation and protects
liposomes from detection by the mononuclear phagocyte system (MPS), which increases blood
circulation time.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion

The suspension is sterile, translucent and red.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Caelyx is indicated:

- As monotherapy for patients with metastatic breast cancer, where there is an increased cardiac
risk.

- For treatment of advanced ovarian cancer in women who have failed a first-line platinum-based
chemotherapy regimen.

- In combination with bortezomib for the treatment of progressive multiple myeloma in patients
who have received at least one prior therapy and who have already undergone or are unsuitable
for bone marrow transplant.

- For treatment of AIDS-related Kaposi’s sarcoma (KS) in patients with low CD, counts
(< 200 CD, lymphocytes/mm’) and extensive mucocutaneous or visceral disease.

Caelyx may be used as first-line systemic chemotherapy, or as second line chemotherapy in
AIDS-KS patients with disease that has progressed with, or in patients intolerant to, prior
combination systemic chemotherapy comprising at least two of the following agents: a vinca
alkaloid, bleomycin and standard doxorubicin (or other anthracycline).

4.2 Posology and method of administration

Caelyx should only be administered under the supervision of a qualified oncologist specialised in the
administration of cytotoxic agents.

Caelyx exhibits unique pharmacokinetic properties and must not be used interchangeably with other
formulations of doxorubicin hydrochloride.

Breast cancer/Ovarian cancer:
Caelyx is administered intravenously at a dose of 50 mg/m” once every 4 weeks for as long as the
disease does not progress and the patient continues to tolerate treatment.

Multiple Myeloma: Caelyx is administered at 30 mg/m? on day 4 of the bortezomib 3 week regimen as
a 1 hour infusion administered immediately after the bortezomib infusion. The bortezomib regimen
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consists of 1.3 mg/m? on days 1, 4, 8, and 11 every 3 weeks. The dose should be repeated as long as
patients respond satisfactorily and tolerate treatment. Day 4 dosing of both medicinal products may be
delayed up to 48 hours as medically necessary. Doses of bortezomib should be at least 72 hours apart.

For doses < 90 mg: dilute Caelyx in 250 ml 5 % (50 mg/ml) glucose solution for infusion.
For doses > 90 mg: dilute Caelyx in 500 ml 5 % (50 mg/ml) glucose solution for infusion.

To minimize the risk of infusion reactions, the initial dose is administered at a rate no greater than
1 mg/minute. If no infusion reaction is observed, subsequent Caelyx infusions may be administered
over a 60-minute period.

In those patients who experience an infusion reaction, the method of infusion should be modified as
follows:

5 % of the total dose should be infused slowly over the first 15 minutes. If tolerated without reaction,
the infusion rate may then be doubled for the next 15 minutes. If tolerated, the infusion may then be
completed over the next hour for a total infusion time of 90 minutes.

AIDS-related KS:

Caelyx is administered intravenously at 20 mg/m’ every two-to-three weeks. Avoid intervals shorter
than 10 days as medicinal product accumulation and increased toxicity cannot be ruled out. Treatment
of patients for two-to-three months is recommended to achieve a therapeutic response. Continue
treatment as needed to maintain a therapeutic response.

The dose of Caelyx is diluted in 250 ml 5 % (50 mg/ml) glucose solution for infusion and
administered by intravenous infusion over 30 minutes.

For all patients:
If the patient experiences early symptoms or signs of infusion reaction (see sections 4.4 and 4.8),

immediately discontinue the infusion, give appropriate premedications (antihistamine and/or short
acting corticosteroid) and restart at a slower rate.

Do not administer Caelyx as a bolus injection or undiluted solution. It is recommended that the Caelyx
infusion line be connected through the side port of an intravenous infusion of 5 % (50 mg/ml) glucose
to achieve further dilution and minimise the risk of thrombosis and extravasation. The infusion may be
given through a peripheral vein. Do not use with in-line filters. Caelyx must not be given by the
intramuscular or subcutaneous route (see section 6.6).

To manage adverse events such as palmar-plantar erythrodysesthesia (PPE), stomatitis or
haematological toxicity, the dose may be reduced or delayed. Guidelines for Caelyx dose modification
secondary to these adverse effects are provided in the tables below. The toxicity grading in these
tables is based on the National Cancer Institute Common Toxicity Criteria (NCI-CTC).

The tables for PPE (Table 1) and stomatitis (Table 2) provide the schedule followed for dose
modification in clinical trials in the treatment of breast or ovarian cancer (modification of the
recommended 4 week treatment cycle): if these toxicities occur in patients with AIDS related KS, the
recommended 2 to 3 week treatment cycle can be modified in a similar manner.

The table for haematological toxicity (Table 3) provides the schedule followed for dose modification
in clinical trials in the treatment of patients with breast or ovarian cancer only. Dose modification in
patients with AIDS-KS is addressed in 4.8.



Guidelines For Caelyx Dose Modification

Table 1. PALMAR — PLANTAR ERYTHRODYSESTHESIA

Week After Prior Caelyx Dose

Toxicity Grade At Week 4 Week 5 Week 6
Current Assessment

Grade 1 Redose unless Redose unless Decrease dose by
(mild erythema, patient has patient has 25 %; return to
swelling, or experienced a experienced a 4 week interval
desquamation not previous Grade 3 or | previous Grade 3 or
interfering with daily 4 skin toxicity, in 4 skin toxicity, in
activities) which case wait an which case wait an
additional week additional week
Grade 2 Wait an additional Wait an additional Decrease dose by
(erythema, week week 25 %; return to
desquamation, or 4 week interval

swelling interfering
with, but not
precluding normal
physical activities;
small blisters or
ulcerations less than
2 cm in diameter)

Grade 3 Wait an additional Wait an additional Withdraw patient
(blistering, ulceration, week week
or swelling interfering

with walking or
normal daily
activities; cannot wear

regular clothing)

Grade 4 Wait an additional Wait an additional Withdraw patient
(diffuse or local week week
process causing

infectious

complications, or a
bedridden state or
hospitalization)




Table 2. STOMATITIS

Week after Prior Caelyx Dose

Toxicity Grade At 4 5 6
Current Assessment
Grade 1 Redose unless Redose unless Decrease dose by

(painless ulcers,
erythema, or mild

patient has
experienced a

patient has
experienced a

25 %; return to
4 week interval or

soreness) previous Grade 3 or | previous Grade 3 or | withdraw patient per
4 stomatitis in which | 4 stomatitis in which physician’s
case wait an case wait an assessment
additional week additional week
Grade 2 Wait an additional Wait an additional Decrease dose by
(painful erythema, week week 25 %; return to
oedema, or ulcers, but 4 week interval or
can eat) withdraw patient per
physician’s
assessment
Grade 3 Wait an additional Wait an additional Withdraw patient
(painful erythema, week week
edema, or ulcers, but
cannot eat)
Grade 4 Wait an additional Wait an additional Withdraw patient

(requires parenteral or
enteral support)

week

week




Table 3. HAEMATOLOGICAL TOXICITY (ANC OR PLATELETS) - MANAGEMENT
OF PATIENTS WITH BREAST OR OVARIAN CANCER

GRADE ANC PLATELETS MODIFICATION

Grade 1 1,500 — 1,900 75,000 — 150,000 Resume treatment with no dose
reduction.

Grade 2 1,000 — < 1,500 50,000 — < 75,000 | Wait until ANC > 1,500 and
platelets > 75,000; redose with no
dose reduction.

Grade 3 500 — < 1,000 25,000 — < 50,000 | Wait until ANC > 1,500 and
platelets > 75,000; redose with no
dose reduction.

Grade 4 <500 < 25,000 Wait until ANC > 1,500 and
platelets > 75,000; decrease dose by
25 % or continue full dose with
growth factor support.

For multiple myeloma patients treated with Caelyx in combination with bortezomib who experience
PPE or stomatitis, the Caelyx dose should be modified as described in Table 1 and 2 above
respectively. Table 4, below provides the schedule followed for other dose modifications in the
clinical trial in the treatment of patients with multiple myeloma receiving Caelyx and bortezomib
combination therapy. For more detailed information on bortezomib dosing and dosage adjustments,
see the SPC for bortezomib.

Table 4. DOSAGE ADJUSTMENTS FOR CAELYX + BORTEZOMIB COMBINATION
THERAPY - PATIENTS WITH MULTIPLE MYELOMA
Patient Status Caelyx

Fever > 38°C and Do not dose this cycle if
ANC < 1,000/mm’ before Day 4; if after Day 4,
reduce next dose by 25 %.

Bortezomib
Reduce next dose by 25 %.

On any day of medicine
administration after Day 1 of
each cycle:

Platelet count < 25,000/mm’
Hemoglobin < 8 g/dl

ANC < 500/mm’

Do not dose this cycle if
before Day 4; if after Day 4
reduce next dose by 25 % in
the following cycles if
bortezomib is reduced for
hematologic toxicity.*

Do not dose; if 2 or more
doses are not given in a cycle,
reduce dose by 25 % in
following cycles.

Grade 3 or 4 non-hematologic
medicine related toxicity

Do not dose until recovered to
Grade < 2 and reduce dose by
25 % for all subsequent doses.

Do not dose until recovered
to Grade < 2 and reduce dose
by 25 % for all subsequent
doses.

Neuropathic pain or peripheral

No dosage adjustments.

See the SPC for bortezomib.

neuropathy

*for more information on bortezomib dosing and dosage adjustment, see the SPC for bortezomib

Patients with impaired hepatic function: Caelyx pharmacokinetics determined in a small number of
patients with elevated total bilirubin levels do not differ from patients with normal total bilirubin;
however, until further experience is gained, the Caelyx dosage in patients with impaired hepatic
function should be reduced based on the experience from the breast and ovarian clinical trial programs
as follows: at initiation of therapy, if the bilirubin is between 1.2 - 3.0 mg/dl, the first dose is reduced
by 25 %. If the bilirubin is > 3.0 mg/dl, the first dose is reduced by 50 %. If the patient tolerates the
first dose without an increase in serum bilirubin or liver enzymes, the dose for cycle 2 can be
increased to the next dose level, i.e., if reduced by 25 % for the first dose, increase to full dose for
cycle 2; if reduced by 50 % for the first dose, increase to 75 % of full dose for cycle 2. The dosage can
be increased to full dose for subsequent cycles if tolerated. Caelyx can be administered to patients with
liver metastases with concurrent elevation of bilirubin and liver enzymes up to 4 x the upper limit of
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the normal range. Prior to Caelyx administration, evaluate hepatic function using conventional clinical
laboratory tests such as ALT/AST, alkaline phosphatase, and bilirubin.

Patients with impaired renal function: As doxorubicin is metabolised by the liver and excreted in the
bile, dose modification should not be required. Population pharmacokinetic data (in the range of
creatinine clearance tested of 30 - 156 ml/min) demonstrate that Caelyx clearance is not influenced by
renal function. No pharmacokinetic data are available in patients with creatinine clearance of less than
30 ml/min.

AIDS-KS patients with splenectomy: As there is no experience with Caelyx in patients who have had
splenectomy, treatment with Caelyx is not recommended.

Paediatric patients: The experience in children is limited. Caelyx is not recommended in patients
below 18 years of age.

Elderly patients: Population based analysis demonstrates that age across the range tested
(21 =75 years) does not significantly alter the pharmacokinetics of Caelyx.

4.3 Contraindications
o Hypersensitivity to the active substance or to any of the excipients.

Caelyx must not be used to treat AIDS-KS that may be treated effectively with local therapy or
systemic alfa-interferon.

4.4 Special warnings and precautions for use

Cardiac toxicity: It is recommended that all patients receiving Caelyx routinely undergo frequent ECG
monitoring. Transient ECG changes such as T-wave flattening, S-T segment depression and benign
arrhythmias are not considered mandatory indications for the suspension of Caelyx therapy. However,
reduction of the QRS complex is considered more indicative of cardiac toxicity. If this change occurs,
the most definitive test for anthracycline myocardial injury, i.e., endomyocardial biopsy, must be
considered.

More specific methods for the evaluation and monitoring of cardiac functions as compared to ECG are
a measurement of left ventricular ejection fraction by echocardiography or preferably by Multigated
Angiography (MUGA). These methods must be applied routinely before the initiation of Caelyx
therapy and repeated periodically during treatment. The evaluation of left ventricular function is
considered to be mandatory before each additional administration of Caelyx that exceeds a lifetime
cumulative anthracycline dose of 450 mg/m”.

The evaluation tests and methods mentioned above concerning the monitoring of cardiac performance
during anthracycline therapy are to be employed in the following order: ECG monitoring,
measurement of left ventricular ejection fraction, endomyocardial biopsy. If a test result indicates
possible cardiac injury associated with Caelyx therapy, the benefit of continued therapy must be
carefully weighed against the risk of myocardial injury.

In patients with cardiac disease requiring treatment, administer Caelyx only when the benefit
outweighs the risk to the patient.

Exercise caution in patients with impaired cardiac function who receive Caelyx.

Whenever cardiomyopathy is suspected, i.e., the left ventricular ejection fraction has substantially
decreased relative to pre-treatment values and/or left ventricular ejection fraction is lower than a
prognostically relevant value (e.g. <45 %), endomyocardial biopsy may be considered and the benefit
of continued therapy must be carefully evaluated against the risk of developing irreversible cardiac
damage.



Congestive heart failure due to cardiomyopathy may occur suddenly, without prior ECG changes and
may also be encountered several weeks after discontinuation of therapy.

Caution must be observed in patients who have received other anthracyclines. The total dose of
doxorubicin hydrochloride must also take into account any previous (or concomitant) therapy with
cardiotoxic compounds such as other anthracyclines/anthraquinones or e.g. 5-fluorouracil. Cardiac
toxicity also may occur at cumulative anthracycline doses lower than 450 mg/m’ in patients with prior
mediastinal irradiation or in those receiving concurrent cyclophosphamide therapy.

The cardiac safety profile for the dosing schedule recommended for both breast and ovarian cancer
(50 mg/m?) is similar to the 20 mg/m’ profile in patients with AIDS-KS (see section 4.8).

Myelosuppression: Many patients treated with Caelyx have baseline myelosuppression due to such
factors as their pre-existing HIV disease or numerous concomitant or previous medications, or
tumours involving bone marrow. In the pivotal trial in patients with ovarian cancer treated at a dose of
50 mg/m’, myelosuppression was generally mild to moderate, reversible, and was not associated with
episodes of neutropaenic infection or sepsis. Moreover, in a controlled clinical trial of Caelyx vs.
topotecan, the incidence of treatment related sepsis was substantially less in the Caelyx-treated ovarian
cancer patients as compared to the topotecan treatment group. A similar low incidence of
myelosuppression was seen in patients with metastatic breast cancer receiving Caelyx in a first-line
clinical trial. In contrast to the experience in patients with breast cancer or ovarian cancer,
myelosuppression appears to be the dose-limiting adverse event in patients with AIDS-KS (see

section 4.8). Because of the potential for bone marrow suppression, periodic blood counts must be
performed frequently during the course of Caelyx therapy, and at a minimum, prior to each dose of
Caelyx.

Persistent severe myelosuppression, may result in superinfection or haemorrhage.

In controlled clinical studies in patients with AIDS-KS against a bleomycin/vincristine regimen,
opportunistic infections were apparently more frequent during treatment with Caelyx. Patients and
doctors must be aware of this higher incidence and take action as appropriate.

As with other DNA-damaging antineoplastic agents, secondary acute myeloid leukemias and
myelodysplasias have been reported in patients having received combined treatment with doxorubicin.
Therefore, any patient treated with doxorubicin should be kept under haematological supervision.

Given the difference in pharmacokinetic profiles and dosing schedules, Caelyx should not be used
interchangeably with other formulations of doxorubicin hydrochloride.

Infusion-associated reactions: Serious and sometimes life-threatening infusion reactions, which are
characterised by allergic-like or anaphylactoid-like reactions, with symptoms including asthma,
flushing, urticarial rash, chest pain, fever, hypertension, tachycardia, pruritus, sweating, shortness of
breath, facial oedema, chills, back pain, tightness in the chest and throat and/or hypotension may occur
within minutes of starting the infusion of Caelyx. Very rarely, convulsions also have been observed in
relation to infusion reactions (see section 4.8). Temporarily stopping the infusion usually resolves
these symptoms without further therapy. However, medications to treat these symptoms (e.g.,
antihistamines, corticosteroids, adrenaline, and anticonvulsants), as well as emergency equipment
should be available for immediate use. In most patients treatment can be resumed after all symptoms
have resolved, without recurrence. Infusion reactions rarely recur after the first treatment cycle. To
minimise the risk of infusion reactions, the initial dose should be administered at a rate no greater than
1 mg/minute (see section 4.2).

Diabetic patients: Please note that each vial of Caelyx contains sucrose and the dose is administered in
5 % (50 mg/ml) glucose solution for infusion.

For common adverse events which required dose modification or discontinuation see section 4.8.
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4.5 Interaction with other medicinal products and other forms of interaction

No formal medicinal product interaction studies have been performed with Caelyx, although phase II
combination trials with conventional chemotherapy agents have been conducted in patients with
gynaecological malignancies. Exercise caution in the concomitant use of medicinal products known to
interact with standard doxorubicin hydrochloride. Caelyx, like other doxorubicin hydrochloride
preparations, may potentiate the toxicity of other anti-cancer therapies. During clinical trials in
patients with solid tumours (including breast and ovarian cancer) who have received concomitant
cyclophosphamide or taxanes, no new additive toxicities were noted. In patients with AIDS,
exacerbation of cyclophosphamide-induced haemorrhagic cystitis and enhancement of the
hepatotoxicity of 6-mercaptopurine have been reported with standard doxorubicin hydrochloride.
Caution must be exercised when giving any other cytotoxic agents, especially myelotoxic agents, at
the same time.

4.6 Pregnancy and lactation

Pregnancy: Doxorubicin hydrochloride is suspected to cause serious birth defects when administered
during pregnancy. Therefore, Caelyx should not be used during pregnancy unless clearly necessary.
Women of child-bearing potential must be advised to avoid pregnancy while they or their male partner
are receiving Caelyx and in the six months following discontinuation of Caelyx therapy (see

section 5.3).

Lactation: It is not known whether Caelyx is excreted in human milk. Because many medicinal
products, including anthracyclines, are excreted in human milk, and because of the potential for
serious adverse reactions in nursing infants, therefore mothers must discontinue nursing prior to
beginning Caelyx treatment. Health experts recommend that HIV infected women do not breast-feed
their infants under any circumstances in order to avoid transmission of HIV.

4.7 Effects on ability to drive and use machines

Caelyx has no or negligible influence on the ability to drive and use machines. However, in clinical
studies to date, dizziness and somnolence were associated infrequently (< 5 %) with the administration
of Caelyx. Patients who suffer from these effects must avoid driving and operating machinery.

4.8 Undesirable effects

The most common undesirable effect reported in breast/ovarian clinical trials (50 mg/m’ every

4 weeks) was palmar-plantar erythrodysesthesia (PPE). The overall incidence of PPE reported was
44.0 % - 46.1 %. These effects were mostly mild, with severe (Grade III) cases reported in 17 % -

19.5 %. The reported incidence of life-threatening (Grade V) cases was < 1 %. PPE infrequently
resulted in permanent treatment discontinuation (3.7 % - 7.0 %). PPE is characterised by painful,
macular reddening skin eruptions. In patients experiencing this event, it is generally seen after two or
three cycles of treatment. Improvement usually occurs in one - two weeks, and in some cases, may
take up to 4 weeks or longer for complete resolution. Pyridoxine at a dose of 50 - 150 mg per day and
corticosteroids have been used for the prophylaxis and treatment of PPE, however, these therapies
have not been evaluated in phase III trials. Other strategies to prevent and treat PPE, which may be
initiated for 4 to 7 days after treatment with Caelyx include keeping hands and feet cool, by exposing
them to cool water (soaks, baths, or swimming), avoiding excessive heat/hot water and keeping them
unrestricted (no socks, gloves, or shoes that are tight fitting). PPE appears to be primarily related to the
dose schedule and can be reduced by extending the dose interval 1 - 2 weeks (see section 4.2).
However, this reaction can be severe and debilitating in some patients and may require discontinuation
of treatment. Stomatitis/mucositis and nausea were also commonly reported in breast/ovarian cancer
patient populations, whereas the AIDS-KS Program (20 mg/m” every 2 weeks), myelosuppression
(mostly leukopaenia) was the most common side effect (see AIDS-KS). PPE was reported in 16 % of
multiple myeloma patients treated with Caelyx plus bortezomib combination therapy. Grade 3 PPE
was reported in 5 % of patients. No grade 4 PPE was reported. The most frequently reported
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(medicine-related treatment-emergent) adverse events in combination therapy (Caelyx + bortezomib)
were nausea (40 %), diarrhoea (35 %), neutropaenia (33 %), thrombocytopaenia (29 %), vomiting
(28 %), fatigue (27 %), and constipation (22 %).

Breast cancer program: 509 patients with advanced breast cancer who had not received prior
chemotherapy for metastatic disease were treated with Caelyx (n=254) at a dose of 50 mg/m’ every

4 weeks, or doxorubicin (n=255) at a dose of 60 mg/m” every 3 weeks, in a phase III clinical trial (I97-
328). The following common adverse events were reported more often with doxorubicin than with
Caelyx: nausea (53 % vs. 37 %; Grade II/IV 5 % vs. 3 %), vomiting (31 % vs. 19 %; Grade [II/IV

4 % vs. less than 1 %), any alopecia (66 % vs. 20 %), pronounced alopecia (54 % vs.7 %), and
neutropaenia (10 % vs. 4 %; Grade III/IV 8 % vs. 2 %).

Mucositis (23 % vs. 13 %; Grade III/IV 4 % vs. 2 %), and stomatitis (22 % vs. 15 %; Grade III/IV 5 %
vs. 2 %) were reported more commonly with Caelyx than with doxorubicin. The average duration of
the most common severe (Grade I1I/IV) events for both groups was 30 days or less. See Table 5 for
complete listing of undesirable effects reported in Caelyx-treated patients.

The incidence of life threatening (Grade 1V) haematologic effects was < 1.0 % and sepsis was reported
in 1 % of patients. Growth factor support or transfusion support was necessary in 5.1 % and 5.5 % of
patients, respectively (see section 4.2).

Clinically significant laboratory abnormalities (Grades III and IV) in this group was low with elevated

total bilirubin, AST and ALT reported in 2.4 %, 1.6 % and < 1 % of patients respectively. No
clinically significant increases in serum creatinine were reported.
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Table 5.

Treatment Related Undesirable Effects Reported in Breast Cancer Clinical Trials
(50 mg/m’ every 4 weeks) (Caelyx-treated patients)

by Severity, MedDRA System Organ Class and Preferred Term
Very Common (> 1/10); Common (> 1/100, < 1/10); Uncommon (> 1/1,000, < 1/100)

CIOMS 111
AE by body system Breast Cancer Breast Cancer Breast Cancer
All Severities Grades III/IV n=404
n=254 n=254 (1-5 %)
=5%) =5%) not previously reported
in clinical trials
Infections and
infestations
Common Pharyngitis Folliculitis, fungal
infection, cold sores
(non-herpetic), upper
respiratory tract
infection
Uncommon Pharyngitis
Blood and lymphatic
system disorders
Common Leukopaenia, anaemia, Leukopaenia, anaemia | Thrombocythemia
neutropaenia,
thrombocytopaenia
Uncommon Neutropaenia
Metabolism and
nutrition disorders
Very Common Anorexia
Common Anorexia
Nervous system
disorders
Common Paresthesia Paresthesia Peripheral neuropathy
Uncommon Somnolence
Eye Disorders
Common Lacrimation, blurred

vision

Cardiac disorders
Common

Ventricular arrhythmia

Respiratory, thoracic
and mediastinal
disorders

Common

Epistaxis
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Gastrointestinal
disorders
Very Common

Nausea, stomatitis,
vomiting

Common Abdominal pain, Abdominal pain, Oral pain
constipation, diarrhoea, diarrhoea, nausea,
dyspepsia, mouth stomatitis
ulceration
Uncommon Mouth ulceration,
constipation, Vomiting
Skin and

subcutaneous tissue
disorders
Very Common

Common

Uncommon

PPE*, alopecia, rash

Dry skin, skin
discolouration,
pigmentation abnormal,
erythema

PPE*

Rash

Pigmentation
abnormal, erythema

Bullous eruption,
dermatitis,
erythematous rash, nail
disorder, scaly skin

Musculoskeletal and
connective tissue
disorders

Common

Leg cramps, bone pain,
musculoskeletal pain

Reproductive system
and breast disorders
Common

Breast pain

General disorders
and administration
site conditions
Very Common

Asthenia, fatigue,
mucositis NOS

Common Weakness, fever, pain Asthenia, mucositis Oedema, leg oedema.
NOS

Uncommon Fatigue, weakness,
pain

* palmar-plantar erythrodysesthesia (Hand- foot syndrome).

Ovarian cancer program: 512 patients with ovarian cancer (a subset of 876 solid tumour patients)

were treated with Caelyx at a dose of 50 mg/m’ in clinical trials. See Table 6 for undesirable effects
reported in Caelyx-treated patients.

Table 6 Treatment Related Undesirable Effects Reported in Ovarian Cancer Clinical Trials

(50 mg/m’* every 4 weeks) (Caelyx-treated patients)

by Severity, MedDRA System Organ Class and Preferred Term
Very Common (> 1/10); Common (> 1/100, < 1/10); Uncommon (> 1/1,000, < 1/100)
CIOMS 111




AE by body system Ovarian Cancer Ovarian Cancer Ovarian Cancer
All Severities Grades I1I/IV n=512
n=512 n=512 (1-5%)
(=Z5%) =5%)

Infections and

infestations

Common Pharyngitis Infection, oral
moniliasis, herpes
zoster, urinary tract
infection

Uncommon Pharyngitis

Blood and

lymphatic system

disorders

Very Common Leukopaenia, anaemia, | Neutropaenia

neutropaenia,
thrombocytopaenia
Common Leukopaenia, anaemia, Hypochromic anaemia
thrombocytopaenia

Immune system

disorders

Common Allergic reaction

Metabolism and

nutrition disorders

Very Common Anorexia

Common Dehydration, cachexia

Uncommon Anorexia

Psychiatric

disorders

Common Anxiety, depression,

insomnia

Nervous system

disorders

Common Paresthesia, somnolence Headache, dizziness,
neuropathy, hypertonia

Uncommon Paresthesia, somnolence

Eye disorders

Common Conjunctivitis

Cardiac disorders
Common

Cardiovascular disorder

Vascular disorders
Common

Vasodilatation
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Respiratory,
thoracic and

mediastinal

disorders

Common Dyspnoea, increased
cough

Gastrointestinal

disorders

Very Common

Constipation, diarrhoea,
nausea, stomatitis,

vomiting
Common Abdominal pain, Nausea, stomatitis, Mouth ulceration,
dyspepsia, mouth vomiting, abdominal esophagitis, nausea and
ulceration pain, diarrhoea vomiting, gastritis,
dysphagia, dry mouth,
flatulence, gingivitis,
taste perversion
Uncommon Constipation, dyspepsia,
mouth ulceration
Skin and

subcutaneous tissue
disorders
Very Common

Common

PPE*, alopecia, rash

Dry skin, skin
discolouration

PPE*

Alopecia, rash

Vesiculobullous rash,
pruritus, exfoliative
dermatitis, skin
disorder,
maculopapular rash,
sweating, acne, skin
ulcer

Musculoskeletal
and connective
tissue disorders
Common

Back pain, myalgia

Renal and urinary
disorders

Common Dysuria
Reproductive

system and breast

disorders

Common Vaginitis

General disorders
and administration
site conditions
Very Common

Common

Uncommon

Asthenia, mucous
membrane disorder

Fever, pain

Asthenia, mucous
membrane disorder, pain

Fever

Chills, chest pain,
malaise, peripheral
oedema
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Investigations
Common Weight loss

* palmar-plantar erythrodysesthesia (Hand- foot syndrome).

