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Ty elimination half life
TH ]
TTP time to progression
I SHEAT £ T O HIH]
WHO World Health Organization

TSR PR frE R AR




777X 1.5 &R I3 F /OB M OB I DRt f& Page 1 of 49

1.5 BEEXIREROBERUBHEORE
1.5.1 EEXIIRROZEE

1511 FL&HIC

ABI-007 I% Abraxis BioScience fLiZ K W fIBE SN/ T VT I UGG Z U Z XD F )
b7 841 CTd 5. ABI-007 |38 R s RS A <o v, SR EHE R & LT
BN ATRE 2R A TH B . ABI-007 13 2005 4F 1 HIZKETHID TERIZRY, ZD%)
RE « ZhRIE TP FRIEARIS OIS, & 2 Wik ik 6 » H AN O3
. b FEE L L CERDOLEEERE T NI A4 7 U U RBUESIEGA 2 St THD.
D%, HFE (20064E6 H) , 4> K (2007410 H) , EU ® 30 »[H (200841 H)
wEE (2008 453 A) , HFE (200846 H) , A—ARZ U7 (200849 H) , 7—% > (2009
4 H) KOVUAE (2009 47 H) 2B W TEGRIZ/ZR > TV 5.

4lEl, KE FDA CTHRRENTZHCK TORKT — %, PFETHEMSNZEARSE 1M, F1
FHRBR DT — & KOV H AREN THEM S AV BRRE VRO T — 2 2 WFE T — 2 Ry r—v
& LTZRBRAGEDN D, ABI-007 IXFLEICK L TAERVRIEAITH Y, F7o, ZEMEITHBNTH
RPN 7202 & DR S 7=,

PLEDZ L, EWNIZEBWT ABI-007 OILIEICKTT D 2h8E « 2R %2 BUS7 5 72 IR
HEEZITIHDTHD.
1.5.1.2 FEABREOHRIKEMER
1.5.1.2.1 FLEEDERKI/REE AR MEIE

()%

1999 HBIFE, HARNZMEOFSEFHRREEE L 36,139 ATH Y, 2003 FOERIELCH
#139,885 N (&th) THD (BDADKETREZBS M. 2SADOHEN 2005 FiR) . HiEDE
FHOVEIMIPZETH Y, ENICKIT D FIHEREE (AR 10 T4720) 13 1975 4FI12 21.7
THo72h, 1999 FFITITH 2 5D 46.4 [ZHIIN L TR Y, Z OHEIMMEMIZFHZ RS LtEIcE
WTHHETH H. BITE, MEOFIFIERERIIFEBICKWVC2ERIZEL, 2020 FI2IXH
FEERNTE ISR PRI TS, £/, JUBREMBERBREEDL HED 37,077 A,
feE e 49,871 Z % 50,221 NIZiET D & THISNTVWD (BADKEHREZES . A
DFEEF 2005 FERR)

EINIZ I 1T 2 HEEi T AR (46.4/10 7734720, 1999 &) 1IRCKFEE CKE : 86.9, H[H :
#7160, 2000 £5) & Lhilzd 5 LBIED & T ARV, FDOFEITLE & HEE o T X TV % (Parkin DM,
2001). AERFRFERR AR 2 R T BT R B IR SW T E TR Y, ZIUIHARANORA
TERRADBCK L ST & 72 2 & HOBRBEER 2 172 i/ & HEfl ST 5 (Wakai K, et al.
1995). F3E, HRZELT U7 RKENE T 5 I8 ORBERITKEICBE LI E RS
MIZREBIZ LR LT &) 2 E S STV 5 (Ziegler RG, et al. 1993).

FUBRIE DGR & U CidFln, REZER, AEEE, 8ER, SmrEEhERE,
TNa—ABREN BT oD, ZOFTHEEERNROEETH Y, FRICHEEE R
WADGATE, WARWEGSIZHE L CRIERNERIZRDEVORENH D (EAHER .
1988) . FLEOFHEEEL, ZOHREBOIENBELEHERICE S ZLE2RBTIHDOTHD
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2, BIROBANE: EOBRBEER G F—FENTHEIND Z 1D, HAEORIEITBRN
FR EREEROM T ORELZHB ZITTWDHIHLOEEILND.

1.5.1.2.2 FLEABEICE T AILREEDTIK MR

R PEFLIE IV DAL D TR OFEEUI N W s, (LFHRIE R OV AR SEMIRIEIZ 0T 5 2
& 73C & 5 (Bernard-Marty C, et al. 2004; Goldhirsch A, et al. 2004). VN3 LD IR L Z SR 325 )i
RE LB X —DOFE, Nigisf OF HE, performance status 2 NEE OIRIUZ L > TIRE S.
—EIZ, PIR~OEBR R, FVE VESMETH D BE ORI WL E AV 5.
INSDOBEEITIINDWIRIER L LTHEXR T 7 20 N b AWVSNTWAN, FARE Ltk
TIET7 R~ —EBHEENE - RPSEIME DT OND LI ITR>TND.

BIfE, HER-2/neu B MEILEBE OIRKIZIX, T/ 70 —F Ak THL N T AV AT
(IN—B 7 F ) NEREIRYE L L CTHW S5 (Bemard-Marty C, et al. 2004).

WA, TEED RN VEZ TR WVDHIBEA~ OIS & 2 BE X, (LPFRIENEE OPHNE
JE (272 5 (Bernard-Marty C, et al. 2004; Goldhirsch A, et al. 2004).

Ty NIV A7V RPUEMEERIO R e 0, 1970 FRUISEA STk, gD
BRI ODENBOVIIEEEES OO LS TH D L EX DN TE ., FE, mBtEilmias
RIETDICHIZ-T, 5-TNAF 0TI/ REINEL /7R AT 7 2 REFAC)R 5-7 V4
NIV ENLE Y /I aR AT 7 2 REEC)D L D 72T v v T VA 7 U v RPN R
EoleL VAL, VI uRAT7 7 I R/ A MRS —NS5-T0A e T T I UCMF)D X 9 R T
Y RIHA 7 CRPIEMEER S ER VLA I DERNE N LR TND.

F70, XYV URPUEMELES] O V2R E ReXXEL) X, TUONTITVA U R
UENME IR A A S FLs AR 1Tk U CREEYERYTER L & L CEF L T\ 5 (Bernard-Marty C, et al.
2004; Goldhirsch A, et al. 2004; Gralow JR, 2005). X 5\Z, 7 ¥ NI %A 7 U R PUEMELEA 4 &
TOIRIEDIT R ABIIRIE L LT SN DIC LR > TRIETIE, T2 b I A 27 U R hiEdE
BANRRBEO W EBEILBRE LA STV D

Ty NTY AT RGUEEMEEBEANGREDO & DB A R L L Y —L
(175mg/m*/3 WFRE)/3 A REIRE R 5) D= 1T 29%(Nabholtz JM, et al. 1996), K& % &+ /1(60
~100mg/m*) D FEZN 1T 53~58% & # i & TU 5 (Nabholtz IM, et al. 1999; Ravdin PM, et al.
1995; Valero V, et al. 1995; Alexandre J, et al. 2000; Ando M, et al. 2001).

Z VU RMENEEEAII N ETICEZLL O BTV ANRE LR, lWTi&%/~wﬁ
FEOERIE L L CTASIHEIND X518 o72hy, # % Y — L OHuEETE IR C
BHoX7 Y B X 3KITRT AEEFRME DR D TR =8, [AIAIORIRE 2 @b 5720
Cremophor®EL/#E /K= % J — L BRHNLIRTWS., 295 LEEANCIE, LFICHITF5 L9 4 E
R2RHFF 2N LR AR STV D

M7 F 747 F s

CremophorEL (Z 2K 9~ 2 ER~DEBE TR bIL WE SN TWDOILBEIETHY, =
DRISDFFE & U TR A, WAL, 3892, Movm, SR, RME, 58V K OS82 O 5%
BL3E8 8 B L7 (Weiss RB, et al. 1990; Hayes FA, et al. 1985 ; Dye D, et al. 1980 ; Volcheck GW, et
al. 1998). Cremophor®EL (Z & > T#E% S 2 M IATETEILIZIA & ISR BERAFNE T, RIS
BIZIZF 2 pL/mL L EDEERMETH Y, ZOREL, BEEICEERED XX — 1%

2
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5 LTe G B RS\ ZEGET D mEH IR CdH 5 (Van Zuylen L, et al. 2000). & ¥ — /L% §&
B 2BIITRIREEZ T H0EN DY, FiRELZIC MO T XY — L2 &kh LR
DHFY 40%\ VTR TIL D 2 DPMEIRBBUE (B 21F, WKL O%89%) 235 B L (Michaud LB, 1997;
Rowinsky EK, Chaudhry V, et al. 1993; Rowinsky EK, Eisenhauer EA, et al. 1993), 1.5~3%\Z, 4
&I A REMEN & D EE R IRBUE TS 5 AL TV 5 (Weiss RB, et al. 1990). [EIN T 1 2004
471 H~200643 H 31 BETO 2ERICRESNEZT LAX—ER (TF74F7F% Y
— s, TF 74 T7F%—vay s, WBUE, 774 7%k a v 7 EET) L5614
THY, AEEEZ LZICHED )OO T T LA —ERNEH L TWALEWVWIFHREZH DL (B
AT B HP, EWNEWER#HRE ORI (ERAERER) ) .

(QRBFE = RFFEHIR T 5 & 5 R X URi & 38

B, [EEB1YSTld Diagnosis Procedure Combination (DPC)D 3 AIZ LV, LFHIEIZ AR
MOARKIZBTLTEY, EEREN 1 HY D OIEREARERBE IR L LT T 2 LR
I TND.

Z% Y — N a G LK, BEEMBEUEZ T 5720 30 oRlcAHE ATy, F %Y
— V5T 3 R0, KT 5 E TIT 3 R 30 oL oK AR T 5 2 L IdEEIC
STHEFKEICE >THLT AV v b THD. ZOREZEETLZENTEE, 5%
FHNARALFIIER AIRE TH DH EE X HILD.

QREKRTZ ) =ML BT )V a— ViR EE~OREHIR K& O 5% OBEE~ DI

HX— VTR LTI Z ) — L a G/ L TWHTD, 7L a— L0 XA~
DEENRHRL HLDONAIBFNARH Y, T a— @BHGE (RIHE) OBRFIC L Tis
MHIPR I TN D, DEFITIEH P20 X 5 2BEITITZ XY — VU OEANLETH
HEBEZLNTWS. £, BREOEOABFHAELFAT 56, #3 Y —LORERIZ X
DIEER~DORENDH D Z LARBEINTEY, ¥XY—1LORMXED EHLEOEE] ©
(EZEREARRNEE] (T T ORREERENTH ST DS,

(ARFNIIAKREY ) —VaE/T 520, AR TEEINEBRY 72 RT I U8
& TV a— L OMAEAERIZ L D FARARRRINHIEH OHEIRO TR & 5 DT, KAl G-#% O
BEORBEBEL, TLa— VEORENGEDNLELAIZIX, BEHEOERSEREZ LD
B OBIEICREF IRV E I EETDHZ L. )

ABI-007 (¥t N{ET VT I e DF /7 RiF & LI Z LI XV EEIETH D7 ) X%k
L ERAFAEKIRE TS Z LN TE, 4F Y —LCEEE LTHY LA TV
Cremophor”EL } QMK T X ) — )LINREEIZ/r o272, EFio 3 SoRES2%ET L2 L
(2K B R OEEERIC & > TER EOFIEMEDO R\ NT U & X/ 855 L U CThriEf g
THILENTEA.

1.5.1.3 EEROBRBRUAZIEINRT

1.5.1.3.1 RERFHDFER EREKE
ABI-007 1%, # % YV —NA"HHE (U A ML s ~A Y =A%) (FFYy—0) 128
A ENTWD Cremophor®EL 2 & £ 4, FRIMERRBC)DHKI 1/100 T 5 FHJ 130 nm D/ ki
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FH A Xuffo, TATIUREET SR oNT ) &2 X'V BHIC, Abraxis BioScience £ (CK
E:T777F%F R - ATV A2 24) ITH o TABES N PUEMERE TH 5.