Myelosuppression was mostly mild or moderate and manageable. Sepsis related to leukopaenia was
observed infrequently (< 1 %). Growth factor support was required infrequently (< 5 %) and
transfusion support was required in approximately 15 % of patients (see section 4.2).

In a subset of 410 patients with ovarian cancer, clinically significant laboratory abnormalities
occurring in clinical trials with Caelyx included increases in total bilirubin (usually in patients with
liver metastases) (5 %) and serum creatinine levels (5 %). Increases in AST were less frequently
(<1 %) reported.

Solid tumour patients: in a larger cohort of 929 patients with solid tumours (including breast cancer
and ovarian cancer) predominantly treated at a dose of 50 mg/m” every 4 weeks, the safety profile and
incidence of adverse effects are comparable to those of the patients treated in the pivotal breast cancer
and ovarian cancer trials.

Multiple Myeloma program: Of 646 patients with multiple myeloma who have received at least 1 prior
therapy, 318 patients were treated with combination therapy of Caelyx 30 mg/m’ as a one hour
intravenous infusion administered on day 4 following bortezomib which is administered at 1.3 mg/m?
on days 1, 4, 8, and 11, every three weeks or with bortezomib monotherapy in a phase III clinical trial.
See Table 7 for adverse effects reported in > 5 % patients treated with combination therapy of Caelyx
plus bortezomib.

Neutropaenia, thrombocytopaenia, and anaemia were the most frequently reported hematologic events
reported with both combination therapy of Caelyx plus bortezomib and bortezomib monotherapy. The
incidence of grade 3 and 4 neutropaenia was higher in the combination therapy group than in the
monotherapy group (28 % vs. 14 %). The incidence of grade 3 and 4 thrombocytopaenia was higher in
the combination therapy group than in the monotherapy group (22 % vs. 14 %). The incidence of
anaemia was similar in both treatment groups (7 % vs. 5 %).

Stomatitis was reported more frequently in the combination therapy group (16 %) than in the
monotherapy group (3 %), and most cases were grade 2 or less in severity. Grade 3 stomatitis was
reported in 2 % of patients in the combination therapy group. No grade 4 stomatitis was reported.

Nausea and vomiting were reported more frequently in the combination therapy group (40 % and
28 %) than in the monotherapy group (32 % and 15 %) and were mostly grade 1 and 2 in severity.

Treatment discontinuation of one or both agents due to adverse events was seen in 38 % of patients.
Common adverse events which led to treatment discontinuation of bortezomib and Caelyx included
PPE, neuralgia, peripheral neuropathy, peripheral sensory neuropathy, thrombocytopaenia, decreased
ejection fraction, and fatigue.

Table 7. Treatment Related Undesirable Effects Reported in Multiple Myeloma
Clinical Trial (Caelyx 30 mg/m’ in combination with bortezomib every 3 weeks)
by Severity, MedDRA System Organ Class and Preferred Term
Very Common (> 1/10); Common (> 1/100, < 1/10); Uncommon (> 1/1,000, < 1/100)

CIOMS 111
AE by body system All Severities Grades III/IV** All Severities
n=318 n=318 n=318
(=5 %) (=z5%) (1-5 %)
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Infections and
infestations
Common

Herpes simplex, herpes
zoster

Herpes zoster

Pneumonia,
nasopharyngitis, upper
respiratory tract infection,
oral candidiasis

Blood and lymphatic
system disorders

Very Common Anaemia, neutropaenia, | Neutropaenia,
thrombocytopaenia thrombocytopaenia
Common Leukopaenia Anaemia, Febrile neutropaenia,
leukopaenia lymphopaenia
Metabolism and
Nutrition disorders
Very Common Anorexia
Common Decreased appetite Anorexia Dehydration,
hypokalaemia,
hyperkalaemia,
hypomagnesaemia,
hyponatraemia,
hypocalcaemia
Uncommon Decreased appetite
Psychiatric disorders
Common Insomnia Anxiety

Nervous system
disorders
Very Common

Peripheral sensory
neuropathy, neuralgia,
headache

Common Neuropathy peripheral, | Neuralgia, Lethargy, hypoaesthesia,
neuropathy, peripheral syncope, dysaesthesia
paraesthesia, neuropathy,
polyneuropathy, neuropathy
dizziness, dysgeusia

Uncommon Headache,

peripheral sensory
neuropathy,
paraesthesia,
dizziness
Eye disorders
Common Conjunctivitis

Vascular disorders
Common

Hypotension, orthostatic
hypotension, flushing,
hypertension, phlebitis
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Respiratory,
thoracic, and
mediastinal disorders

Common Dyspnoea Cough, epistaxis
exertional dyspnoea

Uncommon Dyspnoea

Gastrointestinal

disorders

Very Common

Nausea, diarrhoea,
vomiting, constipation,
stomatitis

Common Abdominal pain, Nausea, diarrhoea, Upper abdominal pain,
dyspepsia vomiting, stomatitis | mouth ulceration, dry
mouth, dysphagia,
aphthous stomatitis
Uncommon Constipation,
abdominal pain,
dyspepsia
Skin and
subcutaneous tissue
disorders
Very Common PPE*, rash
Common Dry skin PPE* Pruritus, papular rash,
allergic dermatitis,
erythema, skin
hyperpigmentation,
petechiae, alopecia,
medicine eruption
Uncommon Rash
Musculoskeletal and
connective tissue
disorders
Common Pain in extremity Arthralgia, myalgia,
muscle spasms, muscular
weakness, musculoskeletal
pain, musculoskeletal
chest pain
Reproductive system
and breast disorders
Common Scrotal erythema
General disorders
and administration
site conditions
Very Common Asthenia, fatigue,
pyrexia
Common Asthenia, Peripheral oedema, chills,
fatigue influenza-like illness,
malaise, hyperthermia
Uncommon Pyrexia

17




Investigations
Common Weight decreased Aspartate
aminotransferase
increased, ejection fraction
decreased, blood
creatinine increased,
alanine aminotransferase
increased

* Palmar-plantar erythrodysesthesia (Hand-foot syndrome).

Grade 3/4 adverse events are based on the adverse event terms of all severities with an overall incidence > 5 % (see
adverse events listed in first column).

ek

AIDS-KS program : Clinical studies on AIDS-KS patients treated at 20 mg/m” with Caelyx show that
myelosuppression was the most frequent undesirable effect considered related to Caelyx occurring
very commonly (in approximately one-half of the patients).

Leukopaenia is the most frequent undesirable effect experienced with Caelyx in this population;
neutropaenia, anaemia and thrombocytopaenia have been observed. These effects may occur early on
in treatment. Haematological toxicity may require dose reduction or suspension or delay of therapy.
Temporarily suspend Caelyx treatment in patients when the ANC count is < 1,000/mm’ and/or the
platelet count is < 50,000/mm”. G-CSF (or GM-CSF) may be given as concomitant therapy to support
the blood count when the ANC count is < 1,000/mm’ in subsequent cycles. The haematological
toxicity for ovarian cancer patients is less severe than in the AIDS-KS setting (see section for ovarian
cancer patients above).

Respiratory undesirable effects commonly occurred in clinical studies of Caelyx and may be related to
opportunistic infections in the AIDS population. Opportunistic infections (OI’s) are observed in KS
patients after administration with Caelyx, and are frequently observed in patients with HIV-induced
immunodeficiency. The most frequently observed OI’s in clinical studies were candidiasis,
cytomegalovirus, herpes simplex, Pneumocystis carinii pneumonia, and mycobacterium avium
complex.

Undesirable effects observed in patients with AIDS-KS according to CIOMS III frequency categories
(Very common (> 1/10); Common (> 1/100, < 1/10); Uncommon (> 1/1,000, < 1/100)) were as
follows:

Infections and infestations:
Common: oral moniliasis

Blood and lymphatic system disorders:
Very common: neutropaenia, anaemia, leukopaenia

Common: thrombocytopaenia

Metabolism and nutrition disorders:
Common: anorexia

Psychiatric disorders:
Uncommon: confusion

Nervous system disorders:
Common: dizziness

Uncommon: paresthesia

Eye disorders:
Common: retinitis

Vascular disorders:
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Common: vasodilatation

Respiratory, thoracic and mediastinal disorders:
Common: dyspnoea

Gastrointestinal disorders:

Very common: nausea

Common: diarrhoea, stomatitis, vomiting, mouth ulceration, abdominal pain, glossitis, constipation,
nausea and vomiting

Skin and subcutaneous tissue disorders:
Common: alopecia, rash
Uncommon: palmar-plantar erythrodysesthesia (PPE)

General disorders and administration site conditions:
Common: asthenia, fever, infusion-associated acute reactions

Investigations:
Common: weight loss.

Other less frequently (< 5 %) observed undesirable effects included hypersensitivity reactions
including anaphylactic reactions. Following marketing, bullous eruption has been reported rarely in
this population.

Clinically significant laboratory abnormalities frequently (= 5 %) occurred including increases in
alkaline phosphatase; AST and bilirubin which were believed to be related to the underlying disease
and not Caelyx. Reduction in haemoglobin and platelets were less frequently (< 5 %) reported. Sepsis
related to leukopaenia was rarely (< 1 %) observed. Some of these abnormalities may have been
related to the underlying HIV infection and not Caelyx.

All patients: 100 out of 929 patients (10.8 %) with solid tumours were described as having an
infusion-associated reaction during treatment with Caelyx as defined by the following Costart terms:
allergic reaction, anaphylactoid reaction, asthma, face oedema, hypotension, vasodilatation, urticaria,
back pain, chest pain, chills, fever, hypertension, tachycardia, dyspepsia, nausea, dizziness, dyspnoea,
pharyngitis, rash, pruritus, sweating, injection site reaction and medicinal product interaction.
Permanent treatment discontinuation was infrequently reported at 2 %. A similar incidence of infusion
reactions (12.4 %) and treatment discontinuation (1.5 %) was observed in the breast cancer program.
In patients with multiple myeloma receiving Caelyx plus bortezomib, infusion-associated reactions
have been reported at a rate of 3 %. In patients with AIDS-KS, infusion-associated reactions, were
characterised by flushing, shortness of breath, facial oedema, headache, chills, back pain, tightness in
the chest and throat and/or hypotension and can be expected at the rate of 5 % to 10 %. Very rarely,
convulsions have been observed in relation to infusion reactions. In all patients, infusion associated
reactions occurred primarily during the first infusion. Temporarily stopping the infusion usually
resolves these symptoms without further therapy. In nearly all patients, Caelyx treatment can be
resumed after all symptoms have resolved without recurrence. Infusion reactions rarely recur after the
first treatment cycle with Caelyx (see section 4.2).

Myelosuppression associated with anaemia, thrombocytopaenia, leukopaenia, and rarely febrile
neutropaenia, has been reported in Caelyx -treated patients.

Stomatitis has been reported in patients receiving continuous infusions of conventional doxorubicin
hydrochloride and was frequently reported in patients receiving Caelyx. It did not interfere with
patients completing therapy and no dosage adjustments are generally required, unless stomatitis is
affecting a patient’s ability to eat. In this case, the dose interval may be extended by 1 - 2 weeks or the
dose reduced (see section 4.2).
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An increased incidence of congestive heart failure is associated with doxorubicin therapy at
cumulative lifetime doses > 450 mg/m’ or at lower doses for patients with cardiac risk factors.
Endomyocardial biopsies on nine of ten AIDS-KS patients receiving cumulative doses of Caelyx
greater than 460 mg/m” indicate no evidence of anthracycline-induced cardiomyopathy. The
recommended dose of Caelyx for AIDS-KS patients is 20 mg/m” every two-to-three weeks. The
cumulative dose at which cardiotoxicity would become a concern for these AIDS-KS patients

(> 400 mg/m?) would require more than 20 courses of Caelyx therapy over 40 to 60 weeks.

In addition, endomyocardial biopsies were performed in 8 solid tumour patients with cumulative
anthracycline doses of 509 mg/m”— 1,680 mg/m’ . The range of Billingham cardiotoxicity scores was
grades 0 - 1.5. These grading scores are consistent with no or mild cardiac toxicity.

In the pivotal phase III trial versus doxorubicin, 58/509 (11.4 %) randomized subjects (10 treated with
Caelyx at a dose of 50 mg/m?*/every 4 weeks versus 48 treated with doxorubicin at a dose of

60 mg/m*/every 3 weeks) met the protocol-defined criteria for cardiac toxicity during treatment and/or
follow-up. Cardiac toxicity was defined as a decrease of 20 points or greater from baseline if the
resting LVEF remained in the normal range or a decrease of 10 points or greater if the LVEF became
abnormal (less than the lower limit for normal). None of the 10 Caelyx subjects who had cardiac
toxicity by LVEEF criteria developed signs and symptoms of CHF. In contrast, 10 of 48 doxorubicin
subjects who had cardiac toxicity by LVEF criteria also developed signs and symptoms of CHF.

In patients with solid tumours, including a subset of patients with breast and ovarian cancers, treated at
a dose of 50 mg/m*/cycle with lifetime cumulative anthracycline doses up to 1,532 mg/m’, the
incidence of clinically significant cardiac dysfunction was low. Of the 418 patients treated with
Caelyx 50 mg/m?/cycle, and having a baseline measurement of left ventricular ejection fraction
(LVEF) and at least one follow-up measurement assessed by MUGA scan, 88 patients had a
cumulative anthracycline dose of > 400 mg/m?, an exposure level associated with an increased risk of
cardiovascular toxicity with conventional doxorubicin. Only 13 of these 88 patients (15 %) had at least
one clinically significant change in their LVEF, defined as an LVEF value less than 45 % or a
decrease of at least 20 points from baseline. Furthermore, only 1 patient ( cumulative anthracycline
dose of 944 mg/m?), discontinued study treatment because of clinical symptoms of congestive heart
failure.

As with other DNA-damaging antineoplastic agents, secondary acute myeloid leukemias and
myelodysplasias have been reported in patients having received combined treatment with doxorubicin.
Therefore, any patient treated with doxorubicin should be kept under haematological supervision.

Although local necrosis following extravasation has been reported very rarely, Caelyx is considered to
be an irritant. Animal studies indicate that administration of doxorubicin hydrochloride as a liposomal
formulation reduces the potential for extravasation injury. If any signs or symptoms of extravasation
occur (e.g., stinging, erythema) terminate the infusion immediately and restart in another vein. The
application of ice over the site of extravasation for approximately 30 minutes may be helpful in
alleviating the local reaction. Caelyx must not be given by the intramuscular or subcutaneous route.

Recall of skin reaction due to prior radiotherapy has rarely occurred with Caelyx administration.

Following the marketing of Caelyx, serious skin conditions including erythema multiforme, Stevens
Johnson syndrome and toxic epidermal necrolysis have been reported very rarely.

In patients treated with Caelyx, cases of venous thromboembolism, including thrombophlebitis,
venous thrombosis and pulmonary embolism have been seen uncommonly. However, because patients
with cancer are at increased risk for thromboembolic disease, a causal relationship cannot be

determined.

4.9 Overdose
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Acute overdosing with doxorubicin hydrochloride worsens the toxic effects of mucositis, leukopaenia
and thrombocytopaenia. Treatment of acute overdose of the severely myelosuppressed patient consists
of hospitalisation, antibiotics, platelet and granulocyte transfusions and symptomatic treatment of
mucositis.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Cytotoxic agents (anthracyclines and related substances), ATC code:
LO1DB.

The active ingredient of Caelyx is doxorubicin hydrochloride, a cytotoxic anthracycline antibiotic
obtained from Streptomyces peucetius var. caesius. The exact mechanism of the antitumour activity of
doxorubicin is not known. It is generally believed that inhibition of DNA, RNA and protein synthesis
is responsible for the majority of the cytotoxic effects. This is probably the result of intercalation of
the anthracycline between adjacent base pairs of the DNA double helix thus preventing their
unwinding for replication.

A phase III randomized study of Caelyx versus doxorubicin in patients with metastatic breast cancer
was completed in 509 patients. The protocol-specified objective of demonstrating non-inferiority
between Caelyx and doxorubicin was met, the hazard ratio (HR) for progression-free survival (PFS)
was 1.00 (95 % CI for HR=0.82 - 1.22). The treatment HR for PFS when adjusted for prognostic
variables was consistent with PFS for the ITT population.

The primary analysis of cardiac toxicity showed the risk of developing a cardiac event as a function of
cumulative anthracycline dose was significantly lower with Caelyx than with doxorubicin (HR=3.16,
p <0.001). At cumulative doses greater than 450 mg/m” there were no cardiac events with Caelyx.

A phase III comparative study of Caelyx versus topotecan in patients with epithelial ovarian cancer
following the failure of first-line, platinum based chemotherapy was completed in 474 patients. There
was a benefit in overall survival (OS) for Caelyx-treated patients over topotecan-treated patients as
indicated by a hazard ratio (HR) of 1.216 (95 % CI; 1.000, 1.478), p=0.050. The survival rates at 1,

2 and 3 years were 56.3 %, 34.7 % and 20.2 % respectively on Caelyx, compared to 54.0 %, 23.6 %
and 13.2 % on topotecan.

For the sub-group of patients with platinum-sensitive disease the difference was greater: HR of 1.432
(95 % CI; 1.066, 1.923), p=0.017. The survival rates at 1, 2 and 3 years were 74.1 %, 51.2 % and
28.4 % respectively on Caelyx, compared to 66.2 %, 31.0 % and 17.5 % on topotecan.

The treatments were similar in the sub-group of patients with platinum refractory disease: HR of 1.069
(95 % CI; 0.823, 1.387), p=0.618. The survival rates at 1, 2 and 3 years were 41.5 %, 21.1 % and
13.8 % respectively on Caelyx, compared to 43.2 %, 17.2 % and 9.5 % on topotecan.

A phase 11l randomized, parallel-group, open-label, multicentre study comparing the safety and
efficacy of Caelyx plus bortezomib combination therapy with bortezomib monotherapy in patients
with multiple myeloma who have received at least 1 prior therapy and who did not progress while
receiving anthracycline-based therapy, was conducted in 646 patients. There was a significant
improvement in the primary endpoint of time to progression (TTP) for patients treated with
combination therapy of Caelyx plus bortezomib compared to patients treated with bortezomib
monotherapy as indicated by a risk reduction (RR) of 35 % (95 % CI; 21-47 %), p < 0.0001, based on
407 TTP events. The median TTP was 6.9 months for the bortezomib monotherapy patients compared
with 8.9 months for the Caelyx plus bortezomib combination therapy patients. A protocol-defined
interim analysis (based on 249 TTP events) triggered early study termination for efficacy. This interim
analysis showed a TTP risk reduction of 45 % (95 % CI; 29-57 %), p < 0.0001. The median TTP was
6.5 months for the bortezomib monotherapy patients compared with 9.3 months for the Caelyx plus
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bortezomib combination therapy patients. These results, though not mature, constituted the protocol
defined final analysis.

5.2 Pharmacokinetic properties

Caelyx is a long-circulating pegylated liposomal formulation of doxorubicin hydrochloride. Pegylated
liposomes contain surface-grafted segments of the hydrophilic polymer methoxypolyethylene glycol
(MPEG). These linear MPEG groups extend from the liposome surface creating a protective coating
that reduces interactions between the lipid bilayer membrane and the plasma components. This allows
the Caelyx liposomes to circulate for prolonged periods in the blood stream. Pegylated liposomes are
small enough (average diameter of approximately 100 nm) to pass intact (extravasate) through
defective blood vessels supplying tumours. Evidence of penetration of pegylated liposomes from
blood vessels and their entry and accumulation in tumours has been seen in mice with C-26 colon
carcinoma tumours and in transgenic mice with KS-like lesions. The pegylated liposomes also have a
low permeability lipid matrix and internal aqueous buffer system that combine to keep doxorubicin
hydrochloride encapsulated during liposome residence time in circulation.

The plasma pharmacokinetics of Caelyx in humans differ significantly from those reported in the
literature for standard doxorubicin hydrochloride preparations. At lower doses (10 mg/m* — 20 mg/m?)
Caelyx displayed linear pharmacokinetics. Over the dose range of 10 mg/m* — 60 mg/m” Caelyx
displayed non-linear pharmacokinetics. Standard doxorubicin hydrochloride displays extensive tissue
distribution (volume of distribution: 700 to 1,100 I/m?) and a rapid elimination clearance (24 to

73 1/h/m?). In contrast, the pharmacokinetic profile of Caelyx indicates that Caelyx is confined mostly
to the vascular fluid volume and that the clearance of doxorubicin from the blood is dependent upon
the liposomal carrier. Doxorubicin becomes available after the liposomes are extravasated and enter
the tissue compartment.

At equivalent doses, the plasma concentration and AUC values of Caelyx which represent mostly
pegylated liposomal doxorubicin hydrochloride (containing 90 % to 95 % of the measured
doxorubicin) are significantly higher than those achieved with standard doxorubicin hydrochloride
preparations.

Caelyx should not be used interchangeably with other formulations of doxorubicin hydrochloride.

Population pharmacokinetics

The pharmacokinetics of Caelyx was evaluated in 120 patients from 10 different clinical trials using
the population pharmacokinetic approach. The pharmacokinetics of Caelyx over the dose range of

10 mg/m’ to 60 mg/m” was best described by a two compartment non-linear model with zero order
input and Michaelis-Menten elimination. The mean intrinsic clearance of Caelyx was 0.030 1/h/m*
(range 0.008 to 0.152 1/h/m?) and the mean central volume of distribution was 1.93 I/m? (range 0.96 —
3.85 1/m”) approximating the plasma volume. The apparent half-life ranged from 24 — 231 hours, with
a mean of 73.9 hours.

Breast cancer patients

The pharmacokinetics of Caelyx determined in 18 patients with breast carcinoma were similar to the
pharmacokinetics determined in the larger population of 120 patients with various cancers. The mean
intrinsic clearance was 0.016 1/h/m? (range 0.008 - 0.027 1/h/m?), the mean central volume of
distribution was 1.46 1/m’ (range 1.10 - 1.64 1/m?). The mean apparent half-life was 71.5 hours (range
45.2 - 98.5 hours).

Ovarian cancer patients

The pharmacokinetics of Caelyx determined in 11 patients with ovarian carcinoma were similar to the
pharmacokinetics determined in the larger population of 120 patients with various cancers. The mean
intrinsic clearance was 0.021 1/h/m* (range 0.009 — 0.041 1/h/m?), the mean central volume of
distribution was 1.95 1/m? (range 1.67 — 2.40 1/m?). The mean apparent half-life was 75.0 hours (range
36.1 — 125 hours).
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AIDS-KS patients

The plasma pharmacokinetics of Caelyx were evaluated in 23 patients with KS who received single
doses of 20 mg/m* administered by a 30-minute infusion. The pharmacokinetic parameters of Caelyx
(primarily representing pegylated liposomal doxorubicin hydrochloride and low levels of

unencapsulated doxorubicin hydrochloride) observed after the 20 mg/m” doses are presented in
Table 8.

Table 8.  Pharmacokinetic Parameters in Caelyx-Treated AIDS-KS Patients

Mean + Standard Error
Parameter 20 rng/rn2 (n=23)
Maximum Plasma Concentration™ (pug/ml) 8.34+0.49
Plasma Clearance (1/h/m?) 0.041 £ 0.004
Volume of Distribution (I/m?) 2.72+£0.120
AUC (pg/ml-h) 590.00 + 58.7
A1 half-life (hours) 52+1.4
A2 half-life (hours) 55.0+4.8

*Measured at the end of a 30-minute infusion
5.3 Preclinical safety data

In repeat dose studies conducted in animals, the toxicity profile of Caelyx appears very similar to that
reported in humans who receive long-term infusions of standard doxorubicin hydrochloride. With
Caelyx, the encapsulation of doxorubicin hydrochloride in pegylated liposomes results in these effects
having a differing strength, as follows.

Cardiotoxicity: Studies in rabbits have shown that the cardiotoxicity of Caelyx is reduced compared
with conventional doxorubicin hydrochloride preparations.

Dermal toxicity: In studies performed after the repeated administration of Caelyx to rats and dogs,
serious dermal inflammations and ulcer formations were observed at clinically relevant dosages. In the
study in dogs, the occurrence and severity of these lesions was reduced by lowering the dose or
prolonging the intervals between doses. Similar dermal lesions, which are described as palmar-plantar
erythrodysesthesia were also observed in patients after long-term intravenous infusion (see

section 4.8).

Anaphylactoid response: During repeat dose toxicology studies in dogs, an acute response
characterised by hypotension, pale mucous membranes, salivation, emesis and periods of hyperactivity
followed by hypoactivity and lethargy was observed following administration of pegylated liposomes
(placebo). A similar, but less severe response was also noted in dogs treated with Caelyx and standard
doxorubicin.

The hypotensive response was reduced in magnitude by pretreatment with antihistamines. However,
the response was not life-threatening and the dogs recovered quickly upon discontinuation of
treatment.

Local toxicity: Subcutaneous tolerance studies indicate that Caelyx, as against standard doxorubicin
hydrochloride, causes slighter local irritation or damage to the tissue after a possible extravasation.

Mutagenicity and carcinogenicity: Although no studies have been conducted with Caelyx,
doxorubicin hydrochloride, the pharmacologically active ingredient of Caelyx, is mutagenic and
carcinogenic. Pegylated placebo liposomes are neither mutagenic nor genotoxic.
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Reproductive toxicity: Caelyx resulted in mild to moderate ovarian and testicular atrophy in mice after
a single dose of 36 mg/kg. Decreased testicular weights and hypospermia were present in rats after
repeat doses > 0.25 mg/kg/day and diffuse degeneration of the seminiferous tubules and a marked
decrease in spermatogenesis were observed in dogs after repeat doses of 1 mg/kg/day (see section 4.6).

Nephrotoxicity: A study has shown that Caelyx at a single intravenous dose of over twice the clinical
dose produces renal toxicity in monkeys. Renal toxicity has been observed with even lower single
doses of doxorubicin HCI in rats and rabbits. Since an evaluation of the post-marketing safety database
for Caelyx in patients has not suggested a significant nephrotoxicity liability of Caelyx, these findings
in monkeys may not have relevance to patient risk assessment.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

o-(2-[1,2-distearoyl-sn-glycero(3)phosphooxy |Jethylcarbamoyl)-m-methoxypoly(oxyethylen)-
40 sodium salt (MPEG-DSPE)

fully hydrogenated soy phosphatidylcholine (HSPC)

cholesterol

ammonium sulphate

sucrose

histidine

water for injections

hydrochloric acid

sodium hydroxide

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
20 months

After dilution:

- Chemical and physical in-use stability has been demonstrated for 24 hours at 2°C to §°C.

- From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user
and should not be longer than 24 hours at 2°C to §°C.

- Partially used vials must be discarded.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
Do not freeze.

For storage conditions of the diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

Type I glass vials, each with a siliconised grey bromobutyl stopper, and an aluminium seal, with a
deliverable volume of 10 ml (20 mg) or 25 ml (50 mg).

Caelyx is supplied as a single pack or packs of ten vials.
Not all pack sizes may be marketed.
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6.6 Special precautions for disposal
Do not use material that shows evidence of precipitation or any other particulate matter.

Caution must be exercised in handling Caelyx solution. The use of gloves is required. If Caelyx comes
into contact with skin or mucosa, wash immediately and thoroughly with soap and water. Caelyx must
be handled and disposed of in a manner consistent with that of other anticancer medicinal products in
accordance with local requirements.

Determine the dose of Caelyx to be administered (based upon the recommended dose and the patient’s
body surface area). Take the appropriate volume of Caelyx up into a sterile syringe. Aseptic technique
must be strictly observed since no preservative or bacteriostatic agent is present in Caelyx. The
appropriate dose of Caelyx must be diluted in 5 % (50 mg/ml) glucose solution for infusion prior to
administration. For doses < 90 mg, dilute Caelyx in 250 ml, and for doses > 90 mg, dilute Caelyx in
500 ml. This can be infused over 60 or 90 minutes as detailed in 4.2.

The use of any diluent other than 5 % (50 mg/ml) glucose solution for infusion, or the presence of any
bacteriostatic agent such as benzyl alcohol may cause precipitation of Caelyx.

It is recommended that the Caelyx infusion line be connected through the side port of an intravenous
infusion of 5 % (50 mg/ml) glucose. Infusion may be given through a peripheral vein. Do not use with
in-line filters.

7. MARKETING AUTHORISATION HOLDER
SP Europe

Rue de Stalle 73

B — 1180 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/96/011/001

EU/1/96/011/002

EU/1/96/011/003

EU/1/96/011/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorization: 21 June 1996

Date of last renewal: 19 May 2006

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.emea.europa.eu/
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ANNEX IT

A.  MANUFACTURING AUTHORISATION HOLDER
RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OF THE MARKETING AUTHORISATION
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A.  MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

SP Labo N.V., Industriepark 30, 2220, Heist-op-den-Berg, Belgium

B. CONDITIONS OF THE MARKETING AUTHORISATION

o CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to restricted medical prescription (See Annex I: Summary of Product
Characteristics, section 4.2).

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

Not applicable.
. OTHER CONDITIONS

Pharmacovigilance system

The MAH must ensure that the system of Pharmacovigilance, as described in version dated June 2007
presented in Module 1.8.1. of the Marketing Authorisation Application, is in place and functioning
before and whilst the product is on the Market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version dated 01 June 2007 of the Risk Management Plan
(RMP) presented in Module 1.8.2. of the Marketing Authorisation Application and any subsequent
updates of the RMP agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted:
e  When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities
e Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached
e At the request of the EMEA
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ANNEX III

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

CAELYX CARTON 20 mg/10 ml — 1 vial
CAELYX CARTON 20 mg/10 ml — 10 vials

| 1. NAME OF THE MEDICINAL PRODUCT

Caelyx 2 mg/ml concentrate for solution for infusion
Pegylated liposomal doxorubicin hydrochloride

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

One ml of Caelyx contains 2 mg pegylated liposomal doxorubicin hydrochloride.

| 3. LIST OF EXCIPIENTS

Excipients: a-(2-[1,2-distearoyl-sn-glycero(3)phosphooxy]ethylcarbamoyl)-w-
methoxypoly(oxyethylen)-40 sodium salt, fully hydrogenated soy phosphatidylcholine, cholesterol,
ammonium sulphate, sucrose, histidine, water for injections, hydrochloric acid and sodium hydroxide.

| 4. PHARMACEUTICAL FORM AND CONTENTS

1 vial
10 vials
20 mg/10 ml

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use, following dilution in 5 % (50 mg/ml) glucose solution for infusion.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

7.  OTHER SPECIAL WARNING(S), IF NECESSARY

DO NOT USE INTERCHANGEABLY WITH OTHER FORMULATIONS OF DOXORUBICIN
HYDROCHLORIDE.

| 8. EXPIRY DATE

EXP
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| 9.  SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Partially used vials should be discarded.

Caelyx should be handled and disposed of in a manner consistent with that of other cytotoxic
medicinal products.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:
SP Europe

Rue de Stalle 73

B-1180 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/96/011/001 (1 vial)
EU/1/96/011/002 (10 vials)

| 13. BATCH NUMBER

Batch

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Caelyx 20 mg/10 ml
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CAELYX CARTON 50 mg/25 ml — 1 vial
CAELYX CARTON 50 mg/25 ml — 10 vials

| 1. NAME OF THE MEDICINAL PRODUCT

Caelyx 2 mg/ml concentrate for solution for infusion
Pegylated liposomal doxorubicin hydrochloride

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One ml of Caelyx contains 2 mg pegylated liposomal doxorubicin hydrochloride.

| 3. LIST OF EXCIPIENTS

Excipients: a-(2-[1,2-distearoyl-sn-glycero(3)phosphooxyJethylcarbamoyl)-w-
methoxypoly(oxyethylen)-40 sodium salt, fully hydrogenated soy phosphatidylcholine, cholesterol,
ammonium sulphate, sucrose, histidine, water for injections, hydrochloric acid and sodium hydroxide.

| 4. PHARMACEUTICAL FORM AND CONTENTS

1 vial
10 vials
50 mg/25 ml

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use, following dilution in 5 % (50 mg/ml) glucose solution for infusion.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

[ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

DO NOT USE INTERCHANGEABLY WITH OTHER FORMULATIONS OF DOXORUBICIN
HYDROCHLORIDE.

| 8. EXPIRY DATE

EXP

32



| 9.  SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Partially used vials should be discarded.

Caelyx should be handled and disposed of in a manner consistent with that of other cytotoxic
medicinal products.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:
SP Europe

Rue de Stalle 73

B-1180 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/96/011/003 (1 vial)
EU/1/96/011/004 (10 vials)

| 13. BATCH NUMBER

Batch

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Caelyx 50 mg/25 ml
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

CAELYX LABEL 20 mg/10 ml

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Caelyx 2 mg/ml concentrate for solution for infusion
Pegylated liposomal doxorubicin hydrochloride

Intravenous use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Batch

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

20 mg/10 ml

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

CAELYX LABEL 50 mg/25 ml

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Caelyx 2 mg/ml concentrate for solution for infusion
Pegylated liposomal doxorubicin hydrochloride

Intravenous use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Batch

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

50 mg/25 ml

6. OTHER
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Caelyx 2 mg/ml concentrate for solution for infusion
Pegylated liposomal doxorubicin hydrochloride

Read all of this leaflet carefully before you start using this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Caelyx is and what it is used for
2. Before you use Caelyx

3. How to use Caelyx

4. Possible side effects

5 How to store Caelyx

6. Further information

1. WHAT CAELYX IS AND WHAT IT IS USED FOR
Caelyx is an antitumour agent.

Caelyx is used to treat cancer of the breast in patients at risk for heart problems. Caelyx is also used to
treat cancer of the ovary. It is used to kill cancer cells, shrink the size of the tumour, delay the growth
of the tumour, and extend your survival.

Caelyx is also used in combination with another medicine, bortezomib, to treat multiple myeloma, a
cancer of the blood in patients who have received at least 1 prior therapy.

Caelyx is also used to produce an improvement in your Kaposi’s sarcoma including flattening,
lightening and even shrinkage of the cancer. Other symptoms of Kaposi’s sarcoma, such as swelling
around the tumour, may also improve or disappear.

Caelyx contains a medicine which is able to interact with cells in such a way as to selectively kill
cancer cells. The doxorubicin hydrochloride in Caelyx is enclosed in tiny spheres called pegylated
liposomes which help to deliver the medicinal product from the blood stream to the cancerous tissue
rather than healthy normal tissue.

2. BEFORE YOU USE CAELYX

Do not use Caelyx
- if you are allergic (hypersensitive) to doxorubicin hydrochloride or any of the other ingredients
of Caelyx.

Take special care with Caelyx

- if you are receiving any treatment for heart disease or liver disease;

- if you are diabetic, because Caelyx contains sugar which may require an adjustment to the
treatment of your diabetes;

- if you have Kaposi’s sarcoma and have had your spleen removed.

Taking other medicines
Please tell your doctor or pharmacist

37



- if you are taking or have recently taken any other medicines, including medicines obtained
without a prescription,

- about any other cancer treatments you are on or have been taking, as particular care needs to be
taken with treatments which reduce the number of white blood cells, as this may cause further
reduction in the number of white blood cells. If you are unsure about what treatments you have
received or any illnesses you have had, discuss these with your doctor.

Pregnancy and breast-feeding

Ask your doctor or pharmacist for advice before taking any medicine.

Because the active ingredient doxorubicin hydrochloride in Caelyx may cause birth defects, it is
important to tell your doctor if you think you are pregnant. Avoid becoming pregnant while you or
your partner are taking Caelyx and in the six months following discontinuation of Caelyx treatment.

Because doxorubicin hydrochloride may be harmful to nursing infants, women must discontinue
breast-feeding before starting treatment with Caelyx. Health experts recommend that HIV infected
women do not breast-feed their infants under any circumstances in order to avoid transmission of HIV.

Driving and using machines
Do not drive or use any tools or machines if you feel tired or sleepy from treatment with Caelyx.

3. HOW TO USE CAELYX

Caelyx is a unique formulation. It must not be used interchangeably with other formulations of
doxorubicin hydrochloride.

Caelyx will be given to you by your doctor in a drip (infusion) into a vein. Depending on the dose and
indication, this may take from 30 minutes to more than one hour (i.e., 90 minutes).

If you are being treated for breast cancer or ovarian cancer, Caelyx will be administered at a dose of
50 mg per square metre of your body surface area (based on your height and weight). The dose is
repeated every 4 weeks for as long as the disease does not progress and you are able to tolerate the
treatment.

If you are being treated for multiple myeloma, and have already received at least 1 prior therapy,
Caelyx will be administered at a dose of 30 mg per square metre of your body surface area (based on
your height and weight) as a 1 hour intravenous infusion on Day 4 of the bortezomib 3 week regimen
immediately after the bortezomib infusion. The dose is repeated as long as you respond satisfactorily
and tolerate treatment.

If you are being treated for Kaposi’sarcoma, Caelyx will be administered at a dose of 20 mg per square
metre of your body surface area (based on your height and weight). The dose is repeated every 2 to

3 weeks for 2 - 3 months, then as often as necessary to maintain an improvement in your condition.

If you use more Caelyx than you should

Acute overdosing worsens side effects like sores in the mouth or decreases the number of white blood
cells and platelets in the blood. Treatment will include administration of antibiotics, platelet cell
transfusions, use of factors which stimulate production of white blood cells and symptomatic treatment
of mouth sores.

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

4. POSSIBLE SIDE EFFECTS

Like all medicines, Caelyx can cause side effects, although not everybody gets them.

38



During the infusion of Caelyx, the following reactions may occur: flushing of the face, shortness of
breath, headache, chills, back pain, tightness in the chest and/or throat, sore throat, low or increase in
blood pressure, rapid heart beat, puffing of the face, fever, dizziness, nausea, indigestion, itching, rash
and sweating. In very rare cases, seizures (convulsions) have occurredStinging or swelling of the skin
at the site of injection may also occur. If the drip stings or hurts while you are receiving a dose of
Caelyx, tell your doctor immediately.

Contact your doctor immediately if:

you get reddening painful skin on your hands and feet,

you get painful reddening of the skin and/or blisters on the body or in the mouth,

you get heart problems,

you get mouth sores,

you develop a fever or any other sign of an infection,

you get sudden shortness of breath or sharp chest pain that may worsen with deep breathing or
coughing,

you get swelling, warmth, or tenderness in the soft tissues of your leg, sometimes with pain
which gets worse when you stand or walk.

Between infusions, the following may occur:

redness, swelling and sores on the palms of your hands and feet. These effects have been seen
frequently, and are sometimes severe. In severe cases, these effects may interfere with certain
daily activities, and may last for 4 weeks or longer before resolving completely. The doctor may
wish to delay the start and/or reduce the dose of the next treatment (see Strategies to prevent and
treat hand-foot syndrome, below);

pain or sores in mouth or throat, nausea, vomiting, stomach pains, diarrhoea, constipation, oral
thrush (a fungal infection in the mouth), sores in nose, bleeding from your nose, cold sores, loss
of appetite, weight loss and tongue inflammation;

decrease in the number of white blood cells, which can increase the chances of infections.
Anaemia (reduction in red blood cells) may cause tiredness, and decreased platelets in the blood
may increase the risk of bleeding. In rare cases, having low white blood cells may lead to severe
infection. Laboratory values related to the function of the liver may either increase or decrease
while on Caelyx. It is because of the potential changes in your blood cells that you will have
regular blood tests. From a clinical study in patients with AIDS-KS comparing Caelyx against
another treatment (bleomycin/vincristine), there may be a higher chance of some infections with
Caelyx. However, in contrast to the experience with patients with AIDS-KS, when Caelyx was
compared to a standard treatment for advanced ovarian cancer (topotecan), the risk of infections
was substantially lower in the Caelyx-treated patients. The risk of low blood counts and
infections was similarly low in breast cancer studies. Some of these effects may be related to
your disease and not to Caelyx;

general feeling of tiredness, sleepiness, confusion, dizziness, weakness, bone pain, breast pain,
muscle pain, leg cramps or swelling, general swelling, inflammation of the retina (the light-
detecting membrane of the eye), increased tear production, blurred vision, feeling of pins and
needles or pain in hands and feet;

hair loss, inflammation of hair follicles, scaly skin, inflammation or rash, abnormal skin
pigmentation (colouring), and nail disorder ;

heart problems, e.g., irregular heart beat, enlarged blood vessels;

fever, increased temperature or any other sign of infection which may be related to your disease;
respiratory problems, i.e., difficulty in breathing or coughing which may be linked to infections
you have caught as a result of your disease;

if you have previously had skin reactions, i.e., pain, redness and dryness of skin, during

treatment with radiotherapy, this may also happen with Caelyx.

Other side effects that may occur with a combination of Caelyx and bortezomib include:

joint pain, decreased or abnormal sensation to stimulation, inflammation of the cornea, redness

of the eye, redness of the scrotum.
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When Caelyx is used alone, some of these effects are less likely to occur, and some have not occurred
at all.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

Strategies to prevent and treat hand-foot syndrome:

Every day for 4-7 days beginning immediately after you have received Caelyx:

- soak hands and/or feet in basins of cold water when possible (e.g. while watching television,
reading, or listening to the radio);

- keep hands and feet uncovered (no gloves, socks, etc.);

- stay in cool places;

- take cool baths during hot weather;

- avoid vigorous exercise that might cause trauma to the feet (e.g. jogging);

- avoid exposure of skin to very hot water (e.g. jacuzzis, saunas);

- avoid tight fitting footwear or high-heeled shoes.

Pyridoxine (Vitamin B6):

- Vitamin B6 is available without prescription.

- Take 50-150 mg daily beginning at the first signs of redness or tingling.

5. HOW TO STORE CAELYX

Keep out of the reach and sight of children.

Store in a refrigerator (2°C — 8°C). Do not freeze.

After dilution:

Chemical and physical in-use stability has been demonstrated for 24 hours at 2°C to 8°C.

From a microbiological point of view, the product should be used immediately. If not used

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

should not be longer than 24 hours at 2°C to 8°C. Partially used vials must be discarded.

Do not use Caelyx after the expiry date which is stated on the label and carton.

Do not use Caelyx if you notice that it shows evidence of precipitation or any other particulate matter.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to

dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION

What Caelyx contains

- The active substance is doxorubicin hydrochloride. One ml of Caelyx contains 2 mg of
doxorubicin hydrochloride in a pegylated liposomal formulation.

- The other ingredients are a-(2-[1,2-distearoyl-sn-glycero(3)phosphooxy]ethylcarbamoyl)-cw-
methoxypoly(oxyethylen)-40 sodium salt (MPEG-DSPE), fully hydrogenated soy
phosphatidylcholine (HSPC), cholesterol, ammonium sulphate, sucrose, histidine, water for
injections, hydrochloric acid and sodium hydroxide.

Caelyx concentrate for solution for infusion: vials which provide 10 ml (20 mg) or 25 ml (50 mg).

What Caelyx looks like and contents of the pack
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The solution for infusion is sterile, translucent and red. Caelyx is available in glass vials as a single

pack or packs of ten vials.
Not all pack sizes may be marketed.

Marketing Authorisation Holder: SP Europe, Rue de Stalle 73, B-1180 Bruxelles, Belgium.

Manufacturer: SP Labo N.V., Industriepark 30, B-2220 Heist-op-den-Berg, Belgium.

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

Authorisation Holder:

Belgié/Belgique/Belgien

Rue de Stalle/Stallestraat 73
B-1180 Bruxelles/Brussel/Briissel
Tél/Tel: +32-(0)2 370 92 11

Buarapus

yi. "IIpod. Munko buges" Ne 7, et.3
BG-Codus 1504

Ten.: +359 2 944 1073

Ceska republika

Na Prikopé 25
CZ-110 00 Praha 1
Tel: +420 221771250

Danmark
Lautrupbjerg 2
DK-2750 Ballerup
TIf: + 45-44 39 50 00

Deutschland
Thomas-Dehler-Stralle 27
D-81737 Miinchen

Tel: + 49-(0)89 627 31-0

Eesti

Jarvevana tee 9
EE-11314 Tallinn
Tel: + 372 654 96 86

EAlLada

Avyiov Anuntpiov 63
GR-174 55 Ahpog

TnA.: +30-210 98 97 300

Espaiia

Km. 36, Ctra. Nacional I

E-28750 San Agustin de Guadalix — Madrid
Tel: +34-91 848 85 00

France

92 rue Baudin

F-92300 Levallois-Perret
Tél: +33-(0)1 41 06 35 00

Luxembourg/Luxemburg
Rue de Stalle 73

B-1180 Bruxelles/Briissel
Belgique/Belgien

Tél/Tel: +32-(0)237092 11

Magyarorszag
Alkotés u. 53.
H-1123 Budapest
Tel.: +36 1 457-8500

Malta

168 Christopher Street
MT-VLTO02 Valletta
Tel: +356-2123 21 75

Nederland
Maarssenbroeksedijk 4
NL-3542 DN Utrecht

Tel: +31-(0)800 778 78 78

Norge

Pb. 398

N-1326 Lysaker

TIf: +47 67 16 64 50

Osterreich

Badener Strasse 23
A-2514 Traiskirchen
Tel: +43-(0)2252 502-0

Polska

Al. Jerozolimskie 195a
PL-02-222 Warszawa
Tel.: + 48-(0)22 478 41 50

Portugal

Rua Agualva dos Agores 16
P-2735-557 Agualva-Cacém
Tel: +351-21 433 93 00

Roméinia

Sos. Bucuresti-Ploiesti, nr.
Center, et. 7, sector 1
RO-013682 Bucuresti

17-21,
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Ireland

Shire Park

Welwyn Garden City
Hertfordshire AL7 1TW
Tel: +44-(0)1 707 363 636

island

Horgatin 2

IS-210 Gardabeer
Simi: + 354 535 70 00

Italia

Via fratelli Cervi snc,

Centro Direzionale Milano Due
Palazzo Borromini

1-20090 Segrate (Milano)

Tel: +39-02 21018.1

Kvnpog

066g Ayiov Nikordov, 8
CY-1055 Aevkmoia
TnA: +357-22 757188

Latvija

Bauskas 58a -401
Riga, LV-1004

Tel: +371-7 21 38 25

Lietuva

Kestucio g. 65/40
LT-08124 Vilnius
Tel. +370 52 101868

This leaflet was last approved on

Tel. +40 21 233 35 30

Slovenija

Dunajska 22

SI-1000 Ljubljana

Tel: + 386 01 3001070

Slovenska republika
Strakova 5

SK-811 01 Bratislava
Tel: +421 (2) 5920 2712

Suomi/Finland

PL 3/PB 3

FIN-02201 Espoo/Esbo
Puh/Tel: + 358-(0)20-7570 300

Sverige

Box 6185

S-102 33 Stockholm

Tel: + 46-(0)8 522 21 500

United Kingdom

Shire Park

Welwyn Garden City
Hertfordshire AL7 1TW - UK
Tel: +44-(0)1 707 363 636

Detailed information on this medicine is available on the website of the European Medicines Agency

(EMEA) http://www.emea.europa.cu/
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The following information is intended for medical or healthcare professionals only (see section 3):

Caution must be exercised in handling Caelyx solution. The use of gloves is required. If Caelyx comes
into contact with skin or mucosa, wash immediately and thoroughly with soap and water. Caelyx must
be handled and disposed of in a manner consistent with that of other anticancer medicinal products.

Determine the dose of Caelyx to be administered (based upon the recommended dose and the patient's
body surface area). Take the appropriate volume of Caelyx up into a sterile syringe. Aseptic technique
must be strictly observed since no preservative or bacteriostatic agent is present in Caelyx. The
appropriate dose of Caelyx must be diluted in 5 % (50 mg/ml) glucose solution for infusion prior to
administration. For doses < 90 mg, dilute Caelyx in 250 ml, and for doses > 90 mg, dilute Caelyx in
500 ml.

To minimize the risk of infusion reactions, the initial dose is administered at a rate no greater than
1 mg/minute. If no infusion reaction is observed, subsequent Caelyx infusions may be administered
over a 60-minute period.

In the breast cancer trial program, modification of the infusion was permitted for those patients
experiencing an infusion reaction as follows: 5 % of the total dose was infused slowly over the first
15 minutes. If tolerated without reaction, the infusion rate was doubled for the next 15 minutes. If
tolerated, the infusion was completed over the next hour for a total infusion time of 90 minutes.

If the patient experiences early symptoms or signs of infusion reaction, immediately discontinue the
infusion, give appropriate premedications (antihistamine and/or short acting corticosteroid) and restart
at a slower rate.

The use of any diluent other than 5 % (50 mg/ml) glucose solution for infusion, or the presence of any
bacteriostatic agent such as benzyl alcohol may cause precipitation of Caelyx.

It is recommended that the Caelyx infusion line be connected through the side port of an intravenous

infusion of 5 % (50 mg/ml) glucose. Infusion may be given through a peripheral vein. Do not use with
in-line filters.
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CONFIDENTIAL - FOR INTERNAL USE ONLY

Johnson & Johnson Pharmaceutical Research & Development, L.L.C.

COMPANY CORE DATA SHEET
DOXIL®/CAELYX®

Pegylated liposomal doxorubicin hydrochloride

B

Confidentiality Statement
The information in this document contains trade secrets and commercial information that are privileged or confidential and may
not be disclosed unless such disclosure is required by applicable law or regulations. In any event, persons to whom the
information is disclosed must be informed that the information is privileged or confidential and may not be further disclosed by
them. These restrictions on disclosure will apply equally to al/l future information supplied to you which is indicated as
privileged or confidential.
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A B AR
L
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kg B, EIE, B
f Y INEY
i Fl L YRR R
(i) FEERRRA | U o SERA | 4f 4 FE R 7 20 B H SR B
[CUN EOHOM |V S ERE
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o fid Na
b EERECR
Ho AR F
g, /R
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. SEE AR
KANEZ D
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WRoE4 R 3% /L1 20mg e
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DRI : SMERGHRS LLAIRE (n=239) D
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(12.1%) . #Zifl (~F27 1 e 8g/dL Kii) 14
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301 (13%) MR bz, AFFG (KAlL
DR REBEROA T 2300 & FHBLL 7= F )
OFFHIE 239 FIASF AL, 222 B (92.9%) 12
BITERRRO bz, ERAEFRRIT. FRIE
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H2) BREBREOD, HERY,
@A X R DR R
SETIT I A AP R D R % k4 &
L7- 4 BRERBR T, 720 B, miEsrme
TR L LT BB D E 439 f
(61.0%) . 1 399 i (55.4%) . 4f kR
JiE 352 5] (48.9%) M3iR® Bz,
HEFL RA & ORRBROA RN
PHRELHG) Offwit 705 #5550,
83%IZEIEM MR bz, EREIEM (i
FHIRAEREORER Z R 1k, Bl 119 4
(16.9%) . MESHE 70 B (9.9%) . IKEHEMEE
i 69 B (9.8%) . FE\ 64 ] (9.1%) . WiEIE
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B - |BAE | HLML V| BER LIS RS RS
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e EiE=Y THiE, %1
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ML NNER, % BEHEEER. K
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R fa Yy RT T AF U
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Aol L7z,
4 MR AR O EIER 2R <,
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W2 &0 RIS L ER AR B OV A
DOFEPINT 52 LD,

ALIE
/B K OVBEREER O i, U A% 5% i
BB ZAT D & & bIT, KBk 5 %t
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HFLE () Ver.3.10

B k2~8CCRiEERITRIL) AXREERIEES
B 20 » A (BZEICRTOFERBRAIZERTHIL) 874235
RELESR

Bk N = ®3 ;;s

R IILTE 20mg ()

nAEEAEES"

: BRINEEOEBMICEE S EEERMR
o AEES | 21900AMX00001000
D’OXIL lnj(?cj:lon . (U 2007 % 1 B
FRUYNEDUIERIE YRY—LiESH _ ERFEEIN: 2007 % 2 A
*FE-EMEONABAICEYERTEIE ERS 3 4 1995 & 11 B
(B &) (% 8E - %) 8]

1) HERD RFFVILED VIERIBEHFIORE L LTAFZERS LAEL
&, [ TEELRERMEE] OESE]

2) AEOHEEF. REFITHAMETESIERBEICS LT, KA
BENEY EHHINDEFICOVWTDAERET D &, Fiz.
NEEEZHICHNT IAFNDERS(F. NALZEEEICT DA -
REEZEOEMDLETERT S &,

3) FXVILED VIERIENE T HLEMEICEERT S L, FFYIL

EY U IEBIEDRIRSEMN 500mg/m? 2B 5 &, DEFESIZK

53 oMELDRENELCHHAEEMELAHD. FFVILE S VIEFEIE

DIBTEEIZDONTIE, DT 2 S5 A5 1) U REXOEEL

EMICKBAABIIHRAZEET S &, £z, HRICHRETHR

BEEZITEEBEXIEIOIVARR I 7 FEEQLEEDH D

EREFHALTVWEEETIE, LYEVREEE (400mg/m?) T

IDEENRRT IAERELAHIDTIEET S &, AEIRSHME

Al. RUARFIREDFERICODEERE X T O L EBEFTORKESE

THRIZERL., EENZEOHONIGEICEESEZRIET S L,

[MEE#HE), TEELERMEE]. TEXGEER] OESE]

DMERKEEBERIESZTOBRERDOHDBEFICIE. BELOFENED

fElEtE EEBIGRICOAHRETEH L, [[EEHRE], TEER

EARWGEEL. TEXGEMER] OHESE]

EEQOEBHINGINELDZEAH D=0, HEIZMRREEZITS

HEBEDREZTRICBERT S &, [ TEELERNEEL.