ABI-007 OHUESHEMES N3 CThH D37 U X X803, KEEA T A B OFEY)(Taxus spp)
ORI BRI S PUEEESEE TH Y, MINEEREAZRELNESG A LIZX
ST, WUNEZLEN S DMNEEI TH 5 (Schiff PB, et al. 1980). f/NEILF =2—7
YINEAG LT IND D, BUNEDRERAT Db F 2—7 ) COBEG & HESIIE)
S HRRBELZ & V) (Margolis RL, et al. 1978), /X7 U # v L3UNE LFEG LRELT D 2 &
2RV, BRCEERREBIIRMUNE TR D F M A~BATT 5. 2O OM#EHRDOREIIREE S,
MR DR G2AM I T7 e v 7 SIUCHIIE I R 2 5T 5.

23V —)VE, FoE, UNEUE, MR, SN OBESEE AL C O & T DB LT
IR AR MAVOIEEEZA LTS, ENICET D06 « 0 RITFE, I8E, FE/NERa i
W, B, FERETHY, (WFRERREOF THHASN TV DIERD 1 >ThH 5.

B — )VOERRIERE S LTIHA SN TOWAEED 1 & LTHERH Y, 7uF
nyZ VT R T <A/ 7 aRAT7 7 I REFACO)XIELT R T~ A /o7 akRA
77 I RACD LI T RUT~A v 2EAEFRIEDO L VA NIRIETH - 7o
BEOIGRICHIE SN TV D, BIE, KETIR/KRAE 135 mg/m® XX 175 mg/m® % 3~24
RERA AT T 3 Z L ICERIRNE G- O BARE S LCTHW DL, BRIRIL 22~29%TH5H Z &
DA STV D (Nabholtz IM, et al. 1996). £ 7=, [ENTIL 210 mg/m® % 3 FEf2MF T3
CATHRIRN G- L - EE LTRREN TV D,

flhod L X AZEE T 2 5 T ARERER K UMD TRIEE & OHIRIZ K- T, Z OIERIEN A H
REDTHDLZENESTOHNTNDS., XXV — )L b FRERZ AT Z itk -
T, BHEEHERIEL R REEHD DL I LN T 5 AREMED MR S 4TV % (Sparano
JA, 2000).

F7o, KEROEMNIZBW TINEE & O/ NRBTE ICX L TR T T F o D0 v
RNTTZF o EOHFHICE Y FE—EBPYREE LTS ATV .

£ XY —/LOERBERITEREIG, WEE, BE, REMEEE =2 — 30— K ORI
- RS CTH D, WEUEICE L TIZE AT 5 Cremophor®EL [ZHEIR 2 FFE+ & EHHE
RAEELRTHY, KETITORIZERLYTIOE HRER CTIX, FERHEENMTbR R -
72728 25~30% ZIMBUEAE L, FETHIGHBL LS 2o 7. WBUED & b 2 5 R4
TG BRIATE 2~3 SN TH Y, SEEOEERIT R AL, KA SR A D ML A,
=R, MERERET, T 74 9F% v —Vvavla2RBIT260H5. LvL,
AR ST U= BIECIE, SBUBEE 1T 1~3%I2 £ T LIRS EATRE & 72 o 7. KRRy
RRPEE TN GREAR A AL L Lz, Whwb 7 a—T&A b v 2 7 DA 72 KR
Wo=a—a X —=REDFTEAETHDH. BEOHEITZ XY —/LOREE - K3 Kt
RLEIZ KV BIET 5. BT - BRI GG 2 AR HT20 68 60% D BE IO D
N, % < TR AN OILE 21T 5 Z & TR 5 (Michaud LB, 1997 ; Rowinsky EK, Chaudhry V,
et al. 1993 ; Rowinsky EK, Eisenhauer EA , et al. 1993).

ABI-007 |3t MIET /LT I LA LIZZ LIk 0 kKiEME S 72 0, Cremophor®EL M OVEE
KLZ )= )VINRBEI o ToTed, BEERBBIELZ THT 27200 AT 1A REDOHHEIED
VB, TRNETHX Y =V E2EETHEE, BF 2 RRERE L TGRS 30 4512
FifE Sh, BELKOEBREREIC L > TER EOFEER WA EEX b TS,

4
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AFNE Cremophor®EL (288 4 52 1 72\ /X7 U X 2 )L DIKNEIREIC X 0 BRI DHERF X
M EEBESL, %Y=& END Cremophor®EL (ZHL KT 2 it &2 < L2 et
WHZEEBMICBINIZH-AITHS.

0
cHsC-0. 0

Chemical name:
(-)-(1S2S3R4S5R, 7S8S10R 1395)-4,10-Diacetoxy-2-benzoyloxy-5,20-epoxy-1,7-dihydroxy-9-oxotax-11-en-
13-yl(2R,39)-3-benzoylamino-2-hydroxy-3-phenylpropionate

X 15.1.3.1-1 /o) 2Xt)LntEE=

1.5.1.3.2 SNEICE T HEEDERIKR

1R R

AGRE : OKE (2005 41 H)
J 4 (2006 4E 6 A)
A4 F (2007 410 A)
77X, R4, BEFEOEUMNMEELOC/ VY =2—, TA AT K, Vb7
Yo A UL 30 »E (2008 451 A)
wE[E (2008 4E 3 H)
iE (2008 42 6 H)
F—A K7 V7 (200849 H)
T—% > (2009 44 H)
UAE (2009 47 H)

2ZhEE - 2R, ML - HE
K[E & EMEA (EU O —457&38) TREINTWAAIA - 48, 2hEE - VR K OVHE -
BICHOWTE1.5132-1 ITR LT
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F 1.5.1.32-1 SNEIZHEFT5HFTREFEDIKE (2008 &£ 2 BRAE)

% IPP=N
== A B Bl . A y =
(B7e44) 05 e - hE Ak - & ik
KA H

KE NS TV | BRI L FRIE RIS ORI RLE, & |ABI-007 O &I 260 mg/m® T, 3 ¥ Z & (2 30| K [E O F A 30E K
(ABRAXANE)|100mg D \WNIAINFRAR B LR 6 22 A DU |0 i) TR 92 O CCDS % £
2005 4 DFFFE. AL E L TERD
1H7H LBEERET NIV AU R

PUBEVEIE A 25 e

EUBO » [E) [/A 7v [$EBMEILE (264 5 — AL SEPR1E | ABI-007 O H i 260 mg/m® T, 33 &2 30|EU D FRAT CE M

(ABRAXANE)|100mg RIS OB IEILIE H DV T Moo THIRNE ST %. TEMEA D7k — A
2008 4 THA 7V RPUEMNE LA Z A N—=T LY BB
1H11H ToAZ UEPRIE D AT C X 2 WIRRE
FLaE
#1.6.1-1 LV 5|

1.5.2 FREOEE

1.5.2.1 FERRIRFAFE DR

fE~ U A2 W BR T, ABI-007 1%, # %Y —/LERERIC, BHbEL 7o b MEMES 2
B S, IEMZRE R L. SEEHE 5 HMOBIRNE ST, ABI-007 30 mg/kg/H &Y
A%V —/L 134 mglkg/H ; BEEFTIITH TR 4% 42~ HE) 1B 5 HETIX, ABI-007
FECIE, EE e LIRS K0 £ <, IR ORee, NEEIEIEORIE, K O
SRR DT,

Z % — L L T ABI-007 12, X0 SRWHTIEEIEME & BRI RO 6 2 J1REIZD0
TEONPEZ L. (1) B MK MX-1 2 FBERIZHB VT, ABI-007 & 5% OEFEN /N
7V BRI VREE, FHEOZ XY —LORE XD FEIZE)N>72. (2) ABI-007 TiZ, I
$E 0P C Cremophor®EL 2 B /LT K 537 U X X B LOREN SN0, 7 ) XX kL
DNRAFTTRA TV T 4B EFHL, X7 U ZLOERE~DRE L ESENEED LFIC
HWHLTWD. (3) ENNEMIRTORRNZRZFRICE DT VT I v OREEREICRET 5
B O T, TAT I VREGHETF 2R3 V2 F v /WENED T A A h—T A
AL CHSICERT S Z LR STV 5 (Kiessling F, et al. 2002, Kim YW, et al. 1998).

1.5.2.2 ERERBIF DR

1.5.2.2.1 FERRHBRMAFEORER

ABI-007 (% 1998 4= 7 A 2> & BT B 2 x5 & L7 RCKES /I AHFRER(DM97-123) 23 K [E T
TTITXVA XA FH AT AL > TRE STz,

WK /I FHERBR(DM97-123) TIEL Z 3% YV — /L CKGE CK[E FDA) S 7SR5 2 /7Y o
—VTCTHDIET EHEEEZRA LZ. ABI007 OF TAHRBRIL, BEEEEISHLE LA
BIERABR T, XX — LB W TER SN TV A RIEHAED 135 mg/m® Z B H&E L LT,
3 2L B HET 3 BN CATRERE L7, ABI-007 % 3 R CAMERE LB ow et %
MR LT=. T DHIZ 30 43 THRIEEE LR O K EMTD)IE 300 mg/m® Tdh 5 Z & D3 ERd
.

BRI H TTAHRRBRIC DU TIE 1999 4E 10 A 2 BECK TR S vz,

R PEFLIE A 255 & LT 2 DORCKE TTHHRER T, ABI-007 OFUEENE & Z2arEn
Mpt &z, BCKRE AR Tk, CA002-0LD ifbi & LC, KEIZBWTH F Y —/L Tl
AuwbsnsHE (175mgm’, 3 L& EE) TEEL, —7F, CA002-0 B TIX, ABI-007

6
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O MTD (300 mg/m®, 33 L5k TEBLE. 2D 2 20ORBRICE Y, IBBREEERM
DSEHAM U 7o AR IR ZE DZE RN 21T, BIER & T x5 & L CE I E I 39.5%(CA002-0LD, 175
mg/m®) 2 N 47.6%(CA002-0, 300 mg/m*) Th-7-. (1.52.2.7.1 BR)

TR T G (E D T2 B G D 90%LL A T & I BE OFIAIT 175mg/m® O 5 &
THEHE L 72 CA002-0LD FBR TIE 98% TdH - 7=. 300 mg/m* D & THEMi L 7= CA002-0 75k T
I, HFRERIBAME & RRPERE = 2 —a X —DRBRNE N 12720, 90%LL TR ET
X7 HRE OEIAIX 75% & CA002-0LD RER DTG L VKW EE CTHh - 72 (2.7.4.1.2.1 M) .

WA, BROKERR S5 T H Pl R (CA012-0) D V6 Bk S 3 b EVE R ORI DUV TR R ISR
~5.

KETIE, BEAFRROBHE, Hrix Gtk % 2 %9 5FRI21E [Guidance for Industry
Applications Covered by Section 505(b)(2)] (ZHE U TR N ED G 5728, 55 1 FH LR
owsEmEEEorEkc by, Kuman o=l ) wxkmE oA L L~
FEEL, 2% — VO NZEMEICOWTIZEEIC S S DIERNH D 2 L, B
PRI LT F Y — L a Rt IREE S U, REHIE B IS8R 4 A T IES YEORGE & OY ABI-007
DEWENZ XY — V& BRI D72 & &St L 5 BAELLE 1T A ks o — 3R & H
WERETLZETTRENE.

MEOREICHOWTIE, @, REOGUIEGIREGD 20, HUrBMEEEAI DA 2 4 53
7 2R TIL, MTD ZSHWL 523, LR 2 DOF N AHRER OB LK WL 2ET
— 2 e BAKE FDA & DO a2 T, FIRERIRY s ELZ R ET 52 N TE, RBNDOH
X V=V OEKBABETH S 175mgm” DEME ERIS20EE 2 515 260 mg/m® IZF%E L7z,

KEEBFIZONTUE, ¥ ¥ Y — VOKEGEGE & FERER [OF LS RIEARIS OB
U, & DV ERE 6 » HUUNOEREG]. AibFREEE L THEREORAZRE
T RTHA ) RPUEEEEAZETe. | 2472 < &b ABI-007 FET 100 BIRET 5
&N FDA XV BEE I, TRERFENFEEE T S S H 72 (Meeting minutes with FDA, 5.4.87).