TEXLEIMERA] OBESE]

IFCTY., #FT, MRS, AR, 2k BOFEZETAM

M infusion reaction MEBH N TS, ChLDERIF. E<LDE

ECTHRERUERITERTR., #EFENS 1 BTRREL, £, &5

REDBRICEVERTEZIEEHD, —BOBETIE, EET

BREMEBTLULILF—HIXIETFT 7475 F L —8HD infusion

reaction ANIRE SN TS, BARKFICTLERMIEDTESE L IA

BELIYDEBETEHFE LI LTEREZMLE L. infusion reaction &

4

s

5

=

6

=

ROBREZR/NRICT 2-OBREEERT Img/NEBABLC

&, 2D & 5% infusion reaction B4 L1158 (FxE55H1LET 5%
EBYGNEZTOI L, [ TEELGEXRNIEE]. TEXLGEME
Al nESE]

[(£E (ROBHFICERELEWNI L))
D KEYVE S U EBIERAIR ERA DR <3 L TRBED

BEEDHDEE

(#8 R - & K]
AEIEL, RFEYILE Y VIEFREIEF MPEG-DSPE &) /R — LlZH
ALBRANBESHETH D,

BR5E 4 K& )L3E 20mg
By &8 |1 /147 10mLi KXY ILE D ViERIE 20mg &8
mm HSPC " 95.8mg
(1734 7 JLH) | MPEG-DSPE #? 31.9mg
aLAXTA—IL 31.9mg
BEB7UE=DL 20mg
-EXFDY 15.5mg
EREE 940mg
pH EREEHI BEE
& - R FEDERK
pH 6.0~70

$¥ 1) Hydrogenated Soy Phosphatidylcholine (JKFRFRMAZHRR 77 F2)Laly)
3¥ 2) M-(Carbonyl-methoxypolyethylene glycol 2000)-1,2—distearoyl-smglycero—3-
phosphoethanolamine sodium salt

1) ARPEE BrRraRRE LENEE, BREES
)

2) T4 XEBEHKSHIE
(A ix-A &l
1) BHRIMERE

FEXVILED UiEEEE & L T1B1[E50mg/m*ZE 1mg/ D DIRE TR
IRAKZES L. ZORGEBKEST S, ChE1a—RELTHEES
ByYiRy,
HH. Ff. ERICEYEERET 5.
2) T4 XEEARSARE
REYILES VIEEEE L L T1BE1E20mg/m*ZE 1mg/ D DREE T
BIRNEREL. TO®R2~3BMKRET S, chE1a—RELT
BE#EYRT,
HE. FH. ERICKYVEERET 5.
! (R - ARICHET 5EALOER) ;
') I XEEARCABEZCHLTIE. AF EORELESS |
L EHALEBAOEDERURSMIEHET L TLVEL, :
D 2) AHlE, 5%T PSSR CARS B L BRAEICOVTIE,
FEDBEEICEDE., UTD a). b) WFhAhDAETITS |
&O \

a) AEIDEEEH I0mg KiFEDIHE
5% 7 Rro#EiF 5tk 250mL TH]RT 3

b) AEIDIZSEH 90mg U EDIHE
5% Ko #EF 5T 500mL THI]RY B

BEGEEITEY infusion reaction REDBIRMENE LEEE
hiH B0, BEFIRAREREHFRLZVERTOREIIT |
hiEl &, :
3)mw;ﬁ%ammAX@nL%¢74/rmnﬁgxuiwé_i
&, |
4) FREGE (FE - RERFRMERSER) . DRk, S50 |
flE EDEMFRTHEX SR ERREOREICL > TEETESH |
BEMEA $H B, Grade 2L EOFEERLNNOTHRE L. TRD |
ﬁiﬁ(:?ﬁéot?&f}ﬁs BREMRBERG T L. BEBETo15 |
B, AEBEHIBERLTHLFENOREZICRS RN & !

Sa—5—

RO—REAAREE

| <zRmeE>

85 BRIEEF D Grade e a)iil RAEQNEE

1
B % D7 LB
BREBOEIEITE
% (- FTBE)

BEERKT 5,

Grade 0~1 BRI 5 FETHRA4E
EEHT 5.

2
HRERE DL VRS
DEL B AREF | 4EMEL L THGrade 1ETERL
B, kB, Hif, B | ZBLNEEEF. AEORSEPIET
iR) XIEERE %o
Grade 0~1[Z8RT 5 ETHRA4:8
FEHS 5.

(5 FTEEA S 2 EMEER L
T=B5 R T Grade 2 ~NEXR L 72 L0MG
A, AElOBEEEFIET S, )
AERIERI L T4 Grade 13FE TEHR
LBWMEERF, FEIDES EHIES

%50 —RIZTGrade 3
DEEZEHFBRL TL
A5E&. FAE %250
£95%,

3
R R R TE
ISk DHBEEEE
HSEEOEL

___________________________________________________________________
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<AOR%x>
B 5 B3R D Grade B5ORE AEOEE
1 0y U gk
YDA BEEMHET Do
Grade 0~1 SRS 2 ETHRA 4B
2 HEHT 5.
BHKES X T AERIFERA L T £ Grade 13 TERL
BUWMEEE AHOEEZERIET 5, | HEI—RIST Grade
3 Grade 0~1 [CBRTZ2FTRA4E | 3 ULDEAERZRR
BMAELLESEXEH | MEHT L, LTWBHEERF. AR
V| B (BE5EBFPEAND 2 AMEHL | Z25%HET Do
V| DEAESMFTHIM | 7B T Grade 2 ~NEHR LA LVE
: 4 &, AEOHREEFIEST B, )
TR DIRE 4 BRERA L TH Grade 1 FE TER
BEEL BAHM ; LEWMEEF, AEIDFRSZEFIES
EREBNT o
| <@k, PR, m/E>
: BEFEEED Grade ™ = T
ERS ) | B mm) | A ) | o2 20 — .
1 1 1 g4 | SBEI—RET. UFO| |
<meminn | <mmawn | <pusen | ETERRET 5e,55 15e. A
-3,000 -1,500 ~75,000 BEBWFEET B, '
2 2 2 e | | .
<3000 <1500 <5000 |ggaEc| Sode AQBMRERE
2,000 1,000 50000 |mroEmE| 2U000/mmR#E)L |
wrs, L < IR pF Bk R4 |
3 3 3 2 AR L (500/mm°* K i) !
<2,000 <1,000 <50,000 m 1 380CLILEDERZEH |
-1,000 =500 -25,000 FcBERLA 5 Grade 3 LLEDYFH | !
WAL, A| XEED1.000/mm’
g B ¢ |momsEe| T :
<1,000 <500 <25000 |pgz | - Grade 4 DHUNMREGE |
—— 4>(25,000/mm” K i) .

| ) Grade d-B5T 5B, U4 F A4 (GCSFE) ORMERNT AL,

| <zomomEEE> :
! EEQEIER (Grade 3LL.E) NEBLI-IHH. Grade 0~2(CERT HET
BA2EMEH L., AEESWHESS (2L, K5, B, B, B8 |

iR, MAAKEAD. mMENaggd. 1) 2/ \EkERE . infusion reaction|ZB8 L T E
I&. Grade 0~2ICBHRY 2 F TRAZEAMELAL . FA—FAS(CTHS ZHE

35 .

5

<

FHEREOHLEFITHT HXFOERBREB AT,
ﬁ%wF#v»E&yﬁ@ﬁﬂﬂfoﬁﬁtgﬁ%~m%EU»E
EENRDESICERLIGEE. KEIZRETDHENEF !
Ly,

IMEE Y ILE AEA1.2~30mg/dLDB AL, BEED1/2
CMEEILE AEH3Ome/dLEE X 558, BEED1/4

[(EALEDIEE]
1. HRERE (ROBFICFBEICH/ETZ L)

1) DOEREEXIZOBREROHIEE (DHEELNHLH
h3eZehdhd TEE) TEELEANER). TEXAEIE
Al 0ESE).]

2) BHHIFEIOHIESE (T4 ABEEARSHBEES TIE HIV ©
BEREZFICKY., £, BENEEEFE CHILAREDSE
IS& Y. REDOFRERERTN S BHMFINRH 5N BHEN
H5,) [BHME L YBRKINFIT 28T H S TEE],
TRi% - AEICEES SERALOEE]. TEELEKRMEE ]
TEXLEER] DESE).]

3) HHEEEDHIEE [RMERANBC HOONIBETIALH
%5 (TH% - AEICEET 2ERALOEE). [EELEXRNE
Bl NDIESHE),.]

4) BEE [(EHE~DIKRE] OESE]

5) REZLUILF—DHLEE [AFOFMMICKZHRDKS
NEFEIATLD,]

2. BEELGERNIR

1) RENEFXFVILED VIERIEF YRV —LIZEHA Lz8FIT
HHIEML. FXROBFHME., T2, EMBRFIMRKD
FXVYIED VIERIERNFILRL D, KFIEMRED KXV
ELUBEBMEMAOREL LTERLAEVNI E, £, AF
EREROFFVILED VIERIEHF L EHORAE - AETH
LN,

2) FRYILESVIERIENET H0EHITEE L. AFIBREH
AT, RUAFIRESDEERIC, D#ERE WER. DT
O—., BHHEER X vy o, DABRDHERSE) #1754 &
EEOREZTDICEARTIL, BENATOOLNEBAIC
FHE5EDIETH &, [ 2E) MEERE]. TEXENE
Bl OESE]

3) BREIMNFIAL R, BREME. REMEFRERBDEXIEH
MARZZZELHDIDT, HEICOEREEITSHERSE
DREZTRICBRTEI L, EENROHONIGEICIEHE
2. KREZOFEVLGLEEITI S &, £z, O EEEINFIE

AzET2EFRLEDOHAIZKY. BHINGEAEESIN DA
Hhhd, [MEE) THE -AEICEETLFERALDOFE]
MEEHS5). EXLGEIERI OESE]
4) 2D infusion reaction (IFTY. . MR, FFIRE

. BD. B EAE. B, TOEE. R BE. B
#. MmMELESR. EEER. BEE. BE. 05, EERIERE,

RE.RE. FT7/—H. K., [LEXEE, HR. EER,
ENFEEZHFHET D) BHobNDIELHD, oD
FEK (&, H|EFIERIEE TR, HEFHENS 1 BTEMRT S
ENSL FL BE5EREOHRICIYVBERTEZLEH D,
—h. BEETHREMBTULLF—HBIEIT7F 714 5F0—#%
@ infusion reaction MBEHONDEZ ENHHD T, BEFKFIZt+
DEREDTEDLIABELPAEELERBLI-LTEE
%ZBfa L. infusion reaction EHDERMEEZR/NRIZT 578
BEREF ImgRZBABWVE, SD&K 5% infusion
reaction MELTIGEIFREEFUET IHEBULLEEIT
SC&, [ MEE) TEXGRIER] ODESE]

5) AEIDTERIBICHIz > T, FFBEREZITSCENEFE
LW, [ TR - AEICEET SFEREDTE) MEEERE

DESHE]

6) AFEEDH., bRAVAS—E I BEFZHREL-EET.
TRESHERERNRENMREESN TS,

D XFOBREICELTE, 7ULX—E, EMBEEFICOL
THRLGEEBEITI &

8) HFERIRELFHMOBFICRETILENHHEHEICIE. HR

IZHoRBEERT S L. [ [ZDHDIEE] DESE]
. #HE%R

RE|F, EED FFVILED VIERIERAITHEMSR NN T
WAERIEHEERERT ATREMEAH S,
GHRZE (BHRISEES S L)

EHEE BRPRAER - BEAE | HFF - BERETF
ARABEMOOLRE | DHEEI/ERS | DHICHT 2EHE
BHdLEHRN | NdEThHHD, | SUENERSN D,
DGR RS
BEMICLERESR
3 HHBEIEEA

FUr3H949H
) ORERE
thomEEESSR | EHINSNZFORF | BMFRNEEICE
AMNERT 2L | BEhd,
BH5,
RS & B Il % 0 Bl 4F
AAERYT S &
BHd.
AEDOE/RE T, B
REHORERIC
ERYT HEERKD
NBEITHLEN
H%,
. BlItER

ERNTIbAE-ERNEE (S2—5—¢R4EEFELE LERE
Z. BEEZSD) xR E LERABRTIE. 74510, BIER
(BERBREBEEEEZST) (& 74 Il (100%) ISBHLN=, £X
BIYER (. B MR B4 69 45 (93.2%) . AF Bk EkE 4> 69 151 (93.2%) .
1) 2/ \ERERED 66 5] (89.2%) . ANES A E Vi 63 4 (85.1%) .
FRAEEEE 58 5 (78.4%). FRMERELEL 56 B (75.7%) . OA#
57 % (77.0%). In/NRrERGE 45 I (60.8%) . Fil» 45 1 (60.8%) .
BTk 37 1 (50.0%). MmMEBF7I)LT I i 36 5 (48.6%) . I
th LDH #&70 38 51 (51.4%) . F95 37 45 (50.0%) . &5 34 15l (45.9%) .
RERD 24 5] (32.4%) ThHhot-, (GKEEH)

1) EXGEEREY

(1) DEEE (3 2mELFL 1%RFEE?) : DHE. 5 >Mm%
DFERHOEONEZZ ENHDIDT . AEIRSEIZITEED
REZTDICHEL . EELNRBHONIGEICEEREEZHRL
T35 E, BT, FREYLEY VEBEDKRIREEN
500mg/m? #HB 2 5 LAMEELRLNEL DTN H DD
TEET L [MEE), EERSI.TEELERMEE)
DIESHE]

EEEMH (B mBREBED 93.2%, HFREREUEL 93.2%, I/
REFEL 608%. AEFOEED 85.1%. FRMERBFL
75.7%) : BHmMEREURD . FREREURA. m/MREED. B
M (NEFBEVED. FMBREHED) A ohndl &M
Hd. Tl-. BEIMMEINE LR, BPE, REFPER

(2)
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BOREX [FHIARS 5 EAHHD T . KEIXERIZITE

EchmREEE

= =

172

BEBRBETRITV.BENZDLL

EEAICEREEPLET SR EHNGREETS 2 &,

[ s .

BEE5] .

TR - AEICEET SERALDER] . TE
EERERNIE] OESE]

(3) infusion reaction (18.9%) : —HNEE CIFEE THRMNET

LILX—#IET7F 7 14 5F 2 —1D infusion reaction H%H
LONEENHIDT . REFIIBEEORELEEICHRE
L. 2D & 3% infusion reaction B4 L =15 &Ik EZdiE

THLREBNGMEETICE, [ [E
TE OESE]

&1, TEBGEXH

(4) FREEBRE (784%) : [EIR. &E. A, FREOKREDEE
ERBETIFE-REORBNHOODNDENHEIDT.
COEIBEREHOoONBEICFREERILET HGE

BYRMEEITI &,
AR OESE]

[THR% - REICEET 2ERLD

(5) ORI (77.0%) : AAXRMHLoHNE ENHEHND T, KHl

BERICIEHARICARZTV.EENRO oM -15H8ICFHE

S5t 5 R EBULREETS C L.

[ MR- AEIC

BEY AEALDITIE] OESHE]

(6) MERE FAETHEY)  BIEMLMERENFNICRE
ENTVEDT, BEOKREZTDICHEL. COLSHE
KEHoONBRICEREEHLET G EBULGLEE

T52¢&,

E1) EBAEE, ERNBRRBRICE T SHEETT,
F2) EMERRRRTEIBH 5N ofcf-s. SEERRRRICE T HHEETRY .
X 3) BRBEDTH. HETH,

2) ¥OtdEIER

BN E - ERNPRRSE [ HH5ER (n=74) ="

30520 E 5%~ 30%K i 5% i

BEES & EOk. BIEEL LERERE, SNEHE, O

UBERIE RR (REREISE. BEREZS.
DAINRERFE, TRE
B. AARZEORE, B
. AVIINI Y, IREE
#K, RERE. BHEE.
REGEES:. BGRLE. IHKE
BB

migs &V F BT IR AME

Y U RRE

=

REREE EHUT LILE—. BEE

KEE LU | BRTIR
REEE

BAHY D LMIE, fHIERERE
=

HHEE TERAE
HEREE BB, REEE, KRR | BEHER. FHEOE.
Boa—0/8y— BESR, A

IRpEE IROIEE, B, #EEx.
IREzIR. ERAE. AR, 5
RIBIN, BT IR

EE L U# HiE. HI§

BRIEE

DRSS E—EREJIOVY. B
&, RSk, KABiksE
BALE, EWIOVY.
PR EEAR, b= ERISR
fE, DEEX

mEEE BimE RS EEME, ST, BRER
BRAR 0 25

ke, i LR S L TREET R, SR, THEED

BE & UHE RIE. S, EEm. E

IS Mt R, A 26

Eip. FH. Bit, KT

R, LHE&E. Hi

BEERRE i, REJE. BARE,
OF%. BTEE. AFMA
B, OEULA. BEE
BREE. HPORERR. BP9,
BEAR. NEEAE, BEE,
27

FFRE5E % [
=

BEULE UE

REBEU |25

BEfE. BRLBESE

MOBE. FIBE. T 5 FEE.

BT ARRE £TE. Bk, sRdm
=

BEERS EEE Pk E . B EbsE. BIREERE.
FUREEH Bhfe. BERIEE. BT
HEE

BB ELUR AR SR, REEE. RERE
BEE

EBRE L MRS, BT S EE.
UVIERE ZHESNEEES
2EBES | K BERR, HI. A SESTER AT RS . AR R AR
FUEBS5F B, ERE. BE.EKE.
FRAE AV INI UG HES

30%4E 5%~ 30%K i 5%k it

Y SEREURD, (SFIEE R E S Eimn, (ERHERD, U s Bk
HIRES RIS, |AST(GOT) #0. ALT(GPT) [, AST(GOT)i 4. LDH
M7 TS Y |#Em BEARD, y-GTP | FHd, MELR. DERS
JWe>. LDH #8hn. |80, AP #i0. CK(CPK) | T 4> TR, $FEEBRk#E
HRES R, |Ed, M Na 4. BER (0. y-GTP . RepJ
SFrRERE S R | MR, mMARFEM, M| FOREE. AT RS Yy
b0, SFEERRE SR | R EEN . Mo RFE | bEd, DIRkEMm, Fiy
B, ) oN\BKE |, M Ol EA, M K FORAESTOE VRE
DEEM, AERE | B, FEERESEEM. | B FREREEM. R pH
a2 e K #A0. CK(CPK) i | LS. BEAEM,. LER
ho. B mEkEdEM, Mo | ST-T &% T, DER PQ
YIEHEM. REESE |MRER. RET -4k
M, by L7 F= 8 DERST-T £k

pn. M Cl ¥, My L
TF=UED . BEREE
fn. MR Na #8550, fudE
YIVE Vg SFERERRE

BE. hE HiE. M5
BLUMNE

& BHE

E1) BERGEMERUNOERERBML 1.

3) S ERKARE U ETHREBFEHE
OEFRINERE - S EFRKRSE I 853K (n=239)

NETTOh-BRNEEEZ SR E LI-EERRER T, 239 41
F1, MEZMRETCOEE & L THRERFADAE (1,000/mm?
Ki) 29 6 (12.1%), Bl (NES OE Y 8g/dL EKif) 14 4l
(5.9%) . M/MREAEE (50,000/mme Ki#) 341 (1.3%) HER&H
bht-. BEER FAEOREBEROEEICHIDLTH
BHLEER) DERIE 239 finhsFGo5n., 222 6 (92.9%) I
BEERLRBO Nz, THEEERIE. FEEERE 121 4]
(50.6%) . 1P 99 I (41.4%). Bls 110151 (46.0%) . EHE

96 5l (40.2%) THof=,
10%L0 EED 1~10%Ki BB R
25 EmAOE. BE. %
B, KRS, HIRE
= BiE. B,
EEEE
1D M EYRARAMT ., SNk, RERMAS ERRAR A .
EmE. EH., OMFIE
Bi§ - E | FRERE. KD, | TS5FEE. REER. NKEKEMER
ki B EAE B, BREPKES. RIBEREX.
FRED, RTF. KEHIR. B~
AR, BEMEEX. EOEE. SE
HEER BD. ORK, B OBRE-Y 7E. ORRESKE. O
i, ER. TR, |NEEE. EAR. BER. BTEE.
BRTR. GHIET |5, BERHm, LY, BEHEE.
R. BERE Bk
mERVY B4R 1
7Y
R - REE | RWEMERE Bk, AERL. BEYIILE VME,
BA)DLME, BHILS Y LIEE.,
FE. BERE. SmE EFRUDLA
e
BHEE B, RAENIE. MBI BhfEHE
R R 1BRR. FFEMEDHELY. 5 DF. THRE.
TR, §BE, —2—n/i>—, HREK
TUAE. B, WA, RHmEk, B
BEHEHFEL
PR AR VREE . PROREREE |mRERiEA0. S, Ahd. MEsk. EISEE
#. TR, SHIM
HHBRE fEIE S, REFISE. IREIR. EE
DR ETE PREREE . HiIREE#. AF . SR,
BEBt#s, MPR. FREZ. RELE, B
ES Y TIE, BEM, BEE
E1) AEBRETT., -, NBFHBREBMBEOEEERER.

b3

2) BRBEDH. HEFH.

Q@A XEHEDKRPFEE?

NETITOh I/ XAEEARSHEENEE L 4 BRE
ERTIE. 720 flch, MAFHRETHEE & L TI/MRBEADE
439 151 (61.0%) . & 1t 399 51 (55.4%) | 1F R ER B AME 352 15 (48.9%)
NEHoNT-, BEER (K EOERBEROBEIIHAD
SERBMLIE-ER) DIEHIL 705 fiN 5B Sh. 83%ZEIVER
NRHLNTz, THEMER (MRFNREBZEDORNER £k
<) & B 1194 (16.9%) . FEAAE 70 5 (9.9%) . EBFM
21 69 il (9.8%). FE 644 (9.1%). BEEIE 63 5] (8.9%).
Al-P a0, IErt, THI% 55 5l (7.8%). O 48 5l (6.8%).
OfEE=1) 74E 39 5 (55%) THo1=,

5% EEO 1%~ 5%K i 1%
25 S|EAAE. FE|GEA. BEE. |EEEE. BRL RIOE. BS. RIHR
B FULKX|BE. ATV OPERE. =) 7.
—RIG. BE |EKE. CESTEMIHM, SEEELER. J

Y7 bavhRE. BK
Y k=g MojE. EME. | mARERARS . DFE. ODERETE. Hi,
SRRk PE. AW HI0vY . 5o mELTE,
DIRK. MBI, FEERE. MARE. DEME

TEMR




E3) SAETITOAE 4 BRRRBRORBICESERH L=,

E4) mMEFHAREMEORIERAZRRC .

. BREAOERS

SEE TIIFICDEN, BHRIDFINHoHhhOT LY, Fiz, AFH

RENMETLTWA I EAZNEOEVNFRENFHKRT 5%

nHhb, AEICERELTEBOREBERE LANEEIIRS

EXCTeR =

. R, ER. BEAESFAORE

1) IEERISIEIR L CO S ATREMD H S RAICIFRE LGN &M
ZFELL, [BPER (S bV 99F?) TRESERUR
EFREANHEIATNS,]

BEICET 2RI L TLVELY,]
. INREAOES
INRZEITHT BZREMEIFFEIL SN TOAL (EARBEMNEL),
. BAERSE
HiE. fER
FXvILEY ViIERIEDEHNB TORERSICE U ELEX,
BMBREUE D R M/ DOEEAENT 52 LD H 5.
NE :
m/MMREUVEHEROED. REFIRESE, BULLEZETS
EEHIz, HERICHRT IMEREETSI L,
. BALOIE
1) B5%%
BIRNIZOABRETEZ L, BT, HARKREETHEWNS
Eo
2) FABLRF
AEORBWRVAMICHE=-TIE, FREFEATIHLEE
BTS2 &, ARARBRIIHECHMNA-HEICE, B
ITEMTKCES T &,
3) 5
MAFIDNRAT7ILIE 1 BEFEVNIY THD, /N ZILBDKRE
ARRITEIEET LI L, =, FREIL 2~8°CTH
FL. 24 BEURIZRET ST L,
QRIEERFHURBNE LD ENH D=0, MENREEZE
BTEE5FETHILE, MENREOEIESD D WVILER
NELGEICIEK. BEFELICHIEL. B0 THE
5L, BE. FHELZADLT Z LT, ERIVEMS
h3i5E08%H5,
QARFIZREDRIL, 1 0S4 VT4 L —FFRALENC &,
Tz BRESAVORELR ISy alE@ITE T &,

10. ZDfaDEE

1) BMEBRTRFIVILEL VERERVEELEYMTEESMN
RURELEETIENTIA TS,
2) S v MIREFHRAERS L-ERBRT, Img/ke BE5HBHIZHENT

T XE (F)Ver.3.10
TR Jg{iﬁ ﬁgﬂ%*ﬁ T EEES ‘;Jtﬁ% REE RBENEMERUVBERNBFRREIOIRBDHON Y M X RERH
& - R | BB HHIAILRR RKEBIRES. BEER. REER. & L o < ~ un N JeE & =
% 5. T5% | WES. WMMEREL. KEE=TE. '?J_T?W?",L:*L’Z;*"%ﬁr‘ 025 1mg{k%=*xg?¥"$°4%\f*%%ii
SIATBE. SEEILAIRE, OB, B8 B FHEEMRUBTFREBSZEDOAY,
WA S, RS, BRRS., KK 3) FXYILELVIERIEDETLHRBICKY., RAFBELESC
e Re EnB B,
SHIEER EL, B, |OERESE|HLEFR. B35 oHEEE, B, HA
TH. OR%, | B Tk, @i, (& BBEERRX. KEk BEEE. B
OFE=Y7 |7 7420 KN|Ex BipHn, Fre, OFENEBE. <
b #. BEAR, |BEX. BABMEORL. . FEEX. & o [;%ﬁ%]
BTIE. MW | ST, E. BhiEEs, Uiy, @| | SoBEmEEE>
& Mg ©
TS N N Y BEEEE 6 HlEACEBERERE 15 BIENRIC, AH 30,
i ES 7 N BANE.. ~ JE. JINE R, N E = = N
oy B BRIy CRIE. MM, LRSS % 40 &Q 50mg/m? % 4 B LICRRIRNEE L&, mEd P+
E ViR YIEL VEEHBIIRASHBEICES VTR EZR LIz, Fi-.
X3 - RE | A-P M ALT(GPTEMN. |LDH #. &+ hY Y LME. F LT F O—XBIZEBIFAMBERRFYILES VDEREIZED ShGH
REFAD. EH | =M. BUN . Bk, FE. &5 i
LTy LMSE, |V AIE B ) 7 LIS BRI _—
BEYIE Y | EREMIE. €M EH ) D LDE, &
M, SmE |EmE, B J R LMIE, EF YD EREREIH T 2FFHRSROMED FEXVIVE S OEDRIME/ 5 A4
LIfE, &) UEEMfE. EEQMAE. 7 ~ AZ (mg/m®) 30 40 50
—J R, REHEM ES 6 3 6
BHEE fie. BAEiE. B, B Crna (1g/mL) 19.3+25 25.6+2.9 341433
iR SEREE . FERME. REMELR, 50/, = AUC (ug-hr/mL) 2513+784 3228790 46631062
1—RANRY— TR, ER, HRERET. t1/5(hr) 89.5+24.0 86.3+14.7 95.3+253
SERAEIREE. SREL. FARE. BRRGRITE. CL(L/hr/m?) 0.013+0.005 0.013+0.004 0.01120.002
EIET . BERMEHEL V, (L/m?) 1.57£0.19 157+0.17 1.47£0.13
IR K. BB RER L. BRI, BRL. -3V R A R ETILERE. TR R
REEH ., 5. 8K, BISEX
kE37 3740 FHX. RERE. HEEE 5. fEx.
R, s, HB HHRA (o)
PR mpR. @IS, BEBEZ. HEPREEE. MERF
W, BR. BT 50 [ ERT —- R (=9
Z Dt IR REE. 7L —o— 40 mgin? (n=3)
TIUR.
#. MBI 1§ Mo | v ar SOMGHT (n=6)
BARE. FH
MHESHFEL. {EIR

s (hr)
240

120 144 168 192

#5831 0 24 48 72 %
REHE T HROEH
B EEEICHT 2EAMRSROMmED XL ES L BEEE (THEEAES)

216

<HEAZA AEEHARCAEEE>
. MERPRE

BE 2BHISHEVT, VARF—N—EIZLY 3 BROKRIELR
ZE&1T. AH 10 XIE 20mg/m? & 30 BN 1T TEN TN BEEFHIR
RIEELEEEOMmMBEP FFVILED DDEYEFE/NSZ A —4
FUATDEEY THo 1=

T4 XBEEHROBEREICH T S FHIRSRHOMEPBD K5V ILES L ORMEE/ RS A—4

o= . A

1T A8 (BE) 10 mg/m? 20 mg/m?*
Crae (ng/mL) 412 = 0.215 8.34 = 0.49
CL (L/hr/m?) 0.056 =+ 0.01 0.041 + 0.004
V,, (L/m?) 2.83 = 0.145 2.72 = 0.120
AUC (ug-hr/mL) 277 £ 32.9 590 + 58.7
tiq (hr) 47 £ 1.1 52+ 14
tipp (hr) 52.3 = 5.6 550 + 4.8

n=23, FifEIFHERE

AEBSHOMBR FFVILES U OEYENEEL. 10~20mg/m?
DEETHERMIEERLz, FRREROMBER FFVILES VR
EFZ2HEMEOERETL. aBFHH (t..) HHISERM. S48
FEH (t,,5) RIS ERITH S T=

. ﬁms)

FXYILES VSRRSO HARE (700~1,100L/m?) &tk
BLT. AR ESHOMLEF FXVILED D ORHEE (V.,) &
/M EINEL, RBIDIFEAELAMBERIZEELTWNS I E
NRBENT-, AFOMBEEAHEERTAEIATLELL, F
FYLEDUOMBEARERIN10%TH B,

BE 11 FIZENT, AF 20mg/m? %5 48 R 96 BEREKICRE
HEERVESMEOREZFML. FXYILESVRBEFHEL
4R, &5 48 BRAZ TIIREBLO FXYILED VBERE
BEALICHAThRET 19 5 (FH : 3~531%) SETH-1-.
LML, COREBREBLEEETMICEENIMESENE
IZSOWTHELTHE LT, MEShIzLIZ1~22ETHS L H#HR
ENf, UEEY, EESHICHARTHRESLIZESRED KXY
WESUNSHT BT ENTRE SN,
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3. Kk@o°
AHE| 10 XL 20mg/m? #HxRE LIz E, FFVYILEL Vv OERHB
MTHS FXVILEY/ —ILNMBERETIERICRDH NI (88
: 0.8~26.2 ng/mL),

4. B ©
AF| 20mg/m? BEBHOEHY )T 52X (CL) I& 0.041L/hr/m?
ThHY. FXVYILED VIERIEHRERD CL (24~35L/hr/m?) &
B L TINELY,

(ERER K]
<BRMRED >

BRIEE (S2—S—EeR4ERREL LENEE BEEZESE)
EXRRIC, AE| 50meg/m’ % 4 B & ITFRIRAIRES L 1= EANERKSE T
HERICE TEEMEFUTOESY THof=.

BRMEBSEICH T SAIE (h=13)

=E
E2EM (CR) + FHEH (PR) 21.9% (16 f5l)
EMED 95%IEFEXR 13.1 - 33.1%
ZEREDE
T2EH (CR) 2.7% (2 1)
BHEH (PR) 19.2% (14 1)
RE (SD) 38.4% (28 f5l)
#47 (PD) 37.0% (27 f51)
FHEAEE (NE) 2.7% (2 4)

<IAXEEBEARTHE - SNERRKER® >

IA XEBEARCAEZRRIC, £F 20meg/m? % 2 BRIF 3BT L
[CEARAIZE LA — T SR ARARICEVTHE LA EHE
FUTDEEY THoT=,

IA XERARCHNEBEICH T 5EMME

FABRHIT | FEAEHEY A&t
(n=214) (n=35) (n=249)
e 54.7% 42.9% 53.0%
ERRMISTTE R 3.3% 2.9% 3.2%
(CCR)

Bz (PR) 51.4% 40.0% 49.8%
RE (SD) 44.9% 57.1% 46.6%
#17 (PD) 0.5% 0% 0.4%

EMETOHIM 428 44 8 43 H

(hRiE)
EPte vkl 126 B 119 B 119 B
(P RiE)

E 1) RAEH  EHLPREICLDITARAL
X 2) BUARE 2R EPRRICSLIIERDY

€3 E-3E5)
1. EEER

1) AFNFOPEEMBEHRZEBIELE-BEI IR ICEVTESDE
KEMFE L= 210,

2) RENITA ABEHRCABREEN SO L -AKEBEHKR
CRBMERRIC L CEENHEERER L T,

2. #m&ﬁ‘— 12). 13), 14)
AKIDEPESTHD FXVILED VIERIEIT. #ED 2 K
DNA £Z#E4 5 &1L >T. DNA & & RNA BRI EAE
L.BICrRAVYAS—EIHEEMRMIZKY. DNAEHZYIIRT S
ZEICk > THESBERERY,

(AR5 I<BT S EBEFRIER]

—f8% . FXYILE S VIEEEYE Doxorubicin Hydrochloride (JAN).
Doxorubicin (INN)

E2E4% : (2545)-4-(3-Amino-2,3,6-trideoxy— & —L—/lyxo-
hexopyranosyloxy)-2,5,12—trihydroxy—2—hydroxyacetyl-7—
methoxy—1,2,3,4-tetrahydrotetracene—6,11-dione
monohydrochloride

SF3 : CypyHNO, "HCI

FE :579.98

EFEER -

+ HCI

o
ARt

FEVWEWEOHEREOME
HKIZHOOBIFIZC L, AR —LIZEITFIZKL, T2/ —
JN99B)IZBOH TAIFIZK K, FE M= MY LIZIFEAER
bR AN

(&B&EHE] ~
ERTORBREGN TN &AL, BERTER., —EHROESHIZF
BT—ANEBINDFETOMIET, ATHELRY EF ZHRICER
HEREEEET S LIci Y. FXHFEREEOERFREIEET
SLEBIT. FRORERRUVANMEICET 2T —2 ERHICIE
L. XEIOBEEFRICBREGREZREL S &,
XTI A XEEHROAEDRIH S KBRS

(28 %1

KE<JLE 20mg : 1784 7JL (10mL)

(EEXBEVXHREERE]

1) C ERVLVFOEERESHRER HRER)

2) Holliday, D. E., : RXSILIFQETERAZEMHHR GIRER)

3) Kiorpes, A. L, : FXVILFOREZRSEHHAR FTRER)

4) Sullivan, .M, : FE¥2IVEQREIFESHHER GHAEH)

5) Fujisaka, Y., et al. : Jpn. J. Clin. Oncol., 36, 768, 2006

6) RERMGXE

7) Katsumata, N, et al. : Jpn. J. Clin. Oncol., 38, 777, 2008

8) FXIIINEDIAXBEEHARABEREICKT HERRABR FRER)

9) Minko, T, etal.: FF¥ L )LFDIMEEEEBIEE T )L TOIRFEMGIER (4
&)

10) Vaage, J, et al. : Cancer, 72, 3671, 1993

11) Stiirzl, M., et al. : Res. Virol,, 145, 261, 1994

12) DiMarco, A, : Cancer Chemother. Rep., 3, 6, 91, 1975

13) ARERAA, i - ZEPHMEES, 93, 1498, 1973

14) Potmesil, M., et al. : Cancer Res., 48, 3537, 1988

(EEXH)

Dearlove, G. E.,

(XHREER S - A StERsEVEHEER)
FEXRRICEHDHAERICOEFELTH FRICTERLCESLY,
Yoty 77—I%AEH a—LEVF—
T101-0065 HREAPFREAXRFEME 3-5-2

J1—54%)L 0120-23-6299

FAX 03-4411-5031

ZATHFAE 9:00~18:00 (£ - B - LB EK )

RHEIRTTIT

Yoty Jr—eHiatt
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JNS002 L8 WS CE (%)

1.8 FHHXE (F)

RV L R VAR Y — AEHA (BLF, &FD) 1%, RKEXROA AT WizB 0T,
Johnson& Johnson BIHEZ3 A3 4 TDOXILY] & LT, F£7-, EUFEKOZE ORIz 350
TIi%, Schering- Plough #:A3pd 814 TCAELYX"] & L CTHRIEZIT> T\ 5, # 1.8-1ICHMETHE
5 SN IR D Yk - AER OGS & 7RT,

# 1.8-1. NETHEINNERICHT SAE - FERVERL
ARE A - A& &SN
KE 50 mg/m*/4 H[EIE

VAR e 0l QONE Rt b N
DALTFIRIEN A M DR EIN B
HEHARME & IR XUTRER 6 » A LN
DOEELERT D (19994 6 H
accelerated approval HUf3K§)

FI 4 A 2 B & F- D b P RER 1T T L
72, 82V LI INEE (2005 4F 1
A full approval HUf5F)

EU 3% | 50 mg/m*/4 ¥4 ks 4 A 2 HAK &35 1 IR bR I L)
Ll o TS TIR B

ENIZIVTIEL, 20064 10 A 11 BIZEhHEE - 2hR & LT o XBHE D AR D RNEIZ X 5 7K
SEEITV, ARBEREGL TS, ARGEICBIT2FRINERE (R 2—7 —F&RARKLE L7250
Em, MEREZ ST, UUT, BRIPEE, ) Z2hme - R e LIaiRfMseE () 13E& LT, K
B OIEEAR R O RAE, EN & OFME T EE S 72 BERRBR O GE, EWNIZBIT 5 =1 XEE D
RNUANEZ BEIE & LIZUSASCE (BUF, AIDS-KS I 3C#E) |, KEGRASCE (2008 4 6 Atk
FTHR) , EURMESCE (2007 45 12 A 14 H E#® Product Information) , BT —4% v — K
Coll) &= W ST, BAF, CCDS) , AHIEA—YEHT 5 R Ve o i)

(7 RU 7% AN, 45 782005 46 9 HET) OEPNEASCE, W ONSAFH & [R5
MEGEOLESHAT AR T Y > B YR Y =LK (7 LY — 2 iiEE A Somg, 55 1K 2006
4 A1ERR) OEWNIM SCERICERSERE L, ok, RIRMIGE () TiX, AIDS-KS HfI3X
ENSOEHEFICOWT, Fiooi@v o Lz,

_c ARINEIE OMREIBINI A O L B ERT
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\

1.8.1 #EE - MR (B) RUZDHRERML

1.8.1.1 SEE - )JJ% (%)
1) BRPEE (S2—S5—EZR4ERFELLNEE. BEEEZEST)

2) TAXEEHROARE

1.8.1.2 MEE - R () DRERM
PRI B o B & LTEARAI O A0 ER IS,  [EPNERIR S TARRUER  (JNS002-JPN-02 34
B KOS ERRR S AR (30-49 7llR) (ICHSWTHT- T,

1.8.1.2.1 JNS002-JPN-02 SHEZ DT =

EINERR R TARBR O ARG, H&RA %25 T b PRIEOIRREE * 2449 % Miillerian
carcinoma (_E Rz LIRS, Jﬁ?%’é“@%%@ﬁ, fERESE) BE Extg L Lz ShtakdtE, FET > ¥ L1k,
HEHRBTHY, &K 50 mg/m® % 4 HEFEIC TEIRNES L-BoAM: (82h%%) KO
ZEMEORTIE B E Uiz, ITFEOERRR 72 ERRER ClX, BAEFE SO ERMEINEE, R
FEME IR N OB NSO 2 [ — B RE & 272 L Y, Miillerian carcinoma & FEITHL % et B CHaAR R
BRI T T\ b, FD7=h, KRIBERTH, Millerian carcinoma BRE Z x4 & L TR & FHi L
oo B, TOREMHEITONTIE, 20.$Iﬂ .El (ISTATBOE N R SR AL R R AR S 1
TAT - 725 MAHBRBHAGRIFHER IC CHERR S LT b

AR, MARFAIICONEE, DRE s U < IZNERSm o ez Wr 25217 7= 74 45 (Platinum
sensitive £ ° : 1151, Platinum resistant B ¢ : 63 ffl) 238k S, 2 TOWRE ITIRBRIENH G S
i, 74610 55, 14 (Platinum resistant #f) ([ZHFZ @K FHE (FiAFE LTBRIZ3 LU X
UHAT S TWe) 2SI L2728, AT RIS (Full Analysis Set, LA T FAS) 72> B RS+
L7z, FAS TOZEhF[Z=ahE1E] (WA 95% 5% X[ (Confidence interval, LA T CI) ] 1% 21.9%
[16/73 6] (13.1-33.1%) THY, SHEHREFEORZRZHIE] (W] 95%CD) (%, Platinum
sensitive # T 27.3%][3/11 f51] (6.0-61.0%) , Platinum resistant #£ T 21.0%[13/62 f51] (11.7 -
332%) Thol,

TTIRE L2 ALARIEDIRRIEZ AT D BE 2% L L,

1AL L L C AARA 2 ST RES I T S, AeRFIOBRGRTE, 65 HLLE 12 5 ALINICHE
L, AJRBRIZEG: SR,

CLTALFRRIE E LT AaiA 2 & 0 LB RE S AT S, BRI ORERT% 6 » ARMICHEET 55, 1K
{EFFEREAT IR L, KIRBRICEER S HERE  (WIE O A& /A2 & (b FREICR T 2 Best response
D3EAT (Progressive Disease, LAT PD) DEBFIIMR]) o F721%, A#%E 3 ALFRIEDOIER E LM 28
[

1.8.1.2.2 30-49 SHER DR E

AW ERG AR 26 AR RER O ARTRER X, ASMAIZ AR L Uiz 1 bSHERIEOIRER = /5 5 LRt
UNEAE D BB 2 6t 1S, AFIR O RART > (BT, FRTH V) OARMER V2% b
L2l dilmE, 74 MMb, FEER, iR ThHL, BEM7ro—7 v 7T LT, #
BRE D 90% D3 FE1E XITIBEIRFE & 72 o 7= S T4 TEHIM (Overall survival, LLF OS) J OV
HHEAGFHIRICBE L TARIE MRT B O-BEIT 9, AFKI 50 mg/m® (1 B O SRR £
H) % 4R THEE L, FRT I 1.5mg/m’ (30550 SEEIRNEES) o 5 B S
%z 3R TR L,

AVEBR VTR I R R RO B & 2l STz 481 BB GRS, AFIBEGEE (LI,
INS002 ££) 240§, FART I UBE 241 BT o F LZEID T B, 209 B INS002 B 1 4,
AT B UBE 6 BRI G 03M Th7 0o 727, Intent-to-treat 228 (LA, ITT M)

(HEZ b IRIE | BOIRBREE G2 7o - kERE) 1%, INS002 #£ 23961, AT h B

9
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235 BIDOEE 474 51 Td o 7=, INS002 BEK N N AR T A o BER THERE D N B 5 F AR X R
Thole, TRTOWERE L, BEENASRAIZIERL Uz | MEFEREZ ST T,

JNS002 B> OS (ITT#E[) X hART B RE% £V, ~¥— Kb (Hazard ratio, LA N HR)
£ 1.216 (95%CI : 1.000 - 1.478) T&H 7=, OS DHFHRAEIEL INS002 B Tix 62.7 #, FARTH 7
TIL 5978 Th o7z, £72, EHFEROEMAET 2EK D IEAFERTHLHER SN T\, £77,
INS002 #£IZ 31T 5 Platinum sensitive #£ * @D OS (ITTHEM) 1%, FARTHUFZ ERAY, HRIX
LBZ@%MHIO% WB)T%ot@OS®$%ﬁi.m%mﬁﬂm9ﬁ,Ff?ﬁ/ﬁﬂn
WTH o7z, £77, INS002 BENR N FRT H L BECH1T 5 Platinum refractory B ° 0 OS (ITT 4
ﬂ)@ﬁ%f@@,m&imw(%%axmm-mw)T&omwxwﬁ%ﬁi JNS002 #f
383, RAT B 421 TH o7z, Platinum sensitive £}z O Platinum refractory #£ OS #&F
Z# 1.8.1.2.2-1.12R-7,

ITT LN I 1T D ARANOZEZh=R 22015 (B 95%CD 1% 19.7%[47/239 $] (14.6 - 24.7%)
Thole, Tz, BWEREREOARK|ORNR[FZHIE] (i 95%CI) 1%, Platinum sensitive FF
T 29.4%[32/109 %] (20.8-37.9%) , Platinum refractory # C 11.5%[15/130 #]] (6.0 -17.0%) T
Hol=,

G AR A AR L Ui | RIS R B, Mol TR ORI 6 » A % B2 - Ry
O VR TR AT S A S LR, A A AR L L7s | IRIEICZE (Stable disease, LA K SD) T
b o TR, B D WITIRIEE T 6 » H LIPS BN L5

# 1.8.1.2.2-1. 30-49 FRERIZH(+5H OS

Platinum sensitive fi Platinum refractory #
INS002 #f NRT U RE INS002 #f NRT R
n=109 n=110 n=130 n=125
0S(H)* 755.3 . 490.7 ) 268.1 294.7
(48.3 - 1808.1) (11.2 - 1729.7+) (11.9-1777.39)°  (11.2-1675.1)¢
BB E%) 220 10.9 12.3 72

* g () & 2R
PP : 0.017, HR (95 % CI) : 1.432 (1.066 - 1.923), P {i : 0.618, HR (95 % CI) : 1.069 (0.823 - 1.387)

1.8.1.2.3 MR ZEL TOBRMNEEICHT IMESHRE

#1.8.1.2.3-1.12, ALRIFNRZEN EWEBEEHEMN & L T INS002-JPN-02 Bk IZB 1T 5
Platinum sensitive #£, K& O\ 30-49 :ABRIZF51F 5 Platinum sensitive Bt C15 b L= HilEERN R 27797,
JNS002-JPN-02 3Bk 23317 5 Platinum sensitive A2 DWW TCIE, EREFI 11 B EBROLNTZFERT
BTN, o 7RIERIEERE S A7z 30-49 AR & RSO RS E (INS002-JPN-02 75k @ 27.3 %,
30-49 FBR 1 294 %) NELNTEY, HAAIBWTYH YsZAEEMIZB WO CTHUIEE R 23
FTEHEEBEZBNS,

£ 18123 1. hESYRE (BEHFIRIUISVEEEH)

oy 30-49 R
JNS002-JPN-02 75k TNS002 B T
n=11 n=109 n=110
Z2h3 n (%) 3(27.3) 32(29.4) 31(28.2)
TN D 95 % CI 6.0-61.0 20.8-37.9 19.8 - 36.6
CR 0 8 (7.3) 9(8.2)
PR 3(27.3) 24 (22.0) 22 (20.0)
PEBETTENHIE n (%) 6 (54.5) 80 (73.4) 84 (76.4)
CR AHte e ° -¢ 0 2(1.8)
PR AR E 1 ° -° 8(7.3) 9(8.2)
SD 3(27.3) 40 (36.7) 42 (38.2)
PD 4 (36.4) 24 (22.0) 19 (17.3)
NE 1(9.1) 5 (4.6) 7(6.4)

CR : 5842%), PR : #4%%), SD : %7€, PD : #1T, NE : sHIiRAE

HUEE ALY CR, PR, CRARMEERF], PRAMEERF], SD DWTNIITFEY T HHEBRE OEIE
P YRR SN F I CHRE ST D CR 7 L < 13 PR OFEE IR 25 HERR S 41T U RV VES
CRAEFHE L < ITARIEHT

10
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£/, #1.8.1.2.3-2.12, ALHRIAN @%@#ﬁw%%ﬁl(mmmnmomﬁﬁﬁmmm
resistant £, 30-49 #B% : Platinum refractory £f) (Z31F 5 Wik 5 b =P R 2 R7,
AR & BT RIERENERE SN, ﬂoﬁ“@%ﬁﬁammmmNmﬁ% 21.0 %, 30-49 3k
B 115%) 5N TEY, BARANIBOW T YiZBEENICB O TSR/ /FTE D
EEZBND,

£ 181232 fiEFHRE (BEHFIRZIUEMEVEEEH)

- 30-49 FABR
INS002-JPN-02 B8 JNS002 #f N T H R
n=62 n=130 n=125

ZE503 n (%) 13 (21.0) 15(11.5) 9(7.2)

FNFED 95 % CI 11.7-332 6.0-17.0 2.7-11.7

CR 2(3.2) 1(0.8) 2(1.6)
PR 11 (17.7) 14 (10.8) 7(5.6)
PEBIEL TR B n (%) 38 (61.3) 56 (43.1) 72 (57.6)
CR At ° -° 1(0.8) 1(0.8)
PR AR5 ° -¢ 3(2.3) 9(7.2)

SD 25 (40.3) 37 (28.5) 53 (42.4)
PD 23 (37.1) 58 (44.6) 38 (30.4)
NE 1(1.6) 16 (12.3) 15 (12.0)

CR : 5225, PR : #/5%%h, SD: &7E, PD: #17, NE : iHliA#E

HUEEZI Y CR, PR, CRAEMEER], PRAFMERF], SD OWTNNIZFEY T HHEHE OEIE
P IEBR I ET I THLUE STV S CR# L < 13 PR OHEE BRI ASHEZR S AL TV AR VMEH]
COREEFIE U < ITARMRHT

UEXy, TASRANEEZMENSWEEER] RO TASRANESEZEMRWEE LR
W3 2 G DMEDHERE S 72 2 & 226, &AL Miillerian carcinoma (2 2) 72 3EAITH 5 &
BT L, ZheE - 2R (D) & [HRINEE (R 2—7 —F2%AEERE LIVERE, BEEs S
te) | EERIE LT,

11
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182 RiZE-BAE (B) RUZDOHRERML

1.8.2.1 A% - AE ()

1) BRINERE
FXvIILES VigREE L LTIBI1ES0mg/m?E Img/ 9 DIEE TEHIRNZ S L., F0%4ER
KEST D, ChEIO—RELTESZERYIET,
BE. F. ERICEIYBERET S,

2) TAXEEHRTHE
FEXVILES ViEEstE & L TIE1E20mg/m*Z 1mg/ P DRE THRAIZRE L., TDE2~3E
BiAET S, ChEIO—RELTESZEYIERT,
BE. EH. ERICKYETRET S,

1.8.2.2 i - AE () OFHTEIRN

AFIOENHESER Y - F I, INS002-JPN-01 785k 2 (8 INS002-JPN-02 iRER AR IC D X R T
Uiz, F70, SMEERRBR R Ok TRR I NI B ok 2k - A& THD TR
FYNAEYUHREE L LT 1 H 1A 50 mg/m® % 1 mg/2y O E TEIRNEE G- L, 0% 48K
WD, Ihx1la—RE L TEREEZHRYVIET, | 2B,

INS002-TPN-01 RBRIT, 4 FEETHE R EICE 1T AR O AMEAFHE L, 30 mg/m’ - 60 mg/m’
% 4 B[R CRTEEFRIRNE 5 (EE : 1mg/sy) L7560 BARNCEIT 2 K& (Maximum
tolerated dose, LA T MTD) ZH#EE L, [EWERKRSE TFERERICK T 2 HERAEZREST S 4 H
By & L7=, INS002-JPN-01 iRERIZEIT 2 HIEIEE G- EOBREIZE L TiE, SMEERREREE D10,

[HUEMEESR DS THRBRO T A T4 ] ITRENTVD, SMEICBWNTT TIEETE
5 ERIRAGED R STV DIRBREEO T ([ES OO NFETHEE S 4172 MTD XU KFFA &
DIRELLEICRETDHIENTE D, ) 255 L L, EERSE 1 HREBR (30-06/30-13 5
BR) 1238V T, MIDIZRIEETH -727%, 50 mg/m® % 3 RO B 50358 - 5[0 %%

GER) 12X BAEWEETHY, £72, 70 mg/m’ ML EOHREIZHEOEME (FRAEMRE, OWE
K OVEREANH]) DEBEICEBL L2 Z e LA LW EofmnEonTns, LLEEZEEL,
JNS002-JPN-01 #BR (235 1F % W)IE$E 5- 813 30 mg/m® &% & L7-, £7-, INS002-JPN-01 iABRIZH
FAEEAT Y a— L OREICEE L TE, 3HEMBOERE A7 Y 2 — /L CHln S LT AME RS
MFHRRER (30-22 5BR) I2BWTC, AEHFR (FRICTFREFEIELENONE) 2L BGEHNE
<ROLNIZZ &, ZO%ROFEZELRINERIRE TR (30-47 35k & O 30-47E #r%E) Tii4
R A7 Y 2 — NV TH AR RE S, FMEICBWT4BERA 7Y 2 — O FIENEGR S
TWAHZLEaEERL, BGEAFYa— & 4R EHE LT,

JNS002-JPN-01 #RBR (X IPHE 6 51, FE/INHEREAGE 6 1, S 161, A 141 % OWa e 1 1)
DFF 15 BINBER I, ZDORAFIH MTD fi#HT %56 & S 47z, MTD 3 QN [E NHESEH & % /gt
T 5700 RAEHHFNE (Dose Limiting Toxicity, LA T DLT) OBEE K OFEMAZ T n2h#k
1.8.2.2-1. X O 1.8.2.2-2.127~7,

% 1.8.2.2-1. DLT O E

e 5
THH 30 mg/m’ 40 mg/m* 50 mg/m*
WEREL : n 6 3 6
DLT BB - n 1 0 0
T D0103 - -
R an D0103
KPR R AE D0103

12
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% 1.8.2.2-2. DLT ME# (I DO103)

DLT Grade SHIEREE B R HEE FEHL FEHL

(MedDRA/J B AGE a— 2 4 @ HARE ®

T 3 1 »HD EZan oL, [F]1 FEEE 5 11

Y 3 1 HY WREMES R HEE 8 30+
)

N = 3 1 HY WD  RENE O EE 8 30+
)

YRR HSRF D ETOHHK

PHRELA M HEE A ETORK

+IBBRE T IREICHkSE (Fsdm TRIE) DS

TEBR M FH I E O EICHS< DLT OFEHIE 30 mg/m” H 580 1 4] (&&k&E 5 : D0103) |

B, T, S &Uﬁ&%ﬁ@3ﬁ(m¢n%&mw)f%otommyfﬁﬁﬁﬁo
mmynﬁﬁﬁfi WTRIZEBWTH DLT OF B w%m&motommynﬁﬁﬁf
2~3 a— A LIEO K HHAZ L0 FBL X %%#éﬁ$$%<%_&ﬁﬂ$) LK B P GAE
BN EBEICRD b le®, EFHEMAFE R ORZ2MIHMIZES O —_%w HMEHELEH
BB MEL L4 (60 mg/m®) ~DHBAT i{TbiﬁZ))oﬁo 20 I I ZEBfEL 7
R eMHMnZEE S IS THREFER (Data cut off date : 20) H) el
FER, 30 -50 mg/m*/4 ARIEO 1 22— 25 O%R Y R LG IT AR FRE L Hlr Sz, L7z
ST, ERHERMAEE L CIEAERHRSNEHRRETH S 50mgm’® & L, FHIEOIBLRN
XV G MBOMRE GEY) KOBES PS5 2 & N%Y L ERHPFE L OB R L 2 VERT
MEEXL VIS SN, U EORRICM, EWEE 30 - 50 mg/m” O#PH THRIEMZ R L,
HEICEVAERS FRosEt) OMENTRTEZERUHREL~VLV 1 30 mgm’) O
DN B P S RS R S 2 L 2GR U, EINERR S [ FERRERIC 35 1) D HELE
MEL LTIRAMERHER SN HbEAE L~V TH 5 50 mg/m*/4 BRI ANEE) ThH 5 &
L7z, 7B, TERGEICHT SR (B 13, ALY 1 (30mgm’), AR~ 240
mg/m’), A& L~UL 3 (50 mg/m) T, FHZEH 0.90,0.93,0.76 & HE L~V TRIFTH 1273,
AEELIC LD HREIEHA X0 mHEEEICERD AV & L UL 3 (50 mg/m?) TH TRV R TH
72, INS002-JPN-01 7Bk (2 fé&%%ﬁ&oﬁﬁi@wg%%lmz3_ﬁ¢ 7,
Infusion reaction (JEAIZLED }im) X, 1561% 4 iR S o — 2 TRD L0y, B5FWr
NI B G EOREE T L FRTII o T,

JNS002-JPN-01 #RBRfS A Fe-3 &, INS002-JPN-02 sER IZ 3\ T, I INHLIE A 16 LAKH]
50 mg/m Z 4 IR T 5%%%?\]&5 (Wi : 1mg/5y) L7=BED A2 %&U\f fiﬁ\*ﬁnféﬂto
AT L TIE, B Ee=Zw) (Complete response, LA T CR) # L <X %%) (Partial
mwmw,HTPNJIﬁMB%(m@W?W),%%@ﬁﬁﬁ%(ﬁ@%@%ﬁCKﬁWﬂCR*
%ﬁWJPRﬁﬁiﬁJSD@wfhﬁ_&éﬁéw%%wﬁA)ﬁan%(Mﬁmyw>,ﬁ%
WA (Time to progression, LLF TTP) 73 166.0 H (14 H-358 H) TH» VY, HiEHE - HEIZ
VB R INEE R ~ O A IIMER R S L, et L T, n@mmmwnﬁ%fﬁﬂﬁﬁ
RERORBITR L, £, ENERE [ HRR RS I N RERGIC L BB OIHEET S
FERSR, WOICRBBE OS> - FRIEGER, ONREOEREMHEICOWTIE, AFFRHK
BRI oG EORE, HERROFME GEW) %175 2 LI2X 0 xAnEEl, mhLfi) 7
FGTho7o, £7-, Infusionreaction (JFEAIZFED KIS) 13X, 74 B 14 FIHBLL, XTI
I—ATHB LN, [FBXTER L TIZRENHR S, 72F, Infusion reaction (JFEAIZLE
I RE) OEEREGIT/RL, 1B Grade 2 Z78 LIRBRP UL & 72 5722y, o> 13 filiT 9= T
Grade | LBRE 2 FHRTH 7=, 136)7F, 24X Infusion reaction (FEAIZFE D i) LIS DA E
FEUPKBEITIC L VIBEBRE IR LA, o 11 F1F 2 2— A LIEAKI O 52/ L T
Infusion reaction (FEANIZPE D Ss) OFERBITRO LR o7z, 728, 74HICB W T334 2—X
NG ENT-FER, TE#RSE (50mg/m’ % 4 HER) (8T 5T 083 LEETHY, X4
PEDOBLRND S Y ME - HEOZYVEN L S 7z, INS002-JPN-02 58RI 361 % & 5-H1f# K&
OG- EOME 2K 1.8.2.2-3.1R7

13
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& 1.8.2.2-3. HEHRRUVREEDHE

JNS002-JPN-01 75k JNS002-JPN-02 75k

HH 30 mg/m’ 40 mg/m’ 50 mg/m’ 50 mg/m’
HRAEEL  n 6 3 6 74
g o — 2 29 6 32 334

I (U ) 4.8 (5.31) 2.0 (1.73) 53 (3.01) 4.5(2.9)

ki (B IME-B ) | 3.5 (1-15) 1.0 (1-4) 5.0 (2-9) 4.0(1-10)
BAER 58 (mg/m?)