WK i PR 55 T AR LR BR(CA012-0) (2D TUE 2001 4E 11 A B RICK Ve o 7 TRtA &
.

DA i R 25 TIT AR LRI EABR(CA012-0) DFE 1%, TEFHBEH TH 2B RIZBWTH F Y
—VZHAREREICENL TV, 2B, 2% & L CRIKIHITEH T 2 MEHE I (Time to
Progression: TTP) 123\ T & & % Y — /LT A~F BEITEIL TV .

ZAEMETIE, BEAORBEREOFEEICBNTY X Y —LOREMEICHE_RTEHL RN &
DR SN, FEROFEMICOWTIE, 15228 TR LT~

ABI-007 I%, Cremophor®EL K MK T % ) — )L NSRBI 72 » 2728, BEBEUES T
THREODAT A REOHHEENRLERL, INETEXF Y —NVEaRGTIHEE, BEELE
RERAH R L U7 B GRERT b 30 Z0 I M S 4L, BE K ONEREEIIC & > TER EOFIMEMEN
BWEEBZLNEZ L, £, BCKTHER SN I-BHRE FEFHMBEA & L7=FCKERRS I
FAELRGRBR(CAO12-0)DREAE D BB 2 5 &, ABI-007 IXERIRAGA FPED v &fllr S, SKE
FDA [Z/&GRHFE 21T\, K[E FDA 12XV 2005 4 1 HIZAR S,

HFENZEBWTIE, 20034FE 11 HNDT 77 F VA « S FH A =0 AR L - THEFEREE
Faxtgl U HERRIC X DHRS TR 135 mgm® 2Bt HE S LCRttsh, 38
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T LB 55T 30 Ay 0o CORIEFRE T IEME L 72RO MTD 13 300 mg/m®> Tdh D Z L AR S
7.

B IFRBRIC DD I eIl ic s L TH & Y — L 2 G Rt & LR 2 ST MEE &
U 7o R EERIR S 10 AR HEf B (CA201) S WOK ER IR 25 1T AR HLis AR (CA012-0) & [RIER D 7L T
2005 4F 6 HbFEM S 4L, COREE, ROKERRE A HGEUR(CA012-0) & [FIERICZS2)3RI1C
BWTH XY — VAR RBICEN T ED MR SN, ZeETlE, AWERORBIEL D
FRHICBWTH XY — L OREMIZHRTE L RN BRI NT.

HETITAGRHGFEZITY, KRS TW5.

EPNIZFBUTIX 2006 4= 4 H 7> b KIMBFE S TEMEASH2S, KK VI FEEER(DM97-123)
DREIZHES X, 200 mg/m? ZBHEHE S LT, 3L 30 0 S 595 THES 1
FIRBR 2 F2h L 7=, = OFER, K[E FDA THRRE 7ML - A&, 260 mg/m® ® 33 2 & #&
HIET, BARN 6 EF OB NI ENRE X T X — 2 KA LR L7/ R3S 51
7.

LLEDZ Eh6, KE FDA TG SN 3EA OWRSNRIR T — & K OEN TH b 7 iR
TR EWEERRT — 2 Xy =L U, HUIEICKRT ARREEE AT O T LI Lo L,
2l B e e st © omeri B U oR NS 2 d0 i L R, KGR
ARETCH D & DR 2R AaEENOIHE, KHFFICE-T-.

723, ABI-007 DAMENZ I T D FLFE O AR HFHRIRILUIZ OV TIE, 1.5.1.3.2 B EICE T 55
St DIRFRIRDL) TR LTz,
1.5.2.2.2 & PR 5 BR D HEBE

AREETIL, ARHEE L722hhE - 2V R K OVHE - A& CHEE S - BRRRBRIC DWW TOR L.
WNEDFERNZ DWW TIX 2.7.6. [Hlx DD E L | TR LTz,

ABI-007 (2B 2 REREBR — R A #* 1.5.222-1 [T LT,
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& 152221 BRKRHAR—
OEANA KR UCENICEIT 5 3l Z L FEETORBRN
BE A% 5 A7 B HIE = Bl 3
o | | RRES | BRO B 5 [Toone (i) | TEPMRER | BIKEAVER | SRR
R PERLIR IR At % L (DABI-007 %318 = & (2 AL #fHE: ; ABIL0O7 L %
LIEABI00TE 5 % 7| |5 i < 260 g’ *ﬁfg ” VL D Q&JEQ%OL _—
il | | cao20 | Bok [optmiaR, Tark (™ okm sy esms e [Tl R o2 s ;
vagteows e [T s (RITEAEEE gy | PR ZE7 7| 20034
FEGHEO LB (3 = TR eI *,J; A N DOFEAT
Bl 548 ¢ 175 mg/m® [OFSEILRY A (3
TR ML B & kP 5 & R e, AR
sem | n | cacoz-op| mok Ltgéﬁ&t, ’Jefi&u‘ JESH#H |ABI- 007 30 Z L AT ERE L KOG 5 |TTP, QOLK 2000.7-
" ’ USROG G 2 | I 142 5.8 © 175 mg/m? ;ﬁﬁ?fﬁﬁ%éﬁ {(?{v}u) DFE |oSo 2001.9
L5 HLE7 L i
TERAPELA B % X & o Seaht, B
s | o ca002-0 | ek L7224k, AARMRO (IS |ABI-007 Z 33 = & (2 AT i KOO 5 |TTP, QOLK 1999.10-
" g ’ mi%;ﬁﬁ%@@% (33 Z | #2455 ¢ 300 mg/m® I f\ \)( ﬁﬁ(%@;%) DFF [0SO 2001.9
L¥h LEZL L
i T /L ER % b4 b ABI-007% 3 = & \Z sl i lEUT 7 KMt (MTD) , $E4E)HE
i | vir | Dvo7-123 | i | LTSIRATHEMTD) RO (EE R | 556 : 135~375 mg/m? - (PK) 7' 7 7 A AR OHIESES) |  1998.7-
HEBEF BB (338 = & [HERTHR |45 e B (FHFE) Ol 2000.3
Beh) BAIO3FA180%y, 4FIE K V304
(1)ABI-007 % 33l = & |2 s ik
[E R R H Akt L LT - > ABI-007 D74
g P , - #5260 mg/m B ABI-007 & # % J e . .
| 1| caoos [ ok | [ |t s (B | o [ SERG 2ES
jaisysy -ﬁﬁrg . (FERIETR)  [RE(PK) O kil ) DLk
#h-& 175 mg/m
F/ I i A A sk "
e ot o o BUBBAE (%
sl | caos | mok [ GO St ABLOOY &30 7 < b s GE) Gt [TTPRUOSDH | 20043
2 t AR -1 s et = Eapans R 7 M ) ST -
gi‘:‘:“?}’w@;ﬁmﬂ G =& Frf #h-& 260 mg/m (— R T150) %U‘uﬁﬁtg)ﬂ it 2005.6
9 S8 S = N L n
El’gﬁﬁﬁg{%gg Spprgp |ABIO07EIM = & ISR I A FKTWHEMTD) [TTP, OSKUH | 500311
s=l 1| caror | ;;E@?;%r G =i | [ 1357350 mgm’ T2 ROZARMORE AR B3 | o0,
5:;; (EPIZI) e (YIRS TR) (Ml ) Ol ’
BB 2 5 L (ABI-007 % 33 = & 12 s ) ABL-007 & % %
L7ZABI-007 & & % 2/ — )L . 54 260 mg/m® T‘L;@g " Y — L OHES @Bi_(,)%)iij 2005.6-
| 1| caor | [ommmmn, werr [P g sxv—n pamz s [TERE ge </m v B
sRAEEoLk Gaos | | P %) st (KOO g
gh) (P B 175 g’ Bt POV
J-0100 i . . . e FL it L e (PK)
#&FLE.?E\%L%XJQ)EJ: l“ff ABI-007% 33 = & |2 S E[xj(ﬁﬂﬂa =
B2 (ﬁﬁig prpy [RATERMID) ROHER |t J%E-E‘ZO(J;VMO mg/rilzH ERE (MTD) % U ;H;;%};le(% 2006.07-
! " U\ HEoRS GEIER [ : (IR TR) |52 & (RD) @ ;ﬁi) # IR (A7)
5) AT iy
10041010) O FAf
O K OENIZKT 2R EEICKIT 2 BFIRI
BE | A% B ol WBE IR = BlI%E
x4 | i RRE S | ik HBROBH ey e A - BR (RTLERES) EEFMEEE | BIKFMEHRE | B
BORT R .
BB E A R e LT . ABI-007 % 4R D« 7 LG 1A, IEI)T/F’; (MTD), %]L%’W)J%TP% 2000.10.
A | 1| CA00S-0 | BROK [T EEMTD)ROMESE (7 4 pe |3ENCOTE o Tk BE Hy@ng (PK) ;FS&(‘ﬁOS@’fﬁ 2004.12
RO BR (8 2 5) R : 80~200 mgm? UL o | ' '
ZAAEDTFA
5 34 it DAL e
ey L | |AB0OTE4mRD 1 i, (B PR (6 .
%[ 0| canso |wok AR Cear) , %4 [T b o < i THRT e [ty [T Reosmi ) 20
HEROBAMEOTM ([ (558 100 or 125 mg/m? i Bk i i 5.
W) %) it
WBIEA T ) —< B % ABI-007 & &EE O 4 7 L cl 1, |[BBIEAT  — [FUEsag (5
= @ cAold | Wk k& Lpiligsh R, (e 3[”|013'Jf")f”1"iﬁﬁ§%?j‘; e ~ B Zh) |, wafE [TTPRTOSOFE | 2004.2-
5% %ég%zfnwm;ﬁﬂﬁ FrEHR b 100150 g/ X(ﬁ;if L;*M ﬁt@n#@# i 2006.3
Y R - &
R/ INH it R A e B ABL-007Z 4O 27 L THIE, |4 I KilitE: (MTD) , BulEE 3
- B B = ’ N sk sk N ey ~
znE | v CAO015 Rk J:Lftﬁij;ﬁﬁaig\/[ﬂ?_)& 3’5;3*% AN T o T AR Jifig ;\ngj]’i“) Bz et/ BAED 2003.12
OMERFEORG (mi |FEH o ) (- A4l 2006.3
) Pe kB 2 100~150 mg/m (—&iIB¥H)
J-0101 R FHRE (PK)
) (oo | |ERER e L | |ABLOOTEGRO YA LT, | R s | 72771 | 200600
A | T rHrWi&? [EIN | Kt F(MTD) & O 5% #%‘“ﬁ 3ENZ D7z o TRIEETE (t“;‘?"é‘ii"i'ﬁf&) & (RD) PUEgh A (B (@ﬁ’qj)
EOBR (A ) st - s0~125 mgm? U ), RITEA
10041020) " DFFAT
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OZ D> ABI #: SPONSORED 3B (1)

TR s | . 2 g7 R i =5 o 2
i b, [sxwas | koo
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OZ D> ABI #: SPONSORED 2B (2)

| B | - REET 3 FEIE = = 2
X5 | mp | RERES | AR e i - g (BraEmEs) |EEFEER | BKFHEER | B

1.5.2.2.3 BHl A E & DRREK

0 = Gl EISNe8H  00  IeeSeNEGTEpigen ey T UNSS
BER-BSELU LB ThoTz.

HREE L

11



VAV A R 1.5 FLJF I8 L Ok ke M ONBASE Dk ki Page 12 of 49

{FEBRAE )
1) fHERNEDOEE

ma, [ - <. ol

I < = 5 = & Ol
... 2 2920@0@0@0@0@00®w® 0000
| Aacreede 0 |
.

mgsns - rarzdcns. mrg ||
B ooz -7 asroor i, w71 = | - -
mra-soe, |- 22 <02, mezs TR
. . I oo
CEH) AT A TETHEE LTS,
| Eomaws 0 EeU [
B e, 0B RETEE 2

< - < >
000000000 =ONSEESEEE
I 711195 T2 T 5.

)

iii)

—
—_
N
. . ‘ . . . | . . . |
.

2) AIFAEIE | ICKT oM OB R - B
s, e o~
Bizx2 Lol A0 ANCBT 2 RAMEDOEREIBOATNE = LD, UTF
MEINE IS
i) BARANTOZEMEIZOWNTIIIHFRA D72, HERTBEZEOMELZ RFEIELLENDH
BLERD. EIRGI B £ IR AR B Z L R0 5.
i W =50 emomsconcEMAA oS G FNRE O S ET)
zurgereipo e L, ||| -c»2- 2002
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iii) AFNTE FT LTI VBRI TWDED, TAT IOk z2ED CTretoH
mizon s Ul s svemnssezxs.

v) - < oo uERss s L 515,
s 2 [NNGG_., - <

(B AR
1) FHEAEOEE

e 0 0202020 0 DSUETNSYMN |
I -+ - % 2. < [
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B OB AR 220
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ii) [ - - -+

I - < 7 E Y D LR S

o,

I = & 7570 % =

v o
I - 5725 = &

2) HEOER - S

etz 4 - - - .. %=, [
0000000 Seanyty 0
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1.5.2.2.4 MR EEERICHT IBHFEDFIAIVTDOEE M

ABI-007 (%, 7EHHE CREEE L CTHW SN TV S Cremophor®EL L QMK T & ) — L2 4K
DY, v NET AT I ERWERFITH Y, EELIBBUELZFBT DB EZ G ATV
W DRTRIENRETH Y, £, FHEM GB04y) THRETXL2ZE0G, ERLEORAY v
FRENEEZBND.

ABI-007 [ZBLE, EWNIZIBWTHARNCERIT 25 1R 340 S 7 6 JEFIT IV T, 2005
£ 1 AIZK[E FDA THAGE &7z 260 mg/m” O ik « A EOZEMEN R BIIE T A — ¥
WHEEIL TWD Z &R STz,

BUE E T2 LT B & ONE N T O R RBRAE 2 L NI Re#k L7z,

1. ABI-007 O EFITHINE, ZEMEPHER SN TWNDLI NNV IZFELZOEDOTHD.

2. Cremophor®™-EL K OM/kT X /) —/L& b MIET VT I CEESHRZ D LICED,
REIZ$% 5-IRp [ D FIAE A3 FTRE LT 72 5 54 % DRI EOFMEEEZ T 5.

3. BRCK TN SN 7-RBhR 2 ETEIMEEE & U7-RCKEFR S 1 #H L a5k (CA012-0)fE
FICHSEKEFDA IC L VAR SN TWD

4, Z OWVELALES T AR EEfGERBR OFSE R, zg#ﬁﬁaﬁ%@$f@5®f,ﬁ¢%m
9 AR ERGRBR DAL EAT T & F 2 7285A T, BRI TR FEEIE R o TTP T
Zx Y — VA REICENL, AFHROERBFRETH Y, BEHEBROENS
FEMENDE 2T, THUEEMEEGIEORIRFH T IEICBET 2 A RT A ) ([T S
LTS TE AR TIRFIZ I W TR W ERIRANA AR HER S 2 OBl | (12
BUTLHEBEZDH L.

5. FETEMSN-RBhRE FEFHMEER & U7z PEEERSF 11 FH L EGER(CA201)#5 F
IBWTYH, Ao, LMK OSRMEIIE T A — X2 2BV THCK & IZIZ R ORE 3
RV ISV Wit

6. EWNE ITHHABRICBWT, HAAIBWTHKE FDA TARINTHE - HEBOAR
PRI DN ENRE X T A —Z 23, 6 FEFNZIBWVTRICK EFHEIL TW DR DG b T,

oDz &nn, KE FDA THRR SN 3EAOWANEIR T — 2 K ONEWN T b2 ERIR
F— B BT — 48y =D L L, ISR KR ET O = b 2L, 20]
I e asets & oraRIPES IR LTRSS LR, AR AT TR T
b5 L DU AR O DTEX, AT,

1.5.2.2.5 B PR IR ER

1.5.2.25.1 E MMIHITLHERREEHER
IV E TRCK THESE S V- BER S VI ARFABR(DMO7-123), BERES 1 AHFBR(CA005-0),
B 8 L EGEER (CA008) K OV PR 27 TIT FHFRBR(CA012-0), H[E C o9 & au 7= BR PR 2R 11 #HFA5R
(CA201),  ONENIZ I8 T I H DO EFIR S 1TFHFER (J-0100 J2 TV J-0101) D AKAE A 3 2.7.2.5.1-1
2k & Tz, WA T S AR TAHRER (DM97-123 2 TF CA005-0) DAk S &I
RLBETHDHZEIRENTEY (X2.722212 KX 2722222 R) , ki, Kk
D 4B DRAED 5 80~300 mg/m” D & F THRIPHEN /RIS TV D (K2.7.232.1-2 2 ).
14
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F-ENICEBIT RS TR O (J-0100 &V J-0101) ([ZBW T, MmigH "7 U 4
XD AUC T BRI TH -7 (X2.7232.1-1 BIR) . I CHEiE S =Ky Ehhg
O EROGHE 2 Et U2 S THRBR (DM97-123 K1Y CA005-0) OffE L i LT, H
ANZET 2 AEMEBEEORIFEROE X ZEHRR TOT 0 RENRRBD LN OO, M
gk Z B & CIRBEEOBRITBBLRELL TWD EB 2 bl Bk, FEED
AATOHSERE L &2 b b ABI-007 O 260 mg/m” DIYENEE ST A — & (AUCje 2 OV CL)
L7z (#2.7232.1-1, #£2.7232.1-2) . BAANTOREIL 6 # & DEpEI <okl Tk
H50%, ABI-007 DIEYENRE/ R T A — X (ZHHERE VRN EEZ X SN,

Wiz, HETHEM SRS T AHRBR(CA201) T Eh S 7= Y EhRE R O Rk & £
2722262 1R LT BCKA, 7PTEOTEAN, AARNOEYEE T A —2 2 g LTz
fE (£2.72324-1 28) D, ARANOEYERE T A —Z TV o Ky#)Re S
TA—HEBLHFEPLTWD LHEE S T,

INHDOZEMNDL, HARNTO ABI-007 OREMENREITIRCK A, FEA & ORI CHE 7 Rk
PZRITRD DN E RIS,

1.5.2.2.5.2 BRERICB(T5EYFHRE

1.5.2.2.5.2.1 FBRHINY ) AXTCILOEYFEICRIZTTEE

65 LA EDBE 7 N—T L XN K VW EEDOEE I N—T LI, ABI-007 #5%& DY
U & X B/ OIEMENREZ T 2 A XTSI S VTV DD, EPENRE T A — X ITHE
ZITED Lot (272331 28) . TOMIZH WL OHOICENT, FhbTIEYEIRE S
T A =BT E RIE S0 I E RS STV D (Nakamura Y, et al. 2000; Fidias P, et al.
2001). Smorenburg & (Smorenburg CH, et al. 2003)(%, # % Y — /L& HW iR T, 70 L LoD
FLFEBE CIIIERE BT AT ) 2R DT VT T 2 ZD 70 kA O M & Fig LT 50 %I
TF22LE2MEL WD, 27 U7 70 ADKTFICE b CEFBEREITRIEICHE K
L7z. L2vL, ZoZEiE, BWEETH 5 Cremophor®EL D27 V7 v ARG L - THIRS
HZEICERTLHEEZEZDLNLTND.

1.5.2.2.5.2.2 BEEXIFEZFEN/ V)2 IILOEYEEICRIZTEE

(272332 2MW)

N7 Y ZXRLOTYEMRRK E LIRS TEY, 1ZEAERBLANLHE
MEND., o, BEEREN U X XL ORMENTE & 28 % KIE T HE
PRIMEWEEZEZ DD, 2O, BEFEEE 2RI L RBRIIFER S TR,

L2>L, Gelderblom & (Gelderblom H, et al. 1999)i%, *H-/X7 VU % &L D 3RYy@hfE & (35
AT CHREOBEEEL R LckdiE U vT7F=0 2707 7 ZA0~20
mL/min) (2 H-/37 U # F+/L 157.5 mg/m* (10%E L7-H&E) ##&5 1L, AUC O L& &
T, PIEE (Wb, BHEENIER 2BE L L T~15 fHER) 28Ty, HED
FEEFEIIIHETO2LER S D.

Gelderblom 5%, ZOBEICRD DN BHIREEOHE KT, REMAK IR D IR
PRI O L OV SUTBRERE DR T (EBRIZIE, X7 UV Z v AnBoEans Lot
72V (Cresteil T, etal. 1994)) [ ZEK$HE Li=. LL, ZOBREEOHNNZEMEICRIE

RN ZOWTIEHE S TWhau.

15
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L L2 s, BEEBEOZEMHHEROTZOIZE F Y — VORMIEIZEDLE T, B
FEObHLEA BEEMETLTWLOT, BEHPE HobhoBThRHD. | LD
R TWIEERmES 2 & L.

FFRERED AL N X7 U X Xk )L DI RE & 3K )2 RIFTHEIZ O TN 20D
LR CTHE SN TRBY, BEOHEEREIMEFR 7 VX VRBEDO LR, 25707
7 2 ADIK T L OVEHEINH OHI5RIZ S22 23 % & STV % (Nannan-Panday VR, et al. 1997).
iT, Venook ©(Venook AP, et al. 1998)7%, JFHERERE T BH 2 X5 U725 [ FHER & SE )R
AHBROMEREZME L TV D, REBRTIE, H¥EREENRE THho72 87 #1728 (2hA— K1)
T ARG T AT I —EBASTEN ULN O 2 5Z# 2, BV /LEfEAR<LS
mg/dL, (aFA—hFI) EV/LEEN 1.6~3.0mg/dL KO (ah—KII) U /LE >
30mg/dL £V 9 3B D ak— hOWTRNZEI VT o, ZonT I —i%, AEF
G2 338 FH FE B #E(Common Terminology Criteria for Adverse Events v 3.0, 2003)(Z7¢ 2 1 Z 1L E 4
BRI, PEEROCEEOMEE CHD EARTILENTEL. D%, BHEIL50~200 mg/m’
(2d—RD , 75~150mg/m* (ZA— K1) KO 50~75 mg/m? (Td— k1) DX x>/ —
JU % 24 R SUIE 3 IRfE] T T G- S vz, R ITIE, FRRRE DS IEF 2 B ICHERE S Sl s
OB 135 T 175 mg/m® 2 Kigi2 FEl 5 A& CHERIRRME (1ZEAEDGA, B
Bl 2D BTz, 24 RERIRHEE SN 2 52 T 72 B3 O T RERE & L S EhaE & O BR %2 1+
IZHBAT 2 Z S IXTE 2o 72, 3B 2 Sl &2 52 1 723 T, IFREREE O 7=
DRI Y B X IVITHEE SNDREMNERE T DR RNSE O 7z, Venook B, IFREERET
13X Y ZF RSk 2 AETIRESH KT 2 AICH Y, Z0Z LEBIFEEREFEICHDL
N RKOFEROONESDTHD Efim LTz, ZD7=H, Venook Hik, Z 9 L7=HEFICIE
RV X NLOFEEHEEL TS, LovL, Cremophor®EL 23/37 U & 2+ )L 0 3R B E
(B Z KT T T2, 2%V —)/UCBIT DEREEORZED H> b, EOFED ABI-007 O
GEICKMENDDIEAHATHD.

bEDz b L, FSREREENR S Y & %2 L O3B EEIC KIE T8 BT 2 WA+
IZ7RNWZ ENBE ALY, %Y — VO GEICADE T, ABI-007 OUASCGE (%)
WCHIFREED S 5 HBE [REFEESMETLTWHOT, BIERNEL HbbhbBEhn
o] LOREHAEITOVEREMRET S L E LT

SR> & O & [FERIC CA005-0 FABRD 1 6 (835 7) 1aBROR ik RulIC I 23 4T L
72 e EEORAEMITRBZRIE LIZ72%D, ABI-007 Z 100 mg/m* (28 & L T 30 40>
THE SN, ZOBFOEYBIRE NT A — X T ABI-007 % 5 SN i-oysRE o7 —#
EVXEHICR 2, EHREOD ZESIFH LD TH 7.