I (R 7E) 145.0 (159.45) 80.0 (69.38) 266.7 (150.59) 213.74(139.49)

i (B IMIE-B ) | 104.7 (29.9-450.5)  40.0 (39.9-160.1)  250.0 (99.8-449.7) | 194.48(0.3-509.2)
TRERIAM (B)®

I (FEUE(R ) 156.5 (184.45) 62.7 (58.32) 195.3 (118.20) 146.4(98.1)

i (/M- ) | 102.0 (32-519) 30.0 (28-130) 189.5 (74-341) 130.5(8-379)

Dose Intensity
(mg/m’ / 4weeks) b
SESIE (PR VEAR ) 26.3 (3.21) 37.3(2.72) 39.4 (4.47) 41.75(7.59)
A (/M- Fe KA | 27.1 (20.9-29.2) 37.3 (34.5-39.9) 38.1(36.3-48.3) 41.58(1.2-63.6)
Dose Intensity
(mg/m? / 1week)°

SESIE (BEVER ) 6.6 (0.80) 9.3(0.68) 9.8 (1.12) 10.44(1.90)

ki (B IME- i) | 6.8 (5.2-7.3) 9.3 (8.6-10.0) 9.5 (9.1-12.1) 10.39(0.3-15.9)
FrE S GRS 5 b

I (REYUE(R 72) 0.88 (0.107) 0.93 (0.068) 0.79 (0.089) 0.83(0.15)

ki (/M) | 090 (0.700.97)  0.93(0.86-1.00)  0.76 (0.73-0.97) | 0.83(0.0-1.3)
HRBRWIM () = IR G- B ~TRRE T (P H
® Dose Intensity (mg/m” / 4weeks) = (FAFEH 55 / 1RBRII]) X 28days
¢ Dose Intensity (mg/m? / 1week) = (RRHE5-& / 1AM X 7days
4P E R BRI D leE = Dose Intensity (mg/m*/ 4weeks) / A EL~LD 1 a—2 b= OFER 5 E

JNS002-JPN-01 #BERIZEBNT, AFIOEYEhREZ MG 5729, M4EH Doxorubicin K& T
Doxorubicinol #£ £ 2 lE L7z, FEPENREFIIMRETOREE, Doxorubicin O MFEHENRE X 1-22 X
— FAVFETFMCE B ELEA L, 30-50mg/m’ DHEHHICBWTHRETH D 2 L AR S
Niz, £72, 2 a—2HOFHG K TIICKT S | 22— 2 BF 5K T EEO 49 Doxorubicin i FE D
e EER) 1, WThoHEL-~LIZBWTHE 1T THY, 30-50 mg/m” % 4 HFEE C AR
RN G L= o — 2RI BT 2 EBEITR VWb D L E 2 iz, —77, [T Doxorubicinol
FEEIE, MmAEH Doxorubicin #EEEIZHE LIRS, R—HELV~VAOHEBREROIIL SDENKEL,
HAEMTHL —EDHEAIIR OGN oT-, Fi2, 2 a—AHOREKTIRHZBIT 5 g
Doxorubicinol J£ 1%, TDIFEAENRERE FERM CH-72Z L X0, EHITI2WHLDEEZS
Az, HIZ, JNS002-JPN-01 7R T 5 AV 7o IR B AR (e 9~ 2 S B RERORR &, SMEIRFEIRES T
FHERBR  (30-22 5BR) 2R\ TH: B 7= IRSLIE A (% 2 SR B RE Rl 2 bLie it L 72 2R,
[EIPN & A1 E 0 B BB 12 38 1T 5 K 5-# D Doxorubicin O fLAE P EIREIC K& 72781372 <,
HILTWDH D EZEX LIV, R 1.822-4.ZMTEIRD BG LN EYENRE T A —F R4, Y4
HRENTRE L, 50 mg/m¥/4 BB OB G- A 47 ¥ 2 — L D F4 P, W ONCHCKIZ B W TR ST
WHINEEEREICRT oL - HELOBAEMEEMTIEELRT — X ThHhdEBE XD,
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INS002

= 1.8.2.2-4. JNS002-JPN-01 5Bk & 30-22 HERIZH LT, INBEEEFIZKFHE

L8 A 3E (R)

30, 40 X% 50

mg/m? % siEseE L1- & DMt Doxorubicin DEEMENEE/RS A —4 (B 1EEFE)

EWENRE T A — X

JNS002-JPN-01 555k (n=6)

30-22 Bk (n=8)

tIRE (p i)

Conax (g/mL)’ 32.625 + 2.146 30.368 + 6.356 0.3737
AUC (ug-hr/mL)* 4294.8 + 1437.1 4205.5 + 1927.1 0.9225
tu» (hr) 90.58 + 30.18 93.31 + 32.34 0.8739
CL (mL/hr/m?) 12.87 + 4.76 14.87 + 8.13 0.5751
V. (L/m?) 1.532 £ 0.100 1.698 + 0.329 02114

W B 50 mg/m? & L CIERL

PLEX Y, WBRINEREE T HENHERENE - A& TR v U EpgEE L T1H
118] 50 mg/m* % 1 mg/4y DB TEARNE G- L, 0% 4 BREKESTS, it 1a—2E LT

B2, 7ok, Fm, ERICE D EERET D, | L&

15
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INS002
183 HRALDIEE () RUZORERR

L8 A 3CE (R)

IR EoiEgE (58) 2Rt L L bll, TORERMEFLH LT,

A EOEE (8)

A EAR AL

1)

2)

3)

4)

5)

6)

(B &]
XD FFVILED VIBRIBRFIORE L L TAHIEZRE
L&, [ TEEGELNIE] OESR]

FEDKREL, BRERITTIMETE SERESRICEL
T, XREIRSHEY) & HIT SN DEGICDONWTDAERY
5 &, Fi-. MREEEHICHT 2XFNDOEREE. B AL
FREICT B - BEREFOEMDL ETERT S
&

FXVILE D VIERMIENET HLERITEET HE, K
FYIED VIERIEDRIREEN 500mg/m* EHBZ 5 &,
DFEEIZED S ~MEDFRENELSAEEENH B, F
FYILED VIERIEDBRIREEIZTOVTIE, D72 RS
Y401 DREROCEEILEYICL DIEEIIHAEE
BT DL, £, MRICHFREELEEZT-EEEY
YORRI 7 FEEDLEEDHIEFIZHAL TS
BETIE., KYEBEWLKREE (400mg/m?) TIDEMAFKIER
THAIREMNH DD TEET S5 &, RFITSFBRETI. &
UARFIRE D (IEEICDEEEREZIT O EBFTORES
THIZERL, EELREHON-BEIZEREZHILET S
&, [TEERE) . TEEGEANEERE] . TEXL
BIER1 DOIESHE]

DIMERKEXEZOREENDHHEEHICIE, BARLDA
AR E LA BEICOABETEE, [ [EE
’E5) . TEEGERWIE] . TEXGEMER] OES
]

EEOBRINFNEL D ENH A0, HREIZMRIEE
EII2REBBOREBZTRICEHET S L, [ [EER
EREE] . TEXGEHER] OESE]

FTY. B4, PR, MEAHRER, Bk BLEzS
L RAMED infusion reaction HERH LN TLVD, b DAEK
. Z2LDEETHRERIERIIERTE, BHERHINS1HT
BihL, £, REEEDORRICLVBRTSIZLEH
5, —HDEETIE, EETHRENLE T LILF—HKEXILT
F 7 4 5 F L —4ED infusion reaction MRE SN TULVS, B
ST LENICDTEDLLIABBRELNEEELERL
-t THES5ZMHIE L. infusion reaction EIRDERE % &/
RIZCTD-HDERSEEIL Img/REBALNE, CDELS
74 infusion reaction W4 L1158 (35 ZF1E T 574 L)
BUMBEZETSZE, [TEELGERMEE) . TEXEGE
£ DIESE]

1)K EFT SCED [Box warnings | 12
HEURRGE LT,

2) KEWRASCED [Box warnings |
WCHEURE LT, 2B, XEIET R
U7V UNEIRM CEE S E L Lz,

3), HAFNDEN I T D FF VL
UL R T B BRI O D
FBHENEBTHZEBMLNTE

v, TELWETLILERDD &
Z LN ORE LTz, KEUSH T
# [Box warnings] , [Warnings] (Z
WURRE LT, 7o, TRUTV U
ERMSCGEEZZBIL, LEtEioxt L
THEENPLER RX ey Mg
e G- % 500 mg/m” ([ZF%E L
7o E72, BEOREMIRA BB
L, OHERERMAIC CRENRD BN
GG oxtIsE HG2Hik) &L
77

SYFRE DO FREIHNZ SOV TIL, AHI
BERCBIZEINTCEWERTH Y,

HEAZMWMETOINENDDLEEZEZD
NIZTZORRE LT, o3, KIERMS
3CF# Box warnings] , [ Warnings |

W H RARICREHE STV B,

6)infusion reaction (Z- DUV TlL, AH

BB I NTEERCTH Y
(INS002-JPN-02 BRI CTHEFH S
72 MedDRA/J ZEAGE RIS D

i ERFE, FRBRTIE, 18.9%
(145174 ) DOFB|ER) |, »OE

FERERIFIC R S ATRetEN & D RIEH
THHI END, KERMCE

[Box warnings| , [Warnings| (Z¥#
URRE L7z, 7235, JNS002-JPN-02
FRBR TR 5172 infusion reaction M
fHREFERICES L C, EEHITRO D
AUT IR 2 ML A R R L 72,
JNS002-JPN-02 75k D 1R 5R 32 f F
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INS002

L8 A 3CE (R)

A EoEE (%)

A EAR AL

EESBIC, HERELIIBBEMN R
infusion reaction |[ZB L Tix, [Z®
X 9 72 infusion reaction 234 U7-85H&
G A IR 2 70 i) 2 ALE A
1TH2 L] OREEHRTE LT,

BE (ROBHIZIHELEWNI L) ]
HERD XV E D VIBRIERFIREAFIOMS <3 L TH
BEDCBREENH S BHE

KERFTCE [Contraindications | M
QT RU T o U ERA OB U
E L,

(R - AEICEET 2ERALOER)
1) TAXBEEARCABBEICEVNTIE, KFEMOREM
BEHZHALESEOAMERVREMEEHEILL TLVE
l'\o

2) AFE, 5% FOMIFHETHERRTI S L, FRAEICD
WTIE, REIDEBEEIZEDE., UTDa) . b) LWTFhh
DEETITS S &,

a) AFIDIZEEEH I0mg XiEDEHE
5% 7 Fro#sE5tik 250mL TH]RT %
b) AFIDIZLEEH 90mg LLEDIHZE
5% R ry#EF51% 500mL THIRT S
SREHEIZL Y infusion reaction RIRDBIRMENE LD
BTN H D, DEFRAIZREXIEFRLELVAERT
DESFITOLGENI &,

3) DEHFLDEARIIR LFHET M » TORFEAILE
F52 &,

4) FREEE (FE - REEFNESLERE) . OKRNK.,
BHEINHEG EDRMERIIHER IXESHEROALTICL > T
BB TEA0EEMNH D, Grade 2 LEDEFEEEZRHIAIH T
HBELz&. TROFEIR->-THREE., BEHREHAH
TEHE, BEZToHBEE. BEZRABRLTLE
SHIOBREEIZREIH N &,

)= A XESE A A CRERE TN
<, fthF LG LG E oA O
FIWE R Oz ME DR 1T 720 2
END, TOBREEFEEWET ST
DT LT,

2)JNS002-JPN-02 5Bk {512 % Uk
E LTz, E7z, KREUA U
Dosage and Administration] L
U URRE LTz,

3l & DOELAEZA LD ATRENEZ EE
L CAAIELETCO®RE L4559
RIE LT, KEWRASCE [Dosage
and Administration] DFCHEIZUEL
BHE LT,

4), 5) INS002-JPN-02 iR Tl%, K[EH
WA SCERIE T LT3 L7 [N
S4Bl AR IR F 1 M OV PR SR
BESBIZ, Wa— ABLEIEYE,
W EFLE 2 G E LIRS & S0 L
7o TOFER, 100.0 % (74 41/74
B OHEERE I\ ZRITEH 23580 B
7273, 35.1 % (26 151/74 151) T
&, 66.2 % (49 f51/74 $i) T 5[
fROFHEE GEH) %1752 LICk
D, %< ORI TITIRER 2 e
THZERAHETHY, BIEMIC
L0 RBRZ Ik L7 R X
21.6 % (16 B/74 BYDFHTH >
Too Fiz, BEMBEOFE (T
) FHLLITEELEZICH 20D
59, kA B L gERE I
122 % (9 Fl/74 ) TH Y, Hi%in
B St I CRE LR — R
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JNS002 IRF/SEE ES)
A EORE (R R E AR
BRAAILTE, DR ISHELC K D, AR
RI—AFEEE DR EFEFRIIBIBLREI AT
<FREGEH> bote, BHRMBOME GE
155 BIIAR O N - W), R AT L EARRERE
Grade i BEOER || U< im0 s i 7B T
1 B RIEGRE (F5 - RECHE AR
EEE DR NE WARAIEGERE) , AN, APk
MEEEOELR | BEEHRHET 5, Hob,  E i ERE D B O/ MR
LA (B : 41 Heb 55 % N BT B 7,
B) JNS002-JPN-02 #R Tk & L 72k
2 _ o— ABEA R, MU, TR
paEEEosLE | TR0 SERT 8% PO R - A B
EOEIL (Bl £ ng%ﬁiéqu wepa_z || A LEOEEICRME R, £,
BRI KA. B | ey | ISCGraded || INS002-UPN-02 BRI i
M. FERE) XIk& $m5w5§¢¢;é‘ DAEZRE W H0 T, (RO &
& > — | @B®LTL £% L LT, G-CSF A% &5
Grade 0~1 [SBRY 5% | HIFEIE. RELREL TV, FOREE,
TEBA4BRMESRT D, | AEE25Y 432% (324174 i) T G-CSF
5 (BE5ELTEAND 2 | BET S, RGN FER S oo, D
e BRAFER L -BEA T < &b BERAF BRI
ABMERRRIE | ) gtk L (Grade 4) #3380 B & %1
ABICSOBIER | o o SlomEEhrT 1%, G-CSF A &Rty %
EEHORROE |z ) X5 @MU,
- 4BRIEES L T % Grade | s, <EOMOBIER>OMEIL
FTERLEGVMGEEIE, #EZRI LT % INS002-JPN-02 #kR
AHOBEERLT B, DRI 31 L7z,
infusion reaction {ZB8 L Cl3#% 53K
<ORE> JE & DOBENIRVNVAERELR L LT
5 5 BIAR - WESRLTEY Y, WRICLS%
ﬁ%ﬁﬁﬁg B5 Ok HEDERE || b s i cx 202 Lhs,
1 e N GERIN LT, F7o, IR
M DATHE He sy b, e 1 2 B\ KT TR R
Grade O~1 [CE2led B RN TS, AFIFEEGRNAT
TEX 4 BEELT 3. PERERR A O I & HELE L 72 | T,
s s | SERTEER] LT % Grade | IPHEREIRSE 1= & 2 LR E LS SV
BREBIBR |\ s cpmiongaEr, |Lga—x || 5 BRBO L KB E
AFDOEEEDIET 5, | ST Grade M) DU SO E L O
3 Grade 0~1 ISEEtR T 5% | 3 LLEDA Ll
BELEABRIE | TRA4EMENT S, | ERERER
B8 ; (BEEMIEENS 2 | LTSS
hENEIMETH | ERES L AT Bk, AE
I Grade 2 ~NERIR LA LME | & 25%EHE
&, AFOBEEHLT | T 5.
4 %. )
FHEEDIRIE ; 4 BRAEEA L T4 Grade
BEELGEALM . |1 ETERLAVEE
EHEBNT ERES O L s
%,
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INS002

L8 A 3CE (R)

A EoEE (%)

A EAR AL

<@k, #FBk, M/viR>

X 5 BHIREE D Grade
Bk | $FhEk | /R ([R5 DR BENEE
(mm®) | Umm®) | (/mm®)

1 1 1 HFI—XRIZT,
<FeEgE | <Ms% | <MEERE |5 EHEG UTOERNER
#E | EEE | #EE (T Li-BE. AEZ

-3,000 | -1,500 | —75,000 25%BET B,
 7HRE L E SR
2 2 2 94 % Grade 40D

<3,000 | <1500 | <75,000 'G_r;g‘;ﬁ MRS
-2000 | -1000 | -50000 [ISERI S| 0 ot

FTmA2
eyl B N ORI Y s diak - S
%ﬁsﬁﬁ'ﬁ’ﬂa— FE A (500/mm®
3 3 e )
<2,000 | <1,000 | <50000 |ZBMEEM | 5o 1 o
1000 | -500 | 25,000 édeﬂ .| BEMES Grade
%J 3 LIk D iFchEk
‘ DS (1,000/mm°® ki)
4 4% 4 W « Grade 4 I/
<1000 | <500 | <25000 |z R
> (25,000/mm® 3k
3in)

%) Grade 445 d 2888, ¥4 FH4 > (G-CSFZE) nOft
AZE®iid 52 &,

<ZDHDEER>
EEQEIER (Grade 3LLE) NEBELI-1FE. Grade 0~2
[CBRRTIFTRA2ZERERL. REZ25%FET 5 (=
L. EF. Bd, Eit, BAIKR. MFKHED. fNajE
A1) D NERBUE . infusion reactionlZB8 L TlX., Grade 0
~2TERT L FEFTCHRAEMELA L. A—HAEICTHEEZE
T D) .

5) FHEEEEZDHSEEICHT 2AFDAERERIIBLNT
W2, EDFFYILE Y EEIERATORERIZED
=, MBEEYILEANENRDKLSIZLERLI-GEIE. KA
EBRETHIENEFLLY,

- IMEE Y JLE AED 1.2~30mg/dL DBEIE. BEED 1/2

MFEEYIILE AEH 30mg/dL ZHBZDBEF. BEED
1/4

1. RERSE (ROBEICKEREICKRETSHL)
1 DIERKRERIIZOEREREDHSEE DHEENSH
bhhdl ENnHd (EH | TEEGERNE
Bl . [EXGEMERI OESR) . ]

DARIDOEN S T D ¥V e
¥R I R G RIS D LT

PHERRBLT LT ERMONTND T

W, BFEERE L LA RERX
32 OB D H 2 BFI2IE, TR
AT O MER DD LB BN
TeRE Uiz, KEWSCE Box
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JNS002 L8 IRASCE (%)
il FordE (%) R EARYL

warnings] , [Warnings] X7 KV

T PRI OB HE CRRE LT,

2) BEtHIEIOHLEE (T4 AEEHARCAERETIK 2) AF GBS BER S

3)

4)

5)

HIV OHREZEICK Y, . BRIVEESSE TIEIELA
BEDOZEICLY . KEDO®RESRAKAEIHL S BEEINHIAER
HoNDIEELHD, ) [BEHEHEEZLYRIIHT S
BEnhHsd (1L . THE- - AEICEETLSER
LoixE] . TEELGERMTE) . TEXALEEA
NESE) , ]

FHEEEOHLEE BIFANEIC HLoDOILIEETN
AHd (THE- REICEEYAERALDERE] . [E
BEREANIE] DESR) . ]

=iE [ [ShE~NOKRE] OESE]

RET7ULF—DHHEBE [FFOFMYPIKEZHED
BaNEFENTND, ]

TWh72w, BEERE LTEMM

WO dH % BFEIE, FEEEMRET S

MENRDHD EEZEZBNTZTZDHRT L

7o KREWRASCE [Box

warnings] , [Warnings] ,
[Precautions] M OV7 R U 7 %1

A SCEICHECRRE LTz,

RN DHEE THD RF YN E
VUEBRITFICFR#ETH DL 2 L
Mo, BEERE L CHEREREEO
b DHEBFITIE, EEAWRET DM
NDHEFZZ LN DRE LT,
KIENR(TSCE TBox warnings]

[Warnings] , [Dosage and
Administration| &7 KU 73
WA SCEICHE URRE LT,

SYRFIOTI & LT, AFBHRIMK
TRATZ7FIONaY o 2EHT 5
ZEMD, TULAX—CEET HHE
HE LT, TAEY —ASE#HER
50mg WS SCEICHE URRE LT,

2. ERGELNIEE

1)

2)

3)

AENXFFVILEY MERIEF ) RY —LICHALHE
BHThdI b, KEDEMME., RLetE. EYEIRE
[EREED FFVILE D VIERIERKI LRI S, KFEHK
XD RFFVILED VIERIERFIOKRE L L THERALAL
&, T FEEHED FXVILE D UIEESIERIF| &
BHOAE - BETERELGEWNI &,

FXVILED VIERIENAET 2 DEHITERE L. FFIK
ERAEL. RUKFRSPEERIC, D#EERE (DE
B, DITa—, MEMEZER T v, DREDBHER

F) EAOSLGLEBBEOREETRICBEET L L, EE

ARBHONBRICEIREEZFETSE, [[E
&1 . MEERES) . TEXLGEMERI OESE]

BREHIHE A C =R, BRE. RBMFPIKIEEN
FHMAE S ENHAHDT, HMEICMBEREZITD
BREBEDREETDICERI S L. EENRHLON
EERICIEHE. KAEFOBEVGMREZITI> &, F
=, O ERINFMERERT LEFEOHFRICKY. B
BRSNS FTREMEL H D, [TEHI . TH

DKIEIRSSSCFE TBox warnings |
[Description ] (Z¥ U%E L7z,

) AHROERK S THD FF /e
¥ UM T B G BT D DT
MWRRBLTHZ NN TED,
HEEZWMET INENRHDLEEZD
IO E LT, KERMCE

[Box warnings| , [Warnings] M
TR TR SR URRE
L7, Fio, BEOREMMRE BN
L, DMEREREICTEFTARD LN
et OIS E b ahik] &L
7o

3) BEOFHHICOVTIE, KA
BGRHCBIZE S NTZEWERTH Y,
HEEEZWET OILERNH D EEZD
I TeORRE LT, KERMSCE
[Box warnings| , [Warnings] & O}
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INS002

L8 A 3CE (R)

A EoEE (%)

A EAR AL

4)

5)

% - AEICEET SFERALDEE] |
[EXEZEIERI OESE]

MEE®RE] .