ZD®, EEOHEEERZIZII NIV XXV EFEHTRETlEeVEHEisns.

WA OHELER 5 B TG L2542, ABI-007 #&5% L 2% — L FH 5% 07 ) 2%
A ORHESTLHIBERIEL L TV D Z Lnh, ABI-007 5% OEMEREIZ T D )IT
R, IR OBEIE L Wo T IMEBEOREL, XYL EEZEFLTHD L THISH
%

16
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1.5.2.2.5.3 NEEDRFHI/NT ) A XL OEYEEICRIZTTEZE
ST DFER:, /327 U & 2 v EAMAPEDR T, KeICHE & OMKIE & ORI OB D3
BhREFHIM BERIT S ST,

1.5.2.2.6 AUEICEHT HHER

BEWMEOFHMIE, WS T HM S N 7B ML B 2 K51 L o ORCKERIRSS 11 48
FRBR(CA002-0, CA002-0LD), FRAREGASS T AH HEfeaRBR (CA012-0) K OV [ G PR 27 11 48 bRigt
BR(CA201) DT —ZIZ L VIT-Te.

ARIETIE, ARHBFEOEE - 2, Ak - HEOEZ DRI L Ipo 7= 7 %V — )L & xR
& L CHENE L7= CA012-0 BRER DT — & % EIZF0dk L7-.

1.5.2.2.6.1 Bk TOE N BERRICE T 5FNMEICBET S ERAE

#1.52.2.6.1-1 12, CA002-0 Bk & CA002-0LD kB O Az BT 2 ki a £ & iz,

WaER & b, AEO EEFHMEE E X WHO T4 R T4 > (AR ERERE, 1979 45) (2t
o TIRBRBEATERT ST U 72 AR BYIR 22k 2 I /N o AT EE DV TR L2 F8sh =R
(inVTLRR) & L 7=.

& O FRER(CA002-0LD)? invTLRR 73 39.5%(17/43) T > 7=DIZxt LT, mHEORER
(CA002-0) Tl 47.6%(30/63) T~ 7=. RBRE DFNRDOZIL—KIBFEH & LT ABI-007 2%
BINTRBETHEIZENHTHY, EKHAEORERTIX 44.8%(13/29) ThH 5 DIZX L CEHAED
FRBR CIL 64.1%(25/39) TH 1, ABI-007 23 B LS 2 7R3 ATREME DS/ RIR X vz (3%
2.7.3.3.3.1-1 ).

F 1.5.2.2.6.1-1 CA002-0 itE& & CA002-OLD SREEDFELEAMMICET A4 (TT)

A h Rl E B CA002-0 3B (N=63)" CA002-0LD 3B (N=43)"
iNVTLRR (%) 47.6 (35.3-60.0)” 39.5 (24.9-54.2)%
TTP O (GE) 26.6 (18.1-42.6)Y (N=62) | 23.3(20.0-27.0)% (N =42)
AR OH JufiE () 63.6 (46.7-78.0)” 59.6 (48.1-88.7)

inv TLRR = T8 L 70 R L 7= BRFO T 2 0 3028
VR Z b ) O WA O N .
2 FESNIT 95% S HEIX .

Source Data: 3 2.7.3.3.2.1-1,
Table15 CA002-0 CSR, 11.4.1. 9 Time to Disease Progression (p-103)
Table15 CA002-0LD CSR, 11.4.1.10 Time to Disease Progression (p-104)
CA002-0 CSR, 11.4.1.10 Patient Survival (p-104)
CA002-0LD CSR, 11.4.1.11 Patient Survival (p-104)

FREER L 5

1.5.2.2.6.2 B KBS PR EE 11 AR L EREKER (CA012-0) I B 1+ 2 B34 IZBE T 2 RERA#E

RICK B PR 25 11 AH ELEERER(CA012-0) TlE, MEAEZA(RIC K o Ttk 460 FHZHBRIEDEI D £+
T oA, 6 BHEEIY T DT HRIEOTR 522 1T 72> 72728 (ABI-007 Bf 4 fiil & & %V —
VEE2 B) , ITT 4D BERSN Uiz, AWERRITIE BIE S 454 61 & LEL T R8T — 213
WG ITT £ A2 LRI LTS (E2.732.1-1) .
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6 VA 7 VL EDSEEFIL, ABI-007 £ 32% (75/233), &% Y — LV 27% (61/227)TH 1,
6 A 7 NVAMORYH L LTIE, PDIZL D HOMRKES (ABI-007 Bf 43% (100/233), %
XV —)UEE 50% (114/227)) ThHo7- (F£2.7.3.3.1.6-1) .

ATTAIRIC DUV T —RIBHEBIS ABI-007 BE 42% (97/229), % & — VR 40% (89/225) T
ST Fin, TIRIGEUBEBIA, ABI-007 B 58% (132/229), % 3 YV — /LR 60% (136/225) T
v, WEEFTCIZE A EEIT o7 (F£2.732.1-1) .

RSP L ST B L 2B 2 7 v b T A 7 U VR B EIE A A R
D& BHIERFIE, ABI-007 BE 77% (176/229), % % —/VEE 78% (175/225) CTh - 7=, Fiz, K
PEFIEIZKR L COBRDT > N T WA 7 U L RPUEMEIEE A OVEH %2 5 1 TWOTIERNE,
ABI-007 B 50% (115/229), % & ¥ —/LEE 58% (130/225) T~ 7= (£ 2.7.3.2.1-1) .

() AR 72 A 20 B3 2 Bl

7% 1.5.2.2.6.2-1 ([ZHCK ISR S T AR HEEGERER(CA012-0) D /%M 72 B WEIC B3~ 2 il &2 &
L.

B WHEFMIZ OV TIE RECIST A R T A AZHEV, BB IR HE Sh, BORE
HELE.

D E=CE R EN =

6 YA 7 )LV E TOEAIFHE DR (recTLRR)IE, ABI-007 B Tl 24.0%(55/229), % % —
VBETIE 11.1%(25/225)TH V), ABI-007 BEA & % Y — LERICHLAMBEN TR Y, BRI 2.1,
95.305%fSFE X M1E 1.4~3.3(p<0.001) TH > 7=.

Z OFERIT L OHETEEFICE, ZEAXAT v FRIEIZE D ABI-007 O & F Y —/LiZ
XTHIELMEDH T L, BEIEICOWTHERTHOTHo T

F7o, FEFHHEE TRV, IRRETEMFHE L7242t A 27 L TDOFEZFH(inVORR)
T, ABI-007 B Tl 33.2%(76/229) T - 1= DI LT, # %V — LEETIE 18.7%(42/225) T,
FNRIEN 1.8 LW H Z & T ABI-007 O J5 3MEN TUN = (p=0.001).

recTLRR & invORR (ZIXFEIERDMHA A FRD BTz Z L1, ZORDROMREE T TE
HEZEZDBNT.

)RR ARG IE B

TTP O HFRAEIZ OV TIE, ABI-007 BE23 2 Y — LVREL D 1.4 5K < (23.0 Hxf 16.6 #H, p
=0.002) , EHEAFHEORRES 2R TH -T2 LD H, ABI-007 OHUEE IR
DENTNDENWIRRZZRFTHLOEEZ LN, 728, ABI007 BHIAFMM L & %
V=LV R0, ZOEITFEFIAEMENRRD LNDITITELRD o7 (65.0 %
553 1) .
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£ 15.2.2.6.2-1 FCKEGKRE Il HHEEEERER(CA012-0)D &ML ESMEICEAT 2HE (TT)

15K e (95%fFHEXE)
AR E B ABI-007 | »¥V-u s e e p &
(N =229) | (N=225) R NP — R

recTLRR (%) 24.0 11.1 2.1(1.4-3.3)Y - <0.001?
invORR (%) 33.2 18.7 1.8 (1.3-2.4) - 0.001?
TTP O A () 23.0 16.6 - 0.73 (0.59-0.90) | 0.002"
ﬁﬁ%%g%ﬁf‘ﬁ% 227 16.6 - 0.73 (0.60-0.90) | 0.003
%Efgﬁﬁﬁ(g ) 65.0 55.3 - 0.90 (0.73-1.11) NS?

NS=HFHHIC A BT L
recTLRR = FEAIIH 2 D Z85h 8,
iNVORR =R IR BT Al 233 A L 72 2825
1) 95.305%CI were adjusted for first-line versus > first-line therapy
2) P value from Cochran-Mantel-Haenszel test stratified by first-line versus > first-line therapy; * P < 0.05.
3) log-rank test. p<0.05
Source Data: # 2.7.3.2.1-1, 1-6, 1-7, 1-12,
Table 34, CSR-CA012

EREOEE LY 5IH

QG HIER A MBI T~ 5 ik

7% 1.5.2.2.6.2-2 (\ZHCKEG IR 5 111 AR HLERRER (CA012-0) DB ME LI FEE 269~ 2 L OTR
BN A T- A DO Z £ LT

INEIIES

—RIEFEBI TP - 72 186 B 9 B, recTLRR (X ABI-007 BE2Y 34.0%(33/97) T db o 7= DITHf
LT, #Z%Y—/LRET 18.0%(16/89) TH ~ 7=, ZHUTFTLIHRLN 1.9 £ H Z & T ABI-007 D
FRENTED, IS%UEEXMIX 1.1~32 TH-o7=(p=0.013). ZOfENTIE, ZEXAT v K
MEDOREOFIELE LTI &N/=. £72, invORR (25 T ABI-007 # Tl 42.3%(41/97) T
HoT=DITH L THF Y —IVRETIE 27.0%(24/89) T, ZE5h=R A 1.6 T ABI-007 D J5 3BT
F D (p=0.029), recTLRR DR & REROBR 23586 & 7z

HIZ, invORR DRLAEIL, EBBMEFEBE T 5 ZRIBRLBEH TH &% Y —/1 L0
ABI-007 D NEWHEREOLND Z L E2R LT (26.5%%F 13.2%, p=0.006) .

TR TH AT RUEMEIERE AR EE I 272 invORR I8\ T8 ABI-007 FED 73
XY —NLVEEL D AERICENL TV,

2)TTP & OVEAFHARH

B A kG L LT 28R HR O AR & RIERIC — RIBHEH K O ZIG LA B 38\ T ABI-007
TILTTP OFRAEN X X Y — L HREOZNEIR 12500 13 FIUERIND Z &b
MoTo. BMEEFECIE, —RIBEGIOBEE X0 BEENEL o T T IRIGHFEUBEF OBA IO
HABEENED T,

AR S IR LB FI T, # %Y — A BEL D ABI-007 BED TN E o720 (56.4 ¥
*f 46,78, p=0.024) , —WIBEHITIHIER DA D2 >T- (71.0 BxE 77.9 ) .
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25 1l FHLEEEERER (CA012-0) DAEER AN EIZEET HAE (ITT)

2 AR hE (95%ZHEX ) p fE
ﬂiﬁfﬂﬁ}jﬁﬁﬁ PR B ABI-007 2% —) EZHRE, | ~P— FH

recTLR (%) | —WRIRHEH] 34.0(N =97) 18.00N=89) | 1.9(1.1-3.2) - 0.013"
— IR 42.3(N =97) 27.0(N = 89) 1.6(1.0-2.4) - 0.029"
IR LLREB 265(N=132) | 132(N=136) | 2.0(1.2-3.4) - 0.006"
;{;1@234 0 341(N=176) | 183(N=175) | 1.7(1.2-2.5) - 0.002"

iNVORR (%) E%E{?E%;%%Z 27.0(N=115) | 13.8(N=130) | 1.9(1.2-33) - 0.010"
PR R Y 23.4(N = 64) 13.1(N = 84) 1.8(0.9-3.6) - 0.101(NS)"
o PR e 32.0(N = 50) 152(N=46) | 2.1(1.0-4.6) - 0.054(NS)"
T T A7Y 27.6(N=127) | 162(N=142) | 1.7(1.1-2.7) - 0.024"
HeFpE 9 . . J(1.1-2. .