ZUED infusion reaction (FTY. HifI. MWERAIREK, FFE
EE., EL, B, EIE. S8R, T S5EE. 2R,

e, BfE. mEER. PAEAER. BHE. BE. WA

IRHERHL R, %2, %P, F7/—€, K. [EXE

g mA. BIER EOEFEEEHETSH) Abohn
B5IENHD, INbDIEKIE, BEPIERITHETE.
HEFRIMND 1 HTBMRIT D NS, -, BREEE
DFEICEYBERTDHEELHD, —H. EETHIEM
BT LILF—RRXIET F 7 4 5 F 2 —HD infusion
reaction MHHLHNBZ ELRHANDT, BAFKIZHRE
HIEDTEDL D ABRELHAEEZERBLI-LTERE
Z A L. infusion reaction RIZDEIRME &R/ RIZT S
FOBRSRER Img/REEALGNIE, CDEIQ
infusion reaction B4 U =15 &3R5 &1k 9 574 £
HWEBEZTS52 &, [ MEE) . TEXGEMERAI O
SH]

AEDTERIBICH-o>TIE, FHEREZTSI LN

EFELWL., [ THE-ASICHEYSERLDFE] .
MESKRS5 OESE]

FEEED, bRAVYAS—FIRERERS LI-EE
T, ZRUHEZMEREALFEABES N TS,

FEOHREIZELTIE, 7UILEX—E, EMBBIEFIC

- =

DWTHRLRBEEITS &

AERIRE G EMDBEICRET ILENHHEEICIE.,
MIRICH T SREZEET S &, [ TZDHDITE]
DESH]

T RY T PR SO HE CRRE
L7, 72d, KERMCEIZBT S
l'superinfection] (22O CliE, [HE
B IZIRE T D LB &
WrL [ERYE ] SR LT,

4)infusion reaction |22V T, AH

BRI S NTZEWER TH
(INS002-JPN-02 &k THEFH S

7= MedDRA/J FAGE THEAICHE D K

Il &R, [FRBRTIE, 18.9%
(14 B1/74 ) OFELFH) |, O

BRARIFICE D fREMED & 2 EIER
ThHI NG, KRERMCE
[Box warnings] , [Warnings] (ZHE
URE LT, 728, KERMCEIC
PR STV BIELR, WONZ
JNS002-JPN-02 5k TR b7z
infusion reaction D} FEAER & 3T
FO# L7, 7235, JNS002-JPN-02 7k
BROIRBR I IR EZ 2B, EHE
THFER 7R infusion reaction (2B L T
1%, [ZdX 9 72 infusion reaction 73
EUTGERERGE LT 572 L
B L& ZITH 2 8| OHEEZRE
L7,
SYARANII R 2= 5 2 &2
5, ITFHREREDOH 2 BEFITHRE L
723546, ARFOMAPEEN EH L,
BIEH N H NI EBENNH
b, FDT, ARENIEGAN TR
TR O St 2 HELE L 7=,

6) K [EWRFT3CE TWarnings] (ZHEL
RE LT,

7) AFNTY R Y — MEEFITH Y
Wi & U CRBIRIMKEFR AT 7
FONa) VEEEEGEHFLTWNWHI L
MB, T AE Y — LS EEER 50
mg WS SCEICHECRRE LT,

8) AKIDA RS THDH RF /e
o R DTS A B A
L, 7RI T U R SCEICHED
BRE LT,
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3. tHH{EH

AFIE, /EED RXVILES IERIERE CHEERL
LBNTWSEXK|EBEEREZTTARELH D,
GERCER (BHRICEETH L)

PERD RF YLy UHERRERIFIC
FAEAEHDE S 30T D IRANZ DU
T, AANZBWTHHAEHZRT

ERNTITON-BENERE (S2—5—EZ2F4EEEEL
-NERE. BEEZEL) xR E LI-BRRABRTIE. 74
i, BIERA GERBREEEEZST) (X 7441 (100%) (S
FHont-, TLEMEAIE. BmMEREUELD 69 5

(93.2%) . BFAREBREEA 69 5 (93.2%) . ') L/ \BREURA
66 5 (89.2%) . NES OEVEA 635 (851%) . FRIE
=2 58 5l (78.4%) . FRENERHUR A 56 B (75.7%) . OARX
57 {5 (77.0%) . In/MrR#EEL4> 45 451 (60.8%) . il 45 5l
(60.8%) . BAAFIR 37451 (50.0%) . M7 ILT I ViEd
36 15l (48.6%) . Ineh LDH #5038 45l (51.4%) . FB 37 45l
(50.0%) . &5 34 {5l (45.9%) . {KFR/> 24 5l (32.4%) T

Hot=. (KK

1) EXGEIEREY

(1) DEFEE (5 NEDLDFE 1%REE? )  DEHE. 5
SMELDFERHLHONEZENHZDT, KFHKE
BICIZEZEDREZTSICERL., BEEAZDOLNT:
BEICIEBEERIET A&, T, FXYILES Y
ERIEDRIRGEN 500mg/m* B2 5 EAEEER
ENELEHAREENHDIDTEETSHE, [ [E

&l . TMREERS) | EEGERWIE] OES
]

(2) BEEHIH (BMmBkEEA 93.2%, IFPBREE /D 93.2%,
m/MEEEA 60.8%. ~NES OE Vg 85.1%, FrMmEk
BUE 75.7%) - BIMBREUE A . PR EREGEA. M/
REGEA . Bl (NES OEViED. FmBkERD)

E3 P 3 BEEREEL - BEAE | #5 - fRETF || TEMELRH IO, RE L, KEH
FHBREHOL | DHEENEREIA | OFHISHT 2E || CE [Box warnings)
BHBHIVEHE | 2BENLHS, EEEtER Warnings] ,  [Precautions] KO
A DRSS R na, RU 7 SR SCEICHE DR E L
5t Yol
BEMICDSN
=ETH5REN
EEH

P N kv
1) REH|
%
thohEHESE | BHINFEORMER | BVEAMNHEEIC
#l NERTBZ LMD | BRI D,
Bo
At iRE St BEEHNH ZE D EIE A
NERT B DD
%,
AFDEE T, Hat
RESORLARICE
AT 5 KERIGHE
%I DELDHD.
4. El{ER

FRGRIRE O [E N S R AR 12 DV T,
JNS002-JPN-02 ik #E Lz LS & 5
L7, 7ok, RUWERZELSRILIRR
L DR TBEZR L) & ¥

Wranzborks, NNITHE
g2, TAlgerERy ,  TwrgEM:

N, Gl BHESNTEAR
EHRGAEH LI,

1) INS002-JPN-02 75 K Of 30-49 7k
BRoOfE R & JI, KEA CE
'Box warnings| , [Warnings| ,
lPost Marketing Experience | 3 ONZ
T R T MR SCE ORI
U, AEmzghrIrmfEl, b4
1E, HEE G 2 29 5 BIEH
IZOWTHER AW T D70 E L
Too 70d, EREPNH, infusion
reaction, FEJEMERE, ONKOFED
BEJEIZ DUV TIE, INS002-JPN-02 7%
BGOSR L, O o Mk
ARENZONTE, =A AFED R
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INS002

L8 A 3CE (R)

(3)

(4)

(5)

NHLONDZENLH D, £, BEREINGILAE C 145
R, BEF, REMFPEEAEIISHEOMNAREE S
ENHBENDT, AFIREFIZIZERICOIEREZITD
BEBEETHITTL. BEENRDONIIGEIZIEE
Bt A5G EBULBREETS>C L, [ [E

&l . THE- -AECEESTLSIERLEDIE] . [E
ERE) . TEEGERNITE] QOIESE]

infusion reaction (18.9%) : —EDEBTIZEETHEHI
BIET7 LILFX—8XIET F 7 14 5F ¥ —8D infusion
reaction MHLHNBZ ELRBHBHDT, wEHIIESE
DREFEEIZERE L. DK 3% infusion reaction HY
UG8 EKREE£FILET HHLEBULREFITS
s, [ 12E) . TEEGERNIE] OESE]
FRIEMRER_(784%) : [ERR. &E. HIR. FEDKRE
DEBEHFHETLIFE - REORBLAHLHONEZ
EDRBHEIDT, COLITERLH-HON-HZEIZIE
BE#hItI 55 EBULGNEEZTI>E, [TH
% - AEICEET SERALDEE] DIESE]

OA#% (77.0%) : OARDPHLEDLNEZENHEID

(6)

T, AERSEFICIFHEEICBERZTL. EENEDL
NEBRICERSZPUET LG EBNGREZITS O
E, [ TR% - BEICHEYLERLEDIE] DES
]

FHERE BEETHZY)  BUEMAGMERELNFL
[CHRESNTLESDT, BEEOREZ+SICEHEL.
COEIBERNH OIS EICEREZHILET S
BREBUBREZETS &,

F1) RBHEEL. ERNERARICESTSHEEZTS,

X 2) ENERREBRTEIREOH oG o118, SEERRKER

BRICEIT2BEZTRY,

X3 BEBEDOH. HETH,

PN FE T L2 5 1T 2 A1 il PR AR i A

(CHS SRR L7z, HERIEIC SV

TIE, KERFSGE TPost Marketing
Experience] (ZHEUFLH L THH, %
BUSREE I AN & LT,
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R EoEE () AR EAR L
2) TOiDEI{ERA 2) INS002-JPN-
BXEINERE . EAEKSE 1EHER (h=74) " 02 FRBRAE A
30%LLE 5%~ 30% K i 5%k _o%, EX
BPIES 0%, SWE ESERE, S HAk. O || ARIEALS
LUBE 2 (KRR, BEERtA. Y4 || OFRELH
B VAR, B®RAS. AL || LT
RXHORE, BE 427
I Y, HEER, FEK
. FEREEE. REEEEZE. Al
1SRk, IRMEEE 2%
&S & FEVE T R ER LA E
[0 IPZA
REE
RERE EEHMHT LILE—. BB
KREE & | BEMRTIR =hYUYLINGE. fiEEEE
VEREE
RHEE TERfE
IR R [E BEfE. REEE. R (MEHER. FeHEHEL. K
= BE—a1—O/sd— EEFE, FEEE
ARFEE BBOEE. ANE. #EE%.
ARE7 4%, HRAE. MAIEX. RE
#hn., WEFEEED
EELV HiE. HIE
REREE
DEEE E—EEEJOvY. #E.
AtESER. KEIARFEAET S
fE. ERIJOv Y. RAERE
k. EEtEHASIRGE. (DEIR
X
nEFES =mE MBI, BIAT. RERER
AR M e
IR Es. IHMEEE A R, R HEER R, RiF. WEED &
MIERE & fE. S, B, R MR
UMt B B g, 2
E=
BBEE |ED {Efe, THI. B, Ht (IS, BE. SRR,
FBE. LE&HE. 5% |(OEX. HTEE. IFMEE
B, ORULA. BETFR
B, ENER. EA%. HE
&m. NGEE. FE6. HE
FFREE % SEUIE S ME
EE
EEHL RS REE. BRLEBEEE |[[OEE. 5. %5 FEE.
UK T %TiE. BA., SRHm
B E
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FEER
S ON

m:

EREE

0

Ty
ok
==
5

mikiE. EEbiE. BIREEDE.
frfE. BERIEE. B

% | ok

b

B (OF
i (9T
e

EA=173

SRR, FREREE. REMRE

b [
S i
i
S ot

ok

HRRD. BRESEE. K
S ERRE S

&Hﬂﬁ
¢ \p
<, [
s O

dm
Rl
;ﬂ_‘l
£

i
EH:

BERk, I, ME

TSR RIS . ROER A BRI

ER OBR BEAKE A7
I UYHES

ER e
%
s
ot

1) > 7\BkER

By, BK

SR ELBRE 5 FRIE

BRI, 1) 2/ \BRENIE

AST(GOT)& 0.

B

ALT(GPT)#Eh0. #EHRE

N, AST(GOT)iE4>. LDH Bk
H, mMEER. DEXS TE

ho, M7

. y-GTP i, A-P

TR, SFERERIGIEM, ¥ -

WIS UR

#hn. CK(CPK)jE4. m

GTP A, FRF T kil

/>, LDH 1§

B Na jEid>, EEBREURA

. A )y B D

o, BEIBRE

M RERZFEM, m/MRE

BRI, FHFRMRANEYS

SEHD,

0, rrpFREEA .

B EVRERD. 1FhakiiE

IR E S

t CljEd. M KEd.

m. RpH EF. $ESEM,

BN, 17

WFEAEKE S 3B, M

MHRESE

K&, CK(CPK)Em., B

DER ST-THL TK., 0 E
X PQ FfREE. RE4Y b2

B D

MmERFIEM, ML

K5, LDERST-T £k

INERE R

(%)) LE=]

B, KE

., Py L7 F= U8

B

po. M Clighn, mepsy
L7 F=Uigd. BB
#hn, M Na #0. me

EVIE ELD. HEE
BER R

N
o}

. B
s & U
=i

il
[2)3

=
o

it

HiE, 25

1) BAGEHEALSNOERERBLT-,

3) SEERKABRR O ETRE B ERE
OB FEMERE - HERRKSE 15 (n=239)

NETTON-BRIPREZRRE LI

SERTIE, 239 i, MRZPHIRE

TOEE L L THFREEAE (1,000/mm® KiE) 2941 (12.1%) . Bl (NES

OE > 8g/dL ki) 1441 (5.9%) . M/NMRBAE (50,000/mm® KiE) 3 i

(1.3%) AEBHontf-, AEER FELORRERDEEICH MO THIL

3) O, @
KEGA SCE
[ Adverse
Reactions] ,
[Post
Marketing
Experience] (Z

5% DOEHRIE239FN LB, 222 6] (92.9%) ICEMHERILEH LML=,

FHAEEERIE. FRAEEEE 121 4] (50.6%) .

OR% 99 5 (41.4%) . Eil» 110

L, SET
HE ST

5 (46.0%) . EHGE 96 5l (40.2%) TH-ot=,

% DN BRI

10%LL EF D

1~10%Ki#

BETH"

&, A X

25

mAOE. BBiE. %

B, KR, HIEE

5. BibfE. B

%, BERE

R D il
BEHEITRT 5
I VEH 2 Rl
L7, RIfEH
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JNS002 1.8 IR 30E (%)
D g I & mEYLRMT. SEAR. EH M2 e IXIEBREE L O
fRz¢. EME. EH. DMELE IRESEEIEYA
BiE -+ |FREEE. £ | Z5EE. EEEE. /IKEKE [ B85 &
B &, BiEAE MRS, BRESKES. FIBEHE Dy, IR
REX. HKES. HF. KEH B SRR
1B, Bfin)LRR, EEMEEE BAFR O HE D
%, BOEE. 8B WL e
HiEE |(BD. OAX, B OFE=-) 7E. OFRNESE ST ~TO
M. FR. TH. (B, ONEE. ER%,. 8%, AEEZREL
BMAPIR, HES BETEE. &iF. BEFHm, 1L 7o

ok, MikE

R. BERE DA, BEEERR. BBk

]

&R O BEAR PECAF BRI
JIZAY A, B,
Rt - X | KMEZE Bk, RERD. HSEYLE M N 2R
= EAED YYD LME. ALY JiE) 1N T
L, BB, BRE. S, I, KERA
EF kYU LingE T TR
HEH FiE. BEE. BOER B S & o [ 5B
iz |BEE HEIR. SEBPEDEL. 5D, T FRiconb 5
RfE. FZ. $#E. —2—0/8 L
—. BRI, . MR, ERE LT
FREA, EEEEOHEL it shTo
RE  |IHEA%. MPIREEE |BoREN. Bk A K. B o7, Sk
B, SITR. SHim AR A
BHREBE k. EEE. FRE. HE LT %
SR T REEEZE. FREE AT, 8 1=, R
PR, BEBkse. mPR. PR, RE E“%%é@
1 | p =, , H
Ui, EE=U 7AE. ERHim, B e b

F1) BEERETY . T, MEFHREBEBEOAEERER.
F2) BRBED-O. HETRH,

s Lz, T2
2L, JRELE
BE I EHE

IR BT
@I A XEEH A HIE* o
BTN TS AMENKSRBENRE LT- ¢ BREBTIE, 720 pisp, | F 1002 D
MAEFHRETORS & L THIUMREDE 439 61 (61.0%) . Eiin 399 5l R S
(55.4%) . SFERERGEAIE 352 B (48.9%) AROHSNI, AEER (RHILOR | 00
REFEOBRAIDLTRELLFR) ORI 105G @50, sxvizal | T
ERLRD NS, ELENER (RFORABEORIERERC) E, B | - - 7
119 % (16.9%) . #FGE 70 5l (9.9%) . EEFMEEM 69 5l (9.8%) . FFh 64l =
(9.1%) . BAEAE 631 (8.9%) . A-P M, WBM. FAIE S5 H (8% . Opy | Do TR
%48%) (68%) . OFE=Y7H 395 (55%) THol-. mREARHRL
BRIAEEY | 1%~ 5% 1%5K i .
5 B|OE. |EERE. B PRELEAE. #BRE. BUNE. RS, REHR
FE B, BT |BE. AVILIUYERE. EZUT
LIL¥—R fE. BEKE. SESEGHIM, EHEAE
B, BE B, 7T bavhRE. K
(AR fofE. M MmistEFEARse. DERE. DEABRTE. H
E. S8R m. 8. K&, Mooy s. 3 Ml
L. DMEKR, (MFLE. FEERE. MARE.
DEMETEMR
REE - |BREE  |BEHALR BIREBRKES. KEEE. KEXR. &
B R, BB, % WS, HREEEX. REE=TE,
> SMATBE, FAEIEATBE, € DB, S8,

26

JEDI_DEV00 \ 0900fde980224a64 \ 7.0 \ 2008-11-13 16:39



JEDI_DEV00 \ 0900fde980224a64 \ 7.0 \ 2008-11-13 16:39

JNS002 1.8 IR 30E (%)
REMES. KEZRE. EFPE. /MKAEK
AR5
HIESS  |BD. B (OERESE |[BEXRER. BTS5#MEE. BX. ®A
., F B, T, F |%. BEMEEX. KEX. BEEE. B
. ORN |f. 727491 |EX. BBtm. iFFA€. OERBEBIE.
#., OFF OR%. B8 |(BEX. BEEORNE. L. FEEX. B
EZUT |FIR, BETRE |(MoTE. 2E. BEEHEREX. LAY, F
iE =. BRE &
A FE K IE
mERV [EEFRMHE |AfM. 70O+ |[FEEBRIEIGE. U/ EE. ) UNE%,
VAN il AYVEVERM |JU/\FE. SRHM, rRURTSRF
ER R
R# - & |A-PEEID (ALT(GPT)HE LDH M, &F b YD LME, VLT F
= m. RER — o, BUN 0. Bik., FE. 35H
DOEAILY (LY LME, BhY) ULMNE. SiEM
DLME, & |fE. SREME. EMm#E. EH)HLAM
EVIJIE I |fE. EIBMAE. BT R DLME. EF
fE. = Im¥E MUY LMmME, B UESME. EEAM
fE. ¥ b= R, (KEEMD
mEHE e, BAER. B, MR
R $ERE, FHRAE. REMABERX, >DDR/. =
A—RANRY—, IR, EE HEREET.
SMEREIERE. $8BEL. FRE. HESRIT
., EFET. EEREHEL
FEIR 25 Bk, MR, [REXZ X, ZEREMN, B
. WEER, K. 8x%. BISEX
HHRE FEHX, KEEE., AEEE. 5. #E
%, IR, fAagx. BB, fAH%XE
34 BR A B MmpR. BEER. BEBtk. HREH. 435F
f&. ¥R, BF2
Z D1 FEIREEE, 7
LT 2 UR,
ffize. IR
%, BPAR
E. FEMHED
FL, ER

E3) NETITON- 48R

HEROMEICEDIERHEA L 1=

E4) MBEFHREREEDRIERZR.
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A EoEE (%)

B AR

5 BlhE~DEKE

= E TIERISLEE. BTN
FU Tz FHEEMETLTLSZ EAZW
EHOEWORRENMHET 2E8ENNH L. A
BICBELTEEOREBEZHE LGN LEE(C
‘BT D&,

KEVRATSCE TPrecautions] [ZER&E I TN D
WY, AERGRE S AHRER (30-49 5BR & O 30-
57#BR) 1BV, 65l EFE LT 65k &
D EVERE TEEMER OEIMEIE NN N D
EREINTWER, — R E S I3t
HHENMET L TWAZ ENL W=, TR
T MR SCEICHE URRE LT,

. MR, EfR. RILBFE~AOERE

1) EENITERL TLDATREED HBHmAIC
FRELLGVWIENAEELL, [BYER
(Tv b, O9F) TRESHERVRES
RERANBESNTIND, ]

2) REWIEBETHIGEICIETREAEF LS E
52¢, [BEAFOBREICEHAT IREME
FESL L TULVELY, ]

D& FEBR Tha R 3 S ONRPERFEAE A 23l

SNTWDHT72®, W XITER LTV % aTReME

D& DI N~DARRN OB 2, TR EET 5

VEND D EBZ b, KERTSCE
[Warnings] (2% CERE L7z,

DI FF OARE| O L P IHER STV R Tz
W, KEVRFSCE [Contraindications] |,
[Precautions) (Z¥#EURRE L7z,

. INREADERE
INREIZHT AREMITFEILIINTULVEL (F
FRRBRERAELY)

INREEZ XS L UTe AR O L 2RI TR ST
Wpn T, KERETSCE [Precautions) (ZH%E
Ca% & L7z,

. BERE

iz, fEAK
REVILED VIERIEDEHB TORERS
ISk URIEZ, B MmEBREURE A K O /MR B0
LOBEENMEMTEZENHD,

WNiE -
/MR EUEREROEHIM, RHEFIRSE. &
PEREBETS EEBIZ, HERICHT ER
EFEETS L,

KEYSHCE [Overdosage | (ZHEUREE LT,
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L8 A 3CE (R)

i EoEE (R)

A TEAR AL

9. BMALDIEE
1) 5%
BIRNIZOAEETEE, BRT. HARE
Bixfrhiainl &,

2) FRBLEF
AFOEFEWR VR HI->TlX, F8%
FRTIHEEEEICITSICE, FFIDEEX
(TSR -5 A2, EBICABRTE <
o S

3) ‘ERF
MARFID/NA ZILIE 1 EFENTY TH B, /N
AT7ILHORFEAFRRILEICHEET S
L. T, FREIL 2~8CTHRIEL. 24
BRELANIZRET S &,
QRFERITWRBENECDZ ENH BT
. MENRBHEERITALS5FETH
&, MENREDOBIES D UVDITGERNE L
IBEICIE, BEZESICHIEL., BIDE
RCERT S L, BH. RHEEILELP
FTET, ERBVBENEINDIGELH D,
QFFIREDEIE, 1AV TANLE—%
FRLEVWIE, T, BESIUDEE
Iy ald@i+sZ &,

DK EVSASCE [Dosage and administration | 12
4’% L/ E L/ 71.0

2K [EWRATSCE [Dosage and administration] (2
4’% L/ i L/ 71.0

3)

(DKEUSHTCE TDosage and administration] (2
HELRE LT,
(2)7klﬁﬁj($ [Warnings | ,
administration| (Z%#E UFRXE L 7=,
Q) KEUSHICE [Dosage and administration] (Z
HUBRE LT,

Dosage and

10. ZOMDEE
1) BMERTRFIYILEY VIEEIERUVEE
ILEVITECEERUVUKERZET S L
NREINA TS,

2) v MIREFHIRNRES L3RBT,
Tmg/kg IS EICEWVTHRENERURBERE
REFEREOIPRDH 5N, 1 XIZREFER
REE L1-EE8R T, 0.25~1mg/keg 5 EEIC
BLWTHEREEER). RHEEEHRUVEF
KEBRMNEBD ST,

3) FFRVYIEDUERIBEDFET HBIZKY,
RAFBELDZENDH D

1)M2.6.6.4, M2.6.6.5 |Z#EURE# L7=, F7=, XK
EWRAT SCETIX TWamnings) (2 CHEEMUL S
Tb\éo

2)KERAT SCE [Warnings | (ZHEURRE L7z,

3)7 KU T & R SRS HE CRGE LT,
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SEXH

1) /AR, I ARHRELO SLRE AR & L C OSSO A T XFE R AR VIEW-25 R
JEELSE. A AL E 2 —4E; 1996. p.12-31.

2)  FILIETE, RAGESHE, iR RZ, B, fhRNE, & W%, 130 PrBEEE 0% T AHR
BROITA KT A 2 KB LRI 1998;26(4):441-54.

3)  Chanan-Khan A, Szebeni J, Savay S, Liebes L, Rafique NM, Alving CR, et al. Complement
activation following first exposure to pegylated liposomal doxorubicin (Doxil): possible role in
hypersensitivity reactions. Ann Oncol 2003;14:1430-7.
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2
doxorubicin
-INN
3

1.9

JAN
15

Doxorubicin Hydrochloride

(25,45)-4-( 3-Amino-2,3,6-trideoxy-a-L-lyxo-hexopyranosyloxy)-2,5,12-trihydroxy-2-
hydroxyacetyl-7-methoxy-1,2,3,4-tetrahydrotetracene-6,11-dione monohydrochloride

INN

WHO Chronicle Recommended International Nonproprietary Names (r-INN)
WHO Chronicle, Vol.25, Rec.INN List 11

doxorubicin

(15,3S)-3-glycoloyl-1,2,3,4,6,11-hexahydro-3,5,12-tri hydroxy-10-
methoxy-6,11-dioxo-1-naphthacenyl 3-amino-2,3,6-trideoxy-a-L-lyxo-
hexopyranoside




& <)LJE 20mg

F1E BHEEFTHERRURHXE
2B 5 1FHR
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JNS002 110 F3E « BEEEOREEEEOE L0
[#47]
(28,45)-4-(3-Amino-2,3,6-trideoxy-a-L-/yxo-hexopyranosyloxy)-2-hydroxyacetyl-1,2,3,4-
k54, - B4 | tetrahydro-2,5,12-trihydroxy-7-methoxynaphthacene-6,11-dione
(P vy, ZOWEHEROZORHA)
HEE

0 O HOH

0 OH o
OH
- Hel
iH

Bhue - B R | = XD AR A NE

AiE-H= R YL e s o figtE & L T20mg/m? % Img/5y D THIRNE G545, Zhila—3xL L
TC2~3E LI ET5,
BB, i, ERICE Y EERET S,

BISRSEORE | B4 BEE, fREERES, 007 AR

MR KOV | BA] . R¥ 20 20mg (1234 70 10mL H1IZ R V)L e s R 20mg &)

SISy - Sy

I

(CHEEREEALD |
RS DL R (mg/kg)
FRPIE% -
F9 Rk o 8
A X J >2.1
? 2.1
[ 5750 ]
B 5, o BAMELELIE .,
LAz I S S T ERFTR
Zv b SHERE 3 g, 0, 0.25, KNI 1.0 mg/kg ¥ 5-7f -
Hlxlz13 2 LO, LS g romgkg/lEl  gnasl (2:1) .
EEEAN- mgkg/lBl 9025 mgkg/lEl  EAEE : iR, ObA, N
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4.1 4 4
4.2
4.2.1
4.2.1.1
Effect of treatment frequency on the toxicity
and efficacy of Doxil® (STEALTH® liposomal LTI-30-93-
42111 198,
doxorubicin HCI) injection in the mouse colon - 9. . 22)
carcinoma C26 tumor model
Therapy of human ovarian carcinoma Roswall Park
42112 xenografts using doxorubicin encapusulated in [Vaage J 1993.07 . Cancer 1993;72:3671-5
. L . Cancer Institute
sterically stabilized liposomes
. . ® -
Antlturr.\o.r activity of STEALTH Ilpogomal 2('. BO-06-
42113 doxorubicin on A2780/AD human ovarian -
. . . . B007-2520A)
carcinoma xenografts in athymic nu/nu mice 2".
Tissue distribution and therapeutic effect of
42114  |intravenousfreeor encpsulated liposomal |, 1993.10 Roswell Park Cancer 1994;73:1478-84
doxorubicin on human prostate carcinoma Cancer Institute
xenografts
Effect of particle size on the efficacy of LT1-30-94-
42115  |liposomal doxorubicininthemousecolon || e | | 1
carcinoma C26 tumor model
Comparison of the therapeutic effects of Doxil LT1-30-93-
42116 Lot- and Doxil Lot - in the mouse - 19.. 17
colon carcinoma C26
Comparison of the therapeutic effects of Doxil LT1-30-93-
42117 Lot - and Doxil Lot - in the mouse - 19.. 13

mammary carcinoma model




Comparison of the antitumor activity of
epirubicin hydrochloride and doxorubicin

hydrochloride encapsulated in long circulating LTI-30-91-
42118 liposomes incorporating a polyethylene glycol- - l*. 03

derivatized phospholipid against the mouse

C26 colon carcinoma
42119 Doxorubicin therapy of mouse colon carcinomg - LTI-30-93-

C26 11

Doxorubicin therapy of primary mouse LTI-30-92-
421110 mammary carcinomas - 03

Doxorubicin therapy to prevent the L T1-30-93-
421111 |development of metastases from mouse - 12

mammary carcinomas

Antitumor activity of STEALTH® liposomal LT1-30-91-
421112 |doxorubicin hydrochlorideinjection in the _ 02

murine P388 lymphocytic |leukemia model

Arrest of human lung tumor xenograft growth

in severe combined immunodeficient mice LTI-30-93-
421113 using doxorubicin encapsulated in sterically - 16

stabilized liposomes

4212
4.2.1.3
20l

42131  [NS002 ] = 7745

L |
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2l

INS-002 [
42132 ] — -2
20l
INS-002 2(. .
' I
42133 -77_44 [ ] | -77 44)
2l
Hemolytic potential and blood compatibility of
olytic p and patibility it | | LTI-30-92-
42134 Doxil ™ (STEALTH" liposomal doxorubicin _ 15
hydrochloride injection) 19l
Neurobehavioral evaluation of Doxil® placebo il L T1-30-93-
42135  |\Nedroben I N
injection in Sprague-Dawley rats 1* . 25
Cardiovascular evaluation of Doxil™ placebo 19
LTI-30-94-
42.1.3.6 liposomes in beagle dogs receiving multiple _ - 10
intravenous doses 19
Pilot cardiovascular evaluation study of Doxil® LT1-30-94-
4.2.1.37 198,
STEALTH® placebo liposomes in dogs L Al . 14
Invitro hemolytic activity of Doxil®
® i ici Liposome LTI-30-94-
42138 (STEALTH" liposomal doxorubicin HCI) 1900
injection containing increased concentrations off I Al Technology, Inc. 08
lysophosphatidylcholine
4.2.1.4
Preclinical in vivo activity of a combination .
emcitabine/liposomal doxorubicin against Catholic Int J Gynecol Cancer
4214  |9eMCitedinelip picin &g GalloD 2004.12 Unversity of the A
cisplatin-resistant human ovarian cancer Sacred Heart 2006;16:222-30

(A2780/CDDP)