TTP O — IR 24.4(N = 97) 19.7(N = 89) - 0.75(0.53-1.07) NS¥
TRAE CR) [ = yerame A bl 20.6(N=132) | 16.1(N=135) - 0.72(0.55-0.94) 0.014>
SEHTEAEIIRA | —IRTBIR G 24(N =97) 19.7(N = 89) - 0.78(0.55-1.10) NS¥
DTUE @B ™= e B AR 206(N=132) | 16.1(N=135) - 0.72(0.56-0.94) | 0.013Y
AR o | —IRIBEE] 71.0(N = 97) 77.9(N = 89) - 1.20(0.85-1.69) NS¥
PO G | = passie AR 56.4N=132) | 46.7(N=136) - 0.73(0.56-0.96) |  0.024Y

NS=HFtHICHE Ty,
recTLRR=1EAYIHZE DR,
! chi-square test; p<0.05
BRI DT v T YA 7 U R E G TeRIEEZ TR 3 0 A LINICER Lo BE
SERR MRS R T 2T v T A 7 U R R G TR A PR 3 o A LIRSS LB
YRS AT R T A 2 U VRBEELRIENESD TH oDy, T TV A 7 ) U RIEE G AR
% 6 » HUWNICEI LizBaE
> log-rank test. p<0.05
Source Data: Table 36, 37, 41 CSR-CA012-0

1.5.2.2.6.3

7 2.7.3.2.1-6, 1-7,1-8, 1-9, 1-12,

FREEE L W 5IH

iNVORR = {RBR EAT[E Al 23S 5EAl L 72 =2 4h 3

b EERR S I AL B ER(CA201) DA S ICBE 9 5 S BR AR

P [E R AR S 11 AR ELRGRBR(CA201) DA ZPEIC B+ 5 i 2 3 1.5.2.2.6.3-1, % 1.5.2.2.6.3-2

IR LT,
FRENZ IV TRRCK & Rk AL - A& T CA201

RRDMT O, TEOANET — 2 BECK

DHEDEFBRTH T LfFmIT b2 LIk, TEOFAIMET — 2 DK TDH LM
T=AEXRFTLbDEEZ LN

F 1.5.2.2.6.3-1 HEEEKRSE || HHLEERRER(CA20)DEMLEEICET HE (PP)

] 1 bk
(N = 104) (N=106) (95% 3 HE X [#))
invORR (%) 54 (56/104) 29(31/106) — <0.001"
TTP OHJefE () 7.6 6.2 0.710(0.484-1.041) 0.078%
I EAAR O R E () 7.6 6.2 0.740(0.506-1.081) 0.118%
Ao ImE () 17.8 17.8 0.954(0.604-1.506) 0.847%
NS=#FHITHE TR,

iNVORR = VRER TS EERT 3 fA L 7= 285 5

1: P value is based on a CMH test stratified by study site and line of study therapy (first-line versus >
first-line therapy); * P < 0.05.

2: log-rank Test

p<0.05

Source Data: Table 15, 21, 22,23 CSR-CA201
#273.23.1-1,1-2,1-3, 1-4

EREER LY 51
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£ 15.2.2.6.3-2 HEEGKE || HBLEERER(CA201)DEERERBEIEICEET 2E&E (PP)

shi L)
gﬁ%@ R A AR ABI-007 T AR pAE?
—RIRHEH 56(N =61) 27(N = 64) <0.001
iNVORR (%) | Z¥RIBELLREA 51(N =43) 33(N=42) 0.181
Ty NI A 7Y EERES 48(N = 60) 33(N=172) 0.132

iNVORR = {RBR BT E AT S AN L 72 228503

1 CMH Test p<0.05

Source Data: # 2.7.3.3.3.1.1-2
#2.73.332.1-2

NEra e U]
1.5.2.2.6.4 AUMHEDOFELD

Wik CIEHiE S M- BRARRBRIC OV TE 1.522.64-1 1ICF LD &R L. BRI 3 RABRO
A A Ll 5 7 012 3 MBS B W TIEB DA Th - 7= [TEBRE L E RS FEAM L 7= 421
R DFHFRAGAMVILRR) ] &/~ L, L7z,

F9, FHIHHO2REBRTIE, KAELZES LZRBR(CA002-0LD) LV mAELA G LR
BR(CA002-0)D 7 IS NED 72 iV B Th -7, HIZ, ABI-007 300 mg/m’ %
B 5L 7= CA002-0 iRER DG ZPEICBET 2 Al I, 260 mg/m® & % 5- L 7= CA012-0 35k O ik
EABLTWD. 2720, IRBRE(EEM DTN L 72 ARRRA OZSNFRIZOVTIE, CA002-0
R TIX ABI-007 T47.6% Coh > 7= DIk LT, CA012-0 3R TlX31.4% Th - 72. Z DI,
CA002-0 7R Tl 62%(39/63) D EE S —IRIBIHEHI & L T Z G- SNl LT,
CAO012-0 FRBR CTIE—RIGRBI & LTRG-S NT-HBEN 42%097/220)2 L EF-7=2 L L A%
LTEY (F2733.133) , —RKIFFEGIOHTNENLEDIRE T A > OBE LV FNT 5 &
EibND.

TTP & AFHMIZ OV T, 3RBOBEIZIZIER L Th o 7.

ABI-007 [ ZHaEVEFLIE HBE O —RTBIR B L O\ RIBHE LU O IREF O WO R 5RICE
WTHRPRIZONTIEFHFF Y=LK 2ETHY, ZF Y — IR TEYRIZBW T

BICEND Z RSN (ABI-007 B 24.0%, %% Y —/VEE 11.1%,, FHREL @ 2.1,
(p<0.001), FEFHHIEE) . Z OEEMEONAEIG OB RDO—>& LTIE, ABI-007
BHEENZX Y —ILOR 157 (X7 U Z2XRVCHE L) HETE/-2 L2k 5 alREM:
DIRIE X 7.

F 7z, FEIZBWTHECK &R O FEH & THEFRS 1A EGRER(CA201) 23 T,
HEOFINET — 2 BRKD LD LR TH 7= L2k, TEOF—ZBNHKKETOTF —
HhaXFTHbDEEZ LN

UL EDFER DS ABI-007 OFUEL IR (ZB2h=) NEF Y — LV OZNIZHSFEICEND
Z MR SN,
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% 15.2.2.6.4-1 EIBHEEBEEZRRICLIERKIAE TO ABI-007 D
FELEAEDEICET ED LR

HEFRERBR[ABI-007 o FA &
AMERFA B CA012-0[260 mgm?] | CA002-0[300 mg/m?] | CA002-0L D[175 mg/m?]
(N = 229) (N =63)Y (N =43)Y
iNVTLRR (%) 31.4 47.6 39.5
TTP O Hefl GE) * 23.0 26.6 (N =62) 233 (N=42)
AR o b g GE) 65.0 63.6 59.6

inNVTLRR = 1RBR B AT AN ANTHAM U 72 ARAIR 28 DZR2h 4
UEHZ Z D) DRVEE D N K.
2IRBR EATIE A K DRI 33 <
Source Data: 3 2.7.3.3.2.1-1,3% 2.7.3.2.1-6 L (’F 2.7.3.2.1-7
Table15 CA002-0 CSR, 11.4.1. 9 Time to Disease Progression (p-103)
Table15 CA002-0LD  CSR, 11.4.1.10 Time to Disease Progression (p-104)
CA002-0 CSR, 11.4.1.10 Patient Survival (p-104)
CA002-0LD  CSR, 11.4.1.11 Patient Survival (p-104)

N PEL:
1.5.2.2.7 TEMHICET IR

1.5.2.2.7.1 AEXY—)LE ABI-O07T DEEHTA T 74 ILDEL

AR HEE L7 AR THEM L7z ABI-007 OZ2tt7 a7 7 4Lk 3 2 212 175 mg/m®
(3 WS ERE) 2 E LT HAaD2 X ) — L ORE T a7 7 A Vil 5 2 21T
ABI-007 DZaM AT 5 9 A TEETHD.

PRCK i PR 55 T AR HEBGRRBR(CA012-0) T, (X (KIZ ABI-007 BEIZHEI Y fHT b7z BB (N=
229) L Z % V — LVEEICEI D AF1T S BREN=25DOEFELORBRL LTS LIk
T ABI-007 DZ2MET v 7 7 A V&G i Lz,

1.5.2.2.7.1.1 EEEZRORBERICOVTODEIFY—ILED LB

7% 1.5.2.2.7.1.1-1 \ZHRCK G R 55 11 AR FLfaBR (CA012-0) 12 81F % ABI-007 & & % > — LT
BNTHAEREGZORBRDEL BERICE L O, AEFROMITIEBRE(TER DS
SNTAEFGZLEF L.

NCI CTC Hl#EZ W THIE LIe A EFRORRRELR & FLNFIL, IRERER TIZIEFR T
Thd Ly L (£2.7421.125H) .

IHNOOHEERELIINVTNE ARV XX LOFERERLL LTI HEENLILDOTH
- 72 (Rowinsky EK, Eisenhauer EA, et al. 1993).

WICK B R 55 T AR LEERBR(CA012-0)12 B L T, RERBROAEZ WbV EFREH
WTCHHE L CHRIERZ AW T L CTh, #F Y — /LTIl PERIBAE & BIFL N Z o 72
2%, ABI-007 TIXRMMER = = —m X —, L, RO FFN S0 -7z,

R E PR 55 11 AH PEEGRBR(CA201)IZ B L Cid, BROKEGEPR S 111 A0 LLEGRER (CA012-0) TH E
FLROENRD AT AP ERBAE, KRR =2 —a 83—, Bl EH, TFHR& O
ALUZDOWTIEF T Y — /L EDORBBLROZITRBD o, 722 L, BRRAEMIZIEKS<
I BRI E DO FEMIC B W T Z 2 Y — VREIC R T ABI-007 FEDO R RITAE TEmhoT-.

FIBIRJE I & D FEIEIZ DWW CIEBCKEG R 55 111 48 L EABR (CA012-0) & 1L 2 0 | FEL
FIX ABI-007 FED TR X XV — VBRI THE TE N -T2 (2742113 28) .

7B, XEPOFEFRAGEIL 274 THOEAEFSZHBORAR Z IS T2,
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F: 1.5.2.2.7.1.1-1 BFCKEGEKE |l FLLEGERER (CA012-0) (YA U )L) THLON-BEEZR
DI36, KERIZHICTHEEENBOHONLD

0,
HEES (NCI CTC T BEH() p i
ABI-007 (N =229) | Taxol(N=225)
Neurology: Neuropathy-sensory 163(71) 125(56) 0.001
EIEM 163(71) 124(55) -
BRFEICBEE L, ZL—R30b0 24(10) 5(2) -
TBREICBE L, L —R4DH0 0 0 -
Blood/Bone Marrow: Neutrophils 78(34) 110(49) 0.002
RIVEM 77(34) 110(49) -
HRRICEEL, ZL—F30bL0 45(20) 56(25) -
HBRICEEL, ZL—F40bH0 24(10) 48(21) -
Gastrointestinal: Nausea 69(30) 48(21) 0.041
EIEM 67(29) 46(20) -
BRICEEL, ZL— 3060 6(3) 1< 1) -
BRICEEL, ZL—FK40L0 0 0 -
Gastrointestinal: Diarrhoea 60(26) 33(15) 0.002
RIEM 57(25) 29(13) -
IBRICEEL, ZL—R3Db0 1< 1) 2< 1) _
BRICEEL, ZL—FR4080 0 0 -
Gastrointestinal: Vomiting 42(18) 22(10) 0.010
EIEM 37(16) 19(8) -
RIRICEEL, ZL—FRK3080 4(2) 2(<1) -
BRICEEL, ZL—FK40bL0 1(<1) 0 —
Dermatology/Skin: Flushing 6(3) 32(14) <0.001
BIEH 6(3) 30(13) -
BRICEEL, ZL—FR30bL0 0 0 -
TBREICBE L, ZL—FR4DH0 0 0 -

*Fisher D HE#1E
Source Data: Bk CA012-0 D 67, 71, 74, 76, 79 83 L v 5|/

1.5.2.2.7.1.1.1 ABI-007 KU A XY —ILIBEETEK HAONE-HEEER

S BRI E

WK i PR 55 TIT AR LR BR(CA012-0)TlX, ABI-007 BEIZEE T H % — LEED J7 I8 i FRER
D IEDRBLEEN A EIZ@E D> 7203, ZOBHBITZERIZIEI LT > T

IR ERISME I DWW T, TR CRER & TS LT 2 R ERRAR S 1A sk (CA201)
TIX, VBBRE(TEMMAIC L2 A FFRLBEBRIIF Y — A 63% (F/L—R1BE) &
ABI-007 B£ 69% (7' L— R 1 LLE) (2742113 28) , BIERARBERTZ XY —LE 63%
(ZL—FR1UE) & ABI-007 B 69% (Z/'L— R 1LLE) (F£27421.1-1088) THY,
HHROEITRO 27z, L, BRKRBRAEMICES SFHIiC W TES Y — i
77% (Z'L— K 1LLE) & ABI-007 B£93% (/' L— K 1LLE) (F£27421.1-1288) Th
v, ABI-007 BEDORBRIIAE Trid» - 12(p=0.029).

CAO012-0 RBACIX, BIRMEMOMRAE B IZ&501, &5% 14 0, 21 HTHo7=DIZxf L
T CA201 ABR Cldiz 5ol 5% 7H, 21 HTh-oTz.

ZORBAROENE U-ERIT S ORBROEGEHRBREMEOMRERBOZENEEL TN D
AIREMESHER S Tz

AL

Cremophor“EL [ZAHATE AL e OV e A & 3 U iligBfE 2 /i U CRBUE O BRI E 272 5 =
& INTRIE AU TUW D 72 8 (Gelderblom H, et al. 2001), 4 % Y —/VIZE £ 5 FIWE L ABI-007
BELD &% Y = VEHCHIRL OB DN LS BN RN S 5.
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ABI-007 BETIL, BIBREAT oA REEHIE 2% I VEOFTHRELZ T I2BFIL 8% TH
STEDIZXILT, XY —ARETIXREEFNCATREEEERm L7 (B v a2 2742175
FR) . L L, WCKERARSS I AH Ll iR BR(CA012-0) T ABI-007 12 K 2 BA & s 7 B BUE 73 36 5
L7=EBEIZ 1 BIOBRTH-T2D, X5V —VRETIIH O 2BBUEN 4 HlZRO bl (&
274217271 M) . 29 LIoR®RIL, # % Y —/E Cremophor®EL 2 &A LT\ 572 TBi
Bt A U CHIBBEUE DR BFEN ABI-007 LV &V 2 EARIB I LT,

1.5.2.2.7.1.1.2 AXY—)L&Y ABI-O07 5T HAN-FEER

R = = — /Ry —

ZXV—=NLVOFERIC L > THl SR INDIRKHE=2—m v — L, Efl=a—m v —
H—EFEET D2 DODEHAEHDLDIFER =2 — X —ThHHI NI HLNTND
Z & 72 B (Lipton RB, et al. 1989; Postma TJ, et al. 1995; Rowinsky EK, Chaudhry V, et al. 1993), KX
KEGRZF 1ILFH L i BR (CA012-0) TR LIV KM= = — e N — T E A EDRER = =
—BNR—Tho7.

RRK SR 265 T AR FEA BB (CA012-0) TIE, RAMHRR = 2 — o N —ORELEN X % ) —
VBRI T ABI-007 BED G WA EICE - T-. ZOHBE LTI EF OR RO ICE
BIN-boEEZLND.

PRIV EXBMIEDRMEERE =2 —a X0 —X, BEEROREEGBICEEIND
Z EDMBEIC A & 4TV D (Rowinsky EK, Chaudhry V, et al. 1993 ; Postma TJ, et al. 1995).

DR A i R 25 TITAH FLES A BR(CA012-0) T, EFRl (NCICTC 7' L — RO¥EAEH) L HBE (F
BPED M ERE S L7z FACT-Taxane A 7 —/L % ffi Jf](Cella D, et al. 2003)) 23IE L 7o RAPHERLH
Za—a /RN —OEEE E N7 U EX X0 RERE EE OBGRE RN LR, EEED
FEMZTRERGEICEEINI EEZ 2N (X2.7421.1-521) .

ABI-007 BEIZ A BV R = 2 — a RO — 3R BLRN @ o 1208, LUT DRG0

b,

1 Z7L—R1 K2 DFLRD 85%(139/163) T, SAEFINR NI L— R 4 ODFELITRO LR
Motz (£2.7421.1-8 &) .

2. ZU—R3DOFEGZEZRBA LT 246055, 71— 1 X2 IZBRT 5 E TOHHE D
LT ABI-007 #EC22 HIZX LT, #F Y — AT/ L —R3OHERERKBLES
BT 2 F TCOFMMOFRIEIL 79 H TH- 72 (p=0.028, 77 7KBE) (K
2.7.42.1.1-6 /) .

3. JLV—R3DFELERBLILIL24H0D55, FBL28 HEH 7 L— FRUEE LR -T2
FIXABI17%)TH o720, , XY —ARETIEZ L— K3 OFELERB LT 5 BT 4
1(80%) 73 28 HZ b REIE CTHH-7- (1X2.742.1.1-7 =) .

PLEDZ &n5, ABI-007 #:CIE4Z % Y —/VRE L Hl U ORI = 2 — e R — O 8
BENREOD, SAEBIR U7 L— R4 OFGUIRBL TBLT, 7L — K3 DHEZHLEIET
5Z 05, ABI-007 ISER L7 RMEMHEE = 2 — Ry —(1%, FRCIREZ1T O 9 2 TR
7R BRI bR EEZ BN, LM LARND, ABI-007 12 L5 REMHRE ==
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— R —DORBME & BEE T RRFETH D 2 LR E ATV, BERORE
SO D IERE I L 0 H 2 DERFIE L TN E#EL D L) TEEMENLETH D L&
Z 7.

HILE T 2BEFFS (B, RHEXOTH)

RICK B R 55 TI AR L R BR(CA012-0) T 3 V — /LEEIC H~ ABI-007 BEICRELR DA BEITE
WAEEELL, B, WL TR TH-7-. LovL, ABI-007 B CILiRRICEE T 5 7 L
— R3O TIEF T & A LR CGEL, PHIEOIEHYZEN 3%, <1%KD2%) , 7
L— N4 [ 3EH2 1l Th -7,

OB ELT, HHERAZAETIREIBREAT oA REORREOFENEE LI L
wéM6.Ammﬂﬁﬁmm%#@ﬁm®kb@%ﬁEX7m4F%%%m_&ﬁéﬁk%
FHD 6% THoT=DITHR L TH XY — VEHIXIFIELE], AR Eies iz,

ABI-007 BEIZIB W THILE IS T¢5ﬁ£$%®t WG HIEICE S TERNE R Do 72 2
EN LGOI B E 52 DEEFERTIIRVWEEZ LN,

REFRH G DR EES:

P EI G AR 55 11 AH EERBR(CA20 )T LTI, 385/ R EHIBL & 5 FEIEIC DV TIEBICK IR
PRER T AHELHGRBR(CA012-0) & 172 0, FEHLRIT ABI-007 FED 78 2 F Y — LREITHE T
VAR SN (322742113 8) . ZOFKIZOWTIHETEAHTHS. 7=
720, BRNIBIDZZEMET =2 13072 &, E6RIEEET — X OEREPLE
ThoHEEZT.

1.5.2.2.7.1.2 EEREEREREFEFLE, BEORERICHE--ER
1LEERFEEESR

WK B PR 265 TTT AH LEGERBR(CA012-0)TlX, ABI-007 Bf ; 28%(63/229), % % YV — L& :
35%(78/225) & # % V — AR EE R A EFRN Lo Tc. TORBROEZ, FITFFY—
IVEED DY ABI-007 £ L 0 BHIE 72 i R ERIME DB N E -T2 ENRE Th o7z (#
X — URE 21%(48/225)%) ABI-007 £ 10%(24/229))  (CA012-0-CSR, In-Text Table 97) .
FHRICPEREMZ L R LCEERAEFRIIMIC R o7, HTORBRITWEEL b
FIFEEEC, JRIRICBEEDNH D & Bl SIVTIEBNT 1 BIDI (F %V —)LjE) ThoT-
(CA012-0-CSR, In-Text Table 96) .

2F&5H 1k

BHWER O &5 2 ik L= B OEIAIL, ABI-007 BED 7 A 1%(15/229)2%f L, Z %V
— IVBEIT 4%(9/225) CThH o 7=, TOERE L TIE, FICRMERTE = 2 —n Ry — 03B HEE
DFEZE D H D EFE Z Hi7=(CA012-0-CSR, In-Text Table 99).

IAEHE

BIER O 584 &8 L7-BE OEIA X, ABI-007 LD H A 6%(14/229) (2% L, # %
V= VEEIL 4%(8/225) Tdh o 7=, TOERK L L TIE, EICKRMMERE =2 —n /80 — 03B
JEDOFEIZLDbDLEEZ LI (F2.742.1.5-6 3R) .
1.5.2.2.7.1.3 ERERREBEE L /N1 2 LY A VDR

WICKERIR S 11 AH L e BR (CA012-0) D ER IR R AAE DR 72 &, AFHFERIBAED 7 L— | 4
DOFBERIZE LTI ABI-007 BRI LR X & — VEE T 22 72(CA012-0-CSR, In-Text Table
72). F1o, MIGMAEHEOFEER 2 X Y —AFRZB N T—E L TEh->7223, ABI-007 BT
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X295 L EARB N0 o7z, Z¥ Y —ABECIIAERS L U CibEHE LR o®En%
Mol (2% Y —VRE 7%% ABI-007 £ 1%, p=0.003) (CA012-0-CSR, 344 H) . ZEK L L
Tl #X% Y —VERCHWHREIBREAT 1A NEORTEIEORENER L T\ HHENH
¥ (Rowinsky EK, Eisenhauer EA, et al. 1993), /X7 U ¥ XV VTN LA EFRTIIRNI &
5, ABI-007 TIXEAMEICB T AMEICIT bRV EB 2 b,

fth D MR A R & R L FRAEE RN TN CTH, MEEMICFHCEE 72 5 2T R o7
molo. [FARRIZASA Z vt A CREE, DERPTRICOHERZEN A ONRN-T (2,744 5
) .

1.5.2.2.7.1.4 BEOIAVISATUR

RICK B PR 265 111 AH EL B EER (CA012-0) K OV [EER IR 55 11 AH HEiEBR(CA201) TlE,  MifkBRk
EBIRREDO AL T TAT U ADPD TRAFT, [EREMEGHEEICED TR G ED 90%LL %
P 5 X7z BB X CA012-0 #BR T ABI-007 £ 96%, # % Y — /L 94%C, CA201 RABRTi
ABI-007 £ 83%, # XYV —/NWEE84% ThH -7 (2.7.4.1.2.1 BHF) .

15.2.2.7.15 AEY—)LE ABI-OO7T DEEHETOAT 74 ILDEVDELEDH

PRCK i PR 35 T AR HEHERABR(CA012-0) S OV G IR 55 11 AR EEEGRBR(CA201) D7 — Z 1%, i
IR BRI & 72 2 EE G EFEG OB K OVEHR OfkferE (H 1k, J8&E) 2 B & L 72 ABI-007
DEEMTH X — NI RTEL RN EE X LT,

IHNETORBBENGHW LT, HEOHFFRRORBBLRITITZ F Y — /I TIT S
DOENHLIDD, TIUIEMMEETE = 2 —a Xy —, B, g, N, WL, 5898/K
JEHIP ONZ DK E W o T2 A ERERTH -T2, TN OFEEFEFERII OV UIEEDIEFNIE
Wi, WUE, WE, #E5FIETHZ L TRET DI EAMRIN TV,

LD Z & v 6 ABI-007 DA FFHL K OENWERITIRR O L CRICERRA 72 R 72X
BN EFEZ L.