4.2.2
4.2.2.1
Fluorometric determination of doxorubicinin Liposome (LTI-30-
42211 animal plasma _ l*. Technology, Inc. ADVR-93-17)
Validation of an assay for the measurement of
doxorubicin and doxorubicinol in rat plasma, (LTI-30-MV-
42212 |rine, and feces by high-performanceliquid - = L ‘ 92-14)
chromatography
Validation of an assay for the measurement of (LTI-30-MV-
42213 doxorubicin and doxorubicinol in dog plasma 19. .
: . 94-05)
by high-performance liquid chromatography
4222
Plasma pharmacokinetics of Doxi 1® 1 * .
(STEALTH® liposomal doxorubicin HCI) : Liposome (LTI-30-94-
42221 ) ]
injection and Doxil” injection formulation 190 Technology, Inc. 15)
variants in rats after asingle dose
Comparison of plasma pharmacokinetics of 19.. .
42222 Doxil-. and Doxil-250 after asingle _ _Il'_gzizr::)e Inc 06) (LT1-30-93
intravenous injection in rats 19.. gy, Inc.
Comparison of plasma pharmacokinetics of 19.. .
42223  |Doxil-250/f and Doxil-250Histicine after a | #;‘lﬂiﬁe e 1) (LT1-30-92
single intravenous injection in rats 19.. gy, Inc.
Plasma pharmacokinetics and tissue
42224 distribution of doxorubicin in rats after asingle _ 19.. Liposome (LTI-30-93-
o intravenous dose of Doxil® (STEALTH® AN Technology, Inc. 23)
liposomal doxorubicin HCI) injection
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Plasma concentration of total and liposome-

associated doxorubicin after a single dose of Liposome (LTI-30-93-
42225 199
Doxil® (STEALTH® liposomal doxorubicin I L Technology, Inc. 27)
HCI) injection in rats
Plasma pharmacokinetics of Doxil®
@i ici Liposome (LTI-30-93-
42226 (STEALTH" liposomal doxorubicin HCI) 190
injection after a single intravenous dose in I Al Technology, Inc. 28)
rabbits
Comparison of plasma pharmacokinetics of 19 .
42227  |Doxil ] and Doxil-250 after asingle I Lposome o7 (LT1-30-93
intravenous injection in dogs 19 gy, Inc.
Plasma pharmacokinetics and tissue
42228 distribution of doxorubicin in rats after multiple _ 19'. Liposome (LTI-30-93-
o intravenous doses of Doxil® (STEALTH® AN Technology, Inc. 24)
liposomal doxorubicin HCI) injection
4.2.2.3
Tissue and tumor distribution of doxorubicinin
o - - 1ol -
mice bearing the murine C26 colon carcinoma Liposome (LTI-30-94-
42231 _ o I
tumor after treatment with Doxil™ or 1* . Technology, Inc. 11)
adriamycin
Tissue distributions and therapeutic effects of (LT1-30-93-
42232 intravenous liposomal and free doxorubicin - 1*. - 15)

against human prostatic carcinoma xenografts




0T

Plasma pharmacokinetics and tissue

42233 distribution of doxorubicin in rats after asingle . il Liposome 23) (LT1-30-93-
o intravenous dose of Doxil® (STEALTH® N Technology, Inc. 19994
liposomal doxorubicin HCI) injection R
Plasma kinetics, tissue distribution and mass
balance of **C-doxorubicin in male and female N Tanssen
rague-Dawley rats after single intravenous |
42234 |PregueDanleyrasatersingleinir: I Pharmaceutica (FK5903)
dose administration of “*C-doxorubicin HCI Zm . NV
and of **C-Doxil®, doxorubicin HCI liposome
injection, at 1 mg eq./kg
Plasma pharmacokinetics and tissue
42235 distribution of doxorubicin in rats after multiplg . 1l Liposome 22 (LT1-30-93-
o intravenous doses of Doxil® (STEALTH® AN Technology, Inc. 19028
liposomal doxorubicin HCI) injection T
; o in Al |
Doxorubicin concentration in skin and plasma -30-94-
42236 _ e P I Liposome (LTI-30-94
after multiple doses of Doxil™ in dogs 1* . Technology, Inc. 18)
4.2.2.4
Plasma pharmacokinetics and tissue
42241 distribution of doxorubicin in rats after asingle . il Liposome 23) (LT1-30-93-
o intravenous dose of Doxil® (STEALTH® N Technology, Inc. 19994
liposomal doxorubicin HCI) injection R
Plasma pharmacokinetics and tissue
42242 distribution of doxorubicin in rats after multiple . 1l Liposome 22 (LT1-30-93-
B intravenous doses of Doxil® (STEALTH® AN Technology, Inc. 19028

liposomal doxorubicin HCI) injection
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42243 Doxorubicin concentration in skin and plasma . 1l Liposome 18) (LT1-30-94-
S after multiple doses of Doxil® in dogs e | | Technology, Inc. 49236
4.2.2.5
Plasma pharmacokinetics and tissue
42251 distribution of doxorubicin in rats after asingle . 1l Liposome ) (LT1-30-93-
o intravenous dose of Doxil® (STEALTH® AN Technology, Inc. 42294
liposomal doxorubicin HCI) injection T
Plasma kinetics, tissue distribution and mass
balance of **C-doxorubicin in male and female R Janssen
rague-Dawley rats after single intravenous |
42252 | ProgueDawleyrasatersngleintre I Pharmacedtica (FK5903)
dose administration of “*C-doxorubicin HCI 2" . NV 42234
and of **C-Doxil®, doxorubicin HCI liposome
injection, at 1 mg eg./kg
4.2.2.6
4.2.2.7
4.2.3
4.2.3.1
Single dose toxicity screening study in mice Liposome
42311 (Mark I, Mark Il & Mark |1e process products) I e | | Technology, Inc. (LTI-30-TM-92-01)
42312 Single dose toxicity study of Mark I, 11, Ile _ Liposome

DoxilTM process productsin mice

1l

Technology, Inc.

(LTI-30-TM-92-02)




[4)

42313

Single dose toxicity screening study in mice
(Mark | and Mark 111-EXT)

1l

Liposome
Technology, Inc.

(LTI-30-92-02)

42314

Single dose toxicity study of Doxil™ in mice

il
il

(LTI-30-92-12)

42315

Acute and delayed toxicity of asingle
intravenous dose of Doxil® (STEALTH®
liposomal doxorubicin HCI) injection in male
mice

il

Liposome
Technology, Inc.

(LTI-30-92-10)

42316

Pilot acute toxicity study in mice treated with

Doxil® prepared with [y mM or 250 mm
ammonium sulfate

Liposome
Technology, Inc.

(LT1-30-92-05)

4.2.3.1.7

Pilot acute toxicity studiesin rats with Doxil-
Il and Doxil-250

Liposome
Technology, Inc.

(LTI-30-92-09)

42318

Single dose pharmacokinetic and toxicity study
of Doxil- . and Doxil-250 in rats

(LTI-30-92-11)

42319

Preclinical toxicology study of doxorubicin
hydrochloride, STEALTH liposomal
doxorubicin hydrochloride injection, and
placebo liposomes administered intravenously
to beagle dogs by a X1 schedule

(LTI-30-91-05)

4.2.3.1.10

Single dose intravenous toxicity study of Doxil
in the beagle dog

(LTI-30-92-04)

423111

Single dose intravenous toxicity and
pharmacokinetic study of Doxil™ (STEALTH

® liposomal doxorubicin hydrochloride
injection) . and 250 in dogs

(LTI-30-92-13)
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4.2.3.2
| | N 1l
42321 Pilot repeat dose ranging study of Doxil in rats _ 1* . - (LTI-30-92-08)
Multiple dose intravenous toxicity study of 19..
42322 Doxil ™ (ST EAL.TI-I.® liposomal doxorubicin ] ‘ (LTI-30-92-17)
hydrochloride injection) in rats 19..
Intravenous multiple dose toxicity anc
A ATM l*.
42323 pharmacokinetic study of Doxil' ™ (STEALTH _ ‘
B ® liposomal doxorubicin hydrochloride e | | (LTI-30-93-08)
injection) in rats
5-Week pilot intravenous toxicity study of 1*.
42324  |Doxil™ (STEALTH® liposomal doxorubicin || GcGc_ ‘ (LTI-30-92-07)
hydrochloride injection) in dogs 1*.
Four-week intravenous tolerance study of 1*.
42325  |Doxil™ ] and Doxil™-250 in male beagle | NN ] (LT1-30-93-04)
dogs 19l
Pilot study: intravenous toxicity of Doxil™ N
42326 (STEALTH® liposomal doxorubicin I ' ‘
hydrochloride injection) and doxorubicin l*. (LTI-30-92-16)
hydrochloride in dogs
42327 Multi pIe—dose intravenous tOXICIty Sudy of _ l*. -
B DOX-SL™ in beagle dogs N (LTI-30-94-07)
4.2.3.3
I I I I I I
4.2.3.4
I I I I I I
4.2.3.5
4.2.3.5.1

4.2.3.5.2




T

Developmental toxicity (embryo-fetal toxicity
and teratogenic potential) study of Doxil® 190
423521 |(STEALTH® liposomal doxorubicin HCL) | | | I - (LT1-30-94-13)
injection administered intravenoudly to Crl:CD 19..
®BR VAF/Plus® presumed pregnant rats
Dosage-range developmental toxicity (embryo-
fetal toxicity and teratogenic potential) study of 1*.
423522 |Doxil® (STEALTH® liposomal doxorubicin | RN - (LTI-30-94-06)
HC1) injection administered intravenously to 1*.
New Zealand White rabbits
4.2.3.5.3
I I I
4.2.3.5.4
I I I
4.2.3.6
Acute intravenous tol erance study of Doxil™ l*.
42361 (STEALTH® liposomal doxorubicin _ ‘ (LTI1-30-93-03)
hydrochloride injection) in rabbits 1*.
Acute subcutaneous tolerance study of Doxil™ 19N
42362 (STEALTH® liposomal doxorubicin _ ‘ (LTI1-30-93-02)
hydrochloride injection) in rabbits 1*.
4.2.3.7
4.2.3.7.1
20l
423711 |INS002 E— E—
| -9
2 ||
2l ll
JINS-002 I
423712 I
| l77-21)
s |
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4.2.3.7.3

Effect of peak dosage and dose frequency on 1* .
423731 dermal lesion development and _ | -
""" myel osuppression in beagle dogs following 1* . LTI-30-95-08
intravenous administration of Doxil ™ |
ic | |
L Q™ .
4.2.3.7.3.2 |Cardiotoxicity study of DOX-SL™ in rabbits _ - LT1-30-94-28
ik | |
4.2.3.7.7
Acute toxicity of methoxy-polyethylene glycol Liposome
4237711 dlstearoyl_phosphatldyl ethanolamine (MPEG- | NI Technology, Inc. LT1-30-93-29
DSPE) micellesin mice
M ethoxy-polyethylene glycol distearoyl I
4.23.7.7.12 |phosphatidyl ethanolamine ] | Joso14s
Acuteintravenous toxicity test of "LIPOID S
4237713 |olo I F 10-04-1156/00-94
I
...... [
4237714 ] - Jos1502
I
...... I
4237715 I Jos1496
Methoxy-polyethylene glycol distearoyl ]
423.7.7.2.1 |phosphatidyl ethanolamine [ ] ]
050149
> ] i
]
2
...... I
4.237.7.2.2 I Jo41503




91

4237731

Mutagenicity test on STEALTH® liposome
placebo in the salmonella/mammalian-
microsome reverese mutation assay (Ames test)

LTI-30-93-19

4237732

Mutagenicity test of STEALTH® liposome

placebo in the L5178Y TK*" mouse lymphoma
forward mutation assay

LTI-30-93-20

4237733

Induction of chromosomal aberrationsin
Chinese hamster ovary (CHO) cells by

STEALTH® liposome placebo

LTI-30-93-21

4237734

In vivo mammalian micronucleus assay with
STEALTH® liposome placebo

LTI-30-93-18

4237735

M ethoxy-polyethylene glycol distearoyl
phosphatidyl ethanolamine (M PEG-DSPE)

Joso150

4.237.7.3.6

M ethoxy-polyethylene glycol distearoyl
phosphatidyl ethanolamine (MPEG-DSPE

Joso1s1

4.3

JEDI_DEVO00 \ 0900fde9801ac9cc \ 1.21 \ Approved \ 2007-10-11 10:43




LT

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01

= %y .
IR E S 54 b £ | RREEHN | KRR | SR Bt el
51 SE58 (EPa1—JL5) BR
52 ZBEEKAR—Ex%
5.3 BERRERIREE
5.3.1 AWEFIFHBRBES _
5311 NAATFZRLSEF 4 (BA) RBRBREE
IS 1 I I
53.1.2 HEBARBRRUVEMENREN (BE) HBHES
A i I I I
5.3.1.3 In Vitro—In Vivo DBEZ T L -HEBRREE
IEEEE T [
5.3.1.4 APFMNRUVEEZHSIERTRES
Yoty 77—tk
bR R YA U RO RR Y LY N = e S g
s34 <) 7o [ o2l | ™ (1EI Z‘gﬁig% s AR
t MIEFRF RE VAL ES U KR RF Y LE Yoty 7y —~tt -
53142 |v/— LOBRENEEOAY F— . | |2~ = E |k S
(2) AR A166
Yoty 77—~
Validation Report. Analytical method for the v \
53.143 HPLC determination of doxorubicin and etal_ ~ 19..' ‘ sk g%g% - SPI-30- ZEG L
doxorubicinol in human plasma CLMV—.—OI

532 E F4EGREMZAVE-EYBREEDRRBEE

5321 MEFEOHESHBRBEE

R e L

53.2.2 HRERUVEVHEEERAARBESE

B EEE e L

53.2.3 MOE FERRBZRAV - ABBoE

BB A L

5.3.3 BEREYSE (PK) RBRHEE _
5.3.31 BEHRBREICET3PKRUMNMERESBRRES

ST

5332 BEICHTHPKRUNDERERBRE S




8T

=AY o
TRAERE S B4 b w2 | RBEEON | RREGEST | SEE B é@iﬁw
Yoky 7y —~th
INS002 D& Fl[E R EHE xR & Lz 2003.4 4~ I PE . B
533.2.1 A T SR e ] 2ol — Epy [PUBRES  INS002- (R ER
' bl JPN-013X5R
$%5.3.5.2.5 & [r]—
Maximal Tolerated Dose and Pharmacokinetics Hada.ssah JV/ Ly Ty =it
® ® - Hospital, NE B
533202  |°fDOXIL  (STEALTH' Liposomal - 19925~ University of  |WE4h  [BABRE & : 30-06/30-13 |2 ¢kt
Doxorubicin HCI) in Patients with Cancer: A 19.-' S =p
o outhern PR
Phase I Clinical Study California 3%5.3.5.2.6 & [F—
L ®
Pharmacoklgetl'cs and Response t(? ]?OXIL ' Yoy Tt
(STEALTH™ Liposomal Doxorubicin HCI) in W&k e
533123 Patients with Recurrent of Persistent Epithelial - ARBRAE 5 - 30-227K0k B ek
Ovarian Cancer After Initial Therapy with 53.5.2.4 & [F—
Platinum and Paclitaxel-based Regimens
5333 MNABGERNZRE LI-PKEBRHRES
[ solidhir L . | |
5.3.3.4 S EAMERZHRE L - PKEBRBES
B | [
53.35 REaL—> 3L PKEEBRRES
Population pharmacokinetic analysis of DOXIL| ALZA Yoy 7y —<tt
53351 ® / CAELYX" in patients with AIDS- Kaposi’s _ Corporation AN &R} B E
sarcoma or solid tumors P NDA 50-718
Johnson &
Johnson I S
Doxil pharmacokinetics - an update on dose - Pharmaceutical |, - -
53.3.52 proportionality L Research & o (NER ZHEEE
Development,
L.L.C.

5.3.4 BREKEHZE (PD)

GRRLE

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01



6T

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01

~ R AR EFISL o
IR Iy % | RBMEEHN | RREHET | S8R 1B el
5341 BRBBREI-H5PDRBRRUPKPDRBRHES
IEE
53.4.2 BEI-H1%PDRRRUPKPDARBRES
I
5.3.5 AMERUVRSMHBRE
5.3.5.1 EFm?‘éﬁl’EJ"kEﬁT%)ktEﬁﬁlﬁuiﬁEﬁiﬁ
A Phase 3, Randomized, Open-Label,
Comparative Study of DOXIL®/CAELYX" 104 sites in the R _
versus Topotecan HCI in Patients With 1997.5. 4~ USA, Canada, |, ,\7{/ HIZ v 77—t -
53.5.1.1 Sus , , ) I WA (R Rt
Epithelial Ovarian Carcinoma Following 20..'. Israel, and SKERE - + 30-49308R
Failure of First-Line, Platinum-Based Europe
Chemotherapy
A Phase III, Randomized, Open-Label,
Comparative Study of CAELYX" Versus 19 N 33 sites in Yoty 7y —~it
5.3.5.1.2 Paclitaxel HCI in Patients With Epithelial _ 2OI'I'L Europe sk _W%fﬂdr ) BEG L
Ovarian Carcinoma Following Failure of First- bl P B 30-57UR
Line, Platinum-Based Chemotherapy
53.5.2 FEXREHRBES
R A F T L ERAE O I
JNSOOZ@El?%ﬁJ%aﬁm%fﬁ/f@/mfﬁ Yoy 7 —kt
J¥& % 459~ % Miillerian carcinoma (| FZ M5 2005.1 .N I N
53521 %E; ﬁ%\é,igp,—ﬁﬁ’ HEH%J;;) %%%;{‘T% _ %j}ﬁl:'j — W iﬁ%%% . JNSOOZ- gﬁ’ﬁﬁi%*}
& U7 BRIAR S TLARARER [ R i ] fit, FF31ENRRE " Ea*it
o JPN-0275%
A Noncomparative, Multicenter Study of ey T _—
DOXIL®/CAELYX® in the Treatment it |5 24 sites in the |, e 7 -
53.5.2.2 : : o . ok (NEE ZEER
of Patients with Advanced Epithelial Ovarian 19} . USA KBRS + 30-473BR
Carcinoma




(014

FTRCRT

MIERE S ZA b EE AR EmIIE | RREMGT | EE faEEs BEGH
A Noncomparative, Multicenter Study of vy T -
® . A . N N ——
53523 CAELYX"/DOXIL" in the Treatment - 19I.r~ 14 sites in Ak Vﬂé *ﬂr/ 4 BEwE
R of Pa'tients with Advanced Epithelial Ovarian 198 Europe %iﬁ%% B 30-47E3BR e
Carcinoma
Pharmacokinetics and Response to DOXIL®
(STEALTH® Liposomal Doxorubicin HCI) in ‘ Yere Ty —~tt ‘
53524 Patients with Recurrent of Persistent Epithelial - s E\ﬂ%ﬂ . . ZE G
Ovarian Cancer After Initial Therapy with PR 30-223UR
Platinum and Paclitaxel-based Regimens
Yty 7y —~itt
INS002 DA FE[E TEREEH xR & Lz PR P
_ H E| 0 o =\ 7 N
53525 %%% I 1‘5?&%@ _ |j§] Eﬁ%ﬁ%ﬁ : JNSOO2_ Dq:{fﬂjg*’l'
JPN-0170#
) — Hadassah
Maximal Tolerated Dose and Pharmacokinetics ) Yoty 77—tk
fDOXIL® (STEALTH® Liposomal 1992.5~ Hospital, N
53526 |° ' University of  [{ Ieagig BEGE
Doxorubicin HCI) in Patients with Cancer: A - 19.-' Sf&:ﬁ;ﬁ;y © s ﬁfﬁﬁﬁﬁ : 30-06/30-13 e
Phase I Clinical Study . R
California
INS002 0> 14 Bl 2 5 Tl P HRIE D TR ]
N _E N -
J#& % A 3 % Miillerian carcinoma (_FZ I 2005.1. 8- ] ;:éﬂ/ 77—t
53527 |, SUEMEIVER, M) maecos M olEE s (DT G
& U7 BRI SR TLARERER [ty #1 fi  FF31EEHR ;P&_Ozgﬁ%

53.5.3 BHOABREEHE CRITLI-B58

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01



TC

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01

= R AR EFISL o
IR E S 54 b % | RREEN | RREST | R B PR
AU EE R L
5.3.5.4 ZDODOHRBEE
A Phase 3, Randomized, Open-Label,
Comparative Study of
DOXIL®/CAELYX" Versus Topotecan HCI in
Patients With Epithelial 104 sites in the
vy Ty—~
53541 Ovarian Carcinoma Following Failure of First- _ 1997.5 4~ USA, Canada, sk ;%ﬂr} 7 it SR
T Line, Platinum-Based 201} Israel, and e . —=
’ AR 5 1 30-493R
Chemotherapy Europe
-Additional Analyses of Platinum Sensitive
Patients with 6-12 Months Drug Free Interval
DOXIL/CAELYX Group-
5.3.6 MR ERAERI-BET bMEE
PERIODIC ADVERSE DRUG EXPERIENCE
53.6.1 (ADE) SUBMISSION _ Biil AR - WSt ;;,;;;“ A PR
November ., 1995 to , 19 - o
PERIODIC ADVERSE DRUG EXPERIENCE 19 Yok Tyt
53.62 (ADE) SUBMISSION — | 9III — S mé ﬂ/ 7 BELH
, 198 to , 19 bl B
PERIODIC ADVERSE DRUG EXPERIENCE 19 Yok 7y —eit
53.63 (ADE) SUBMISSION — 1 9III — | o ﬂ‘/ 7 BEWE
, 1988 to , 19 bl B
SAFETY SUMMARY I 11 = o Yoty 7ry—~tt S
o4 ol I N Ak W e o
SAFETY SUMMARY 198 8. o Yoty 7r—~t Sz
65 ol o ol AN | S
PERIODIC SAFETY UPDATE REPORT 19 oy i
® ,q- .. Il N N Ve Ve —% Al
5.3.6.6 FOR : CaelyxO (liposomal doxorubicin HCI) |— 1 9I “ — AN 4 ZEER

| 19J to ae |

&R




ac

- - =AY o
IR E S 54 b0 % | RREEN | RREST | R B PR
PERIODIC SAFETY UPDATE REPORT 19 ot ot
5.3.6.7 FOR : Caelyx" (liposomal doxorubicin HCI) — AN - 7 ZEE R
i || WNE R
. 1of o [N 1°H
PERIODIC SAFETY UPDATE REPORT 19 ot ot
5.3.6.8 FOR : Caelyx" (liposomal doxorubicin) — AN - 7 ZEE R
i || WNE R
B¢ ¥ B¢
PERIODIC SAFETY UPDATE REPORT
FOR : CAELYX" (PEGYLATED
I 11 o . ey Ty —= -
53.6.9 LIPOSOMAL DOXORUBICIN) FOR 20' II — st ;;% K} 7w ZEER
INFUSION - -
| BUEY BN |
PERIODIC SAFETY UPDATE REPORT
FOR : CAELYX" (pegylated liposomal 20'.“ \ Yoty 77—t .
5.3.6.10 — ~ e SEGE
doxorubicin) for Infusion 20 m Ll W&k} e
. >0l - I >0l
PERIODIC SAFETY UPDATE REPORT
Pegylated Liposomal Doxorubicin 20I.I.I~ . Yoy 77—tk .
5.3.6.11 2 — 3 N SEGE
Hydrochloride Caelyx"/Doxil” injection 20| Ll W&k et
. 20f o [N >0l
DOXORUBICIN HYDROCHLORIDE Core
53612 Report: Medically Confirmed (Serious and ;(9)III~ . st Yotvr 7y—~tt S

Nonserious Unlisted) Adverse Reactions

I >l

, 19.t0

PR

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01



€e

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01

=AY .
IR E S 54 b % | RBMEEHN | RREHET | S8R Bt el
PERIODIC SAFETY UPDATE REPORT
Pegylated Liposomal Doxorubicin oy | 1B . . Yoty 7r—~tt |
5:3.6.13 Hydrochloride 20I." L W& B bt
N >N - >0
53.7 BET— 39— BREUEHIRE
104 sites in the Yk Tt
5371 HROC O E 75 o 7 LR AU el (USACanada L losge AA R
B2 NMEORRREER O SE ] — R 20..'. Israel, and SCERTE R - 3040348
Europe
104 sites in the
“r . Yoty 7y —~tk
S YN RS ER | 7 33 = S ; s S
s372 IS ECOBIMEIC S TR ;zﬁi on-canadh g |k AP
& - L ’ BRS¢ 30-4955%
Europe
104 sites in the
“r Yoky 7y—~tt
FEhi SN 7o B T ORFKABRIZ B W TEHE R 1997.5 USA, Canada, |, e B
53.7.3 o e - R o |NEE R
HERERNPBIE SN IEH O—ER 20..'. Israel, and KBRS - 30-493K5R
Europe
104 sites in the
o Yoty 7y —<tt
et S A7 AT OERARRER I 35\ TREIR IR 1997.5. 4~ USA, Canada, |, -~ e e
5.3.7.4 e T 2% - e st |NEE AT Ak
B R EHNBE I NTIES O —& R 20..'. Israel, and SRER T - 30.4938R
Europe
- TUEY 77—
5375 FHEFRE DR & 73 - 7= FE AR R L OV 2005.1. .~ — =N Q%ig% - INS002 SEATE R
25 STSREA T _RE . 5 RIS : - P E
B2 S ORRFERBR OIE ] — B 20K TS IPN-02345k [t
B £1
I T T~
5376 Fht S A7 T ORERRBRIZ I\ TRIVEH 2005.1 .~ ||l Q%ig% . INS002 =i
Do/ 3 52 - _ e . 5 R : - g =S
RIS NI —RR B Gsteme| enoostm i
B £1




Ve

AR .
IR E 5 Y $% | RRFEEHE | RRIEIST | S foREs el
] ToEY 77—~
5377 EfE S 2T ORKRBRICE T EER 2005.1 Jl- = Vftéig% CINS002- |kt
PYS AN E § ’_'_Q . L EE - D AN . = 5] =
AR FRIRE S DIERID IR ~Hl o A31EE IPN-023415t [H e i
b =3
I Ty 77— <AL
5378 Fhts X 72 2T ORFR BRI I TR AR 2005.1. .~ = gjﬁé‘ig% - INS002- SEA
Dol A 7R § o L) L EE - D AN . [5) =
N5 B B S RGO — B 200l TR IPN.02508 [
B 1
Yoty 7y —<4t
F R E DAL & 72 o 7= R H /3B R OV 2003.4.4~ I YRR S e
5379 7 AT O BRI OO I 1 — e % 201 | somE s nsoen.  |THIER
JPN-01585%
Yoty 77—~
EfE S 7= 2T OBKRBIC B CRIER 2003.4 4~ ] Nk S e e
S0 e s gl o % 20l [ A BN S Ll
JPN-0135%
Yoty 77—~k
i SN 7= 2T ORKRBRICE W CEHEER 2003.4 4~ I YRR S e s
M WEkgsEm sl 20l [ nsoe.  |IIER
JPN-015X5%
Yoty 77—~k
FEE ST A CORRR BRI Z 3 TRE R R 2003.4.9~ I W& B T
SITIE R AR B RS I D E 2ol B |7 [stwor s gvsooz-  [F R
JPN-013k5R
5.4 8EXH
INS002 D) [mI{HERFH R . . _ v P
5.4.1 (qzﬁklﬂilﬂla E%{é/]ﬁ%\é%l%) B R 2E &R
INS002 0D [ H i 1% 391 255 T1AH BUBR BH AR AiTAH
5.4.2 sk — — — ek BELE
Qdri G2 Ll EEG 2230 )

JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01



JEDI_DEV00 \ 0900fde980224deb \ 5.0 \ 2008-11-14 16:01

IR B 54 ba $E | MBS | RRIEHST | AR e Pl

|14



	1.4 特許状況
	1.5 起原又は発見の経緯及び開発の経緯
	1.6 外国における使用状況等に関する資料
	1.7 同種同効品一覧表
	1.8 添付文書（案）
	1.9 一般的名称に係る文書
	1.10 毒薬・劇薬等の指定審査資料のまとめ
	1.12 添付資料一覧