1.5.2.2.7.2 ABI-007 QERHETO T 7ML

1.5.2.2.7.2.1 T—2tvhk

ABI-007 O Z2MEZFHIT 5 9 2 CEERT — Xty ME, BWCKERRE 11 48 iR
(CA012-0)TH D B %, LT OFHMIIIAMERZ FI1T/TH> 2 & & L.

WL RS L AGRBR DL 2T — 213, 200344 A 7 HORS CHEE LT —X 1> b
(N=229)% & L AZfRMT S 4v7-. WOKERIRES T AH HEialBR(CA012-0) Tl, FEPEhigsliR417 -
7212 Bl T — 2 B RS L2 MR T RE 22 REERT & L C, MAEARITB SR X7z 229 fi &
L.

1. BRCKEGER 5 I AH L EBR(CA012-0)7 — # & » b (N : 229 #i)

260 mg/m® D 3 M = L Bk (REIER < 30 4)) 12T ABI-007 O BARIEE 9 1 T2 SER
MHEIRDT—HEy b

RAAHKN D2 M2 T2 72 DI L ISR 2 DOROK THEM S 7z ilB SRR LT
TEpRENT =2y b ORLALTERIZON TS Ltk & O TRkl 21T > 72.
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2. ST L WEEOTET =4ty b (N : 445 )
3P T LB HE GRIEEER - 30 4)) 12T ABI-007 O HMEEE 5 FTERIN LR 5T
— Xty b (WCKEEARSS A LR BR(CA012-0) TERA: L 7= 3R EhaE kB FB g 12 41l &
&)

3. A REMET %%y b (N: 789 #)
3 2L B HIE N OER B GE GSIEEER © 30 43) (2T ABI-007 O BUM#EEE 9 (7=
EFI 7D T —X &y b

1.5.2.2.7.2.2 FEEROBTOBRKBREBET—2 DY KWLIZDONT

HEERIZOWTUIERE(LERM ) DGO H - - FHL % NCI-CTC 7' L— R HWETE
B SR FHE 2D D2 7 L — ROFEICHE > CHEAERE 2 3Ffi L7-.

L2, MmigmrEicBa L T, BEEEMNRIZLTWVD Z ENDIRBRETEMS 7 L—F
DIRNFEGUIHRE 1T L 2N EFE L, @M E T2 RN H - 7.

ERRRRAAED 5 B MiR/ B8/ X7 A —42 (I HERBUE, B iMmERBCME, &, s
SiE, U NEKBAME) IZOWTIRBRELEMARE LA EFR TR, BRRAEMET
— %75 NCI CTC BUEIZHE » TRlfli L 72 A EFR 2NN L7z (FRtot s va v
1.522.823 &) .

1.5.2.2.7.2.3 HIEMN 0.38% LU LDEER—%

— AT, 91,000 BlOZEVET —% &> hTHIUE, K300 I 1 FIOESTRET S
BWERZMRIMT 52 &N TE 5 LB 2 51TV % (Fletcher AP, et al. 2006).

LR OERENT — 2 v b OBEFT 789 Bl HEF I TEY, I 0.38%0D
BIVER % 95% DR THRINT A2 ENTEH LD THDH LB, HBUBEEN 0.38%LL LD
TER %3 1.522.723-1 (TR LT,
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F 15.2.2.7.2.3-1 FCKEGKRSE Il HHEEEBEER(CA012-0), 3B L BEEZDEELRT—42 Y

FRIFMEREET—2ty T, ABI-007 [CKDBIMERFEBREMN=0.38%DER (1)
CA012-0 260mg/m*: WK ER 55 11 FH ELEGGRBR(CA012-0) T — & & » K

ABI-007 Q3w : 3 Z L EIEOFE T —F v b

ALL Pastients : §

BERAIT =Sty b

CA012-0
System Organ Class MedDRA PT HAZER | 260 mg/m” | ABI-007 3w | All Patients
(N=229) (N=445)" (N=789)*
Patientswith at Least 1 Treatment-
Related AE 226 (99%) | 439 (99%) | 758 (96%)
Skin and subcutaneous tissue disorders B3 X O FREMRREE | 209 (91%) | 399 (90%) | 626 (79%)
Alopoecia Ji B 207 (90%) | 392 (88%) | 579 (73%)
Rash %95 15 ( 7%) 30 ( 7%) 89 (11%)
Nail disorder N2l 1 (<1%) 1 (<1%) 53 ( 7%)
Pruritus % 9 FEhE 11 ( 5%) 28 ( 6%) 49 ( 6%)
Dry skin B w5 3( 1%) 7( 2%) 25 ( 3%)
Erythema HLBE 3( 1%) 4 (<1%) 16 ( 2%)
Nail discolouration JIVZE 4, 0 4 (<1%) 12 ( 2%)
Skin hyperpigmentation B 6.5 1 0 9 ( 2%) 12 ( 2%)
Onycholysis T BER S 0 0 8 ( 1%)
Nail bed tenderness JIVRJE TR 0 0 7 (0.89%)
Urticaria e 2 (0.87%) 4 (0.90%) 7 (0.89%)
Pain of skin B2 R 1 (0.44%) 2 (0.45%) 6 (0.76%)
Photosensitivity reaction SRR EBE S 2 (0.87%) 3 (0.67%) 6 (0.76%)
Pigmentation disorder BRILEEE 1 (0.44%) 3 (0.67%) 6 (0.76%)
Rash pruritic % O FEMRES 1 (0.44%) 2 (0.45%) 6 (0.76%)
Skin disorder R & e 0 6 (1.35%) 6 (0.76%)
Hyperhidrosis 2T 0 4 (0.90%) 5 (0.63%)
Onychomadesis TV i 70 1 (0.44%) 2 (0.45%) 5(0.63%)
Rash erythaematous ALEEE R 5 3(1.31%) 4 (0.90%) 5 (0.63%)
Rash generalised SHMERZ 0 4 (0.90%) 5 (0.63%)
Dermatitis DS 0 4 (0.90%) 4 (0.51%)
Night sweats BT 0 0 4 (0.51%)
Rash maculo-papular BOR B2 1 (0.44%) 3 (0.67%) 4(0.51%)
Vitiligo A B 0 0 4(0.51%)
Hypotrichosis B EIE 0 0 3 (0.38%)
Nail discomfort JND A% 0 0 3 (0.38%)
Pruritus generalised L5 VEE D FEIE 0 0 3 (0.38%)
Rash macular Bk e 35 0 1(0.22%) 3(0.38%)
Rash papular iR 0 0 3 (0.38%)
Skin lesion F2 RS 0 0 3(0.38%)
Swelling face P I AR 1 (0.44%) 1 (0.22%) 3(0.38%)
Nervous system disorders RREE 167 (73%) | 302 (68%) | 522 (66%)
Peripheral neuropathy Ktk = = —m Ry — 155 (168%) 189 (42%) 189 (24%)
Neuropathy peripheral K= 2 — 8 — 0 8 ( 2%) 139 ( 18%)
Neuropathy —a—m Ry — 15 ( 71%) 36 ( 8%) 111 ( 14%)
Hypoaesthesia RS 43 (19%) 68 ( 15%) 90 ( 11%)
Paraesthesia SRR 29 (13%) 50 (11%) 85 (11%)
Peripheral sensory neuropathy AWM =2 —a %0+ 6( 3%) 32 ( 7%) 52 ( 7%)
Headache TR 7 ( 3%) 20 ( 4%) 50 ( 6%)
Dysgeusia PR 6 ( 3%) 8 ( 2%) 43 ( 5%)
Dizziness HFEEDE W 8 ( 3%) 10 ( 2%) 30 ( 4%)
Peripheral motor neuropathy FIEMEER = 2 — 2 /X0 1(<1%) 1 (<1%) 13 ( 2%)
Ataxia S 4 ( 2%) 4 (<1%) 11( 1%)
Sensory disturbance JA T e 1 (<1%) 8 ( 2%) 8 ( 1%)
Somnolence fEH R 3( 1%) 5( 1%) 8 ( 1%)
Polyneuropathy LR = a—na Xy — 5 (2%) 6 (1.3%) 6 (0.76%)
Areflexia S SREES 0 0 5 (0.63%)
Dyskinesia ARV — 1 (0.44%) 2 (0.45%) 4(0.51%)
Hyporeflexia BRI 2 (0.87%) 2 (0.45%) 4 (0.51%)
Neuralgia i3] 0 1 (0.22%) 4 (0.51%)
Sensory loss EYREES 0 3 (0.67%) 4(0.51%)
Syncope S 0 1 (0.22%) 4 (0.51%)
Dizziness postural RAEED F 0 0 3 (0.38%)
Neuropathic pain R MR 0 0 3 (0.38%)
Tremor PR 1 (0.44%) 1(0.22%) 3 (0.38%)
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% 1.5.2.2.7.2.3-1 FCKEEERE Il FAELESGHER(CA012-0), 3B EREEDEELRT—4 1Y
FRIFMEREET—2ty T, ABI-007 [CXDEIMERFEIBREMN=0.38%DER (2)

CA012-0
System Organ Class MedDRA PT HAFES 260 mg/m° | ABI-007 3w | All Patients
(N=229) (N=445)* (N=789)*
General disordersand administration |[£&EER LG
site conditions &5 RFTRRIR 111 (48%) | 238(53%) | 473 (60%)
Fatigue % 55 27 (12%) 70 ( 16%) 249 (32%)
Asthenia 4 /) i 63 (28%) 93 (21%) 131 ( 17%)
Pyrexia BN 19 ( 8%) 66 ( 15%) 99 ( 13%)
Oedema peripheral R PETE 13 ( 6%) 17 ( 4%) 72 ( 9%)
Mucosal inflammation FERE D R E 14 ( 6%) 23 ( 5%) 53 ( 7%)
Pain 3 5( 2%) 17 ( 4%) 39 ( 5%)
Rigors HFE 1 (<1%) 5( 1%) 22 ( 3%)
Oedema VI 0 2 (<1%) 21 ( 3%)
Weakness %] 0 20 ( 4%) 20 ( 3%)
Performance status decreased IHERIBIR T 0 10 ( 2%) 18 ( 2%)
Chest pain Hfa Jrg 3( 1%) 7 ( 2%) 13 ( 2%)
Influenza like illness A TN YRR R 1(<1%) 4 (<1%) 13 ( 2%)
Malaise (ISR 4( 2%) 5( 1%) 12 ( 2%)
Lethargy RE AR 7( 3%) 9 ( 2%) 10 ( 1%)
Hyperpyrexia L 7( 3%) 8 ( 2%) 8 ( 1%)
Chest discomfort RN SRY 1 (0.44%) 2 (0.45%) 7 (0.89%)
Gait abnormal BATHRE 1 (0.44%) 1 (0.22%) 7 (0.89%)
Swelling NEE 0 0 3 (0.38%)
Gastrointestinal disorders BBEE 108 (47%) | 215 (48%) | 460 (58%)
Nausea L 67 (29%) 137 (31%) | 285 (36%)
Diarrhoea il 57 (25%) 93 (21%) 205 ( 26%)
Vomiting Mg - 38 (17%) 79 (18%) 156 ( 20%)
Constipation 5 Fik 15 ( 7%) 33 ( 7%) 105 (13%)
Stomatitis 0% 31 ( 14%) 60 ( 13%) 95 (12%)
Abdominal pain HE R 6 ( 3%) 11 ( 2%) 36 ( 5%)
Abdominal distension R I 3(1%) 5( 1%) 21 ( 3%)
Abdominal pain upper IR 2 (<1%) 7(2%) 19 (2%)
Dyspepsia MR B 4 ( 2%) 7( 2%) 19 ( 2%)
Gastro-oesophageal reflux disease B A E TR MR R 1 (<1%) 1 (<1%) 8 ( 1%)
Hypoaesthesia oral O R BIRR 2 (<1%) 4 (<1%) 8 ( 1%)
Dysphagia e TR 1 (0.44%) 1 (0.22%) 6 (0.76%)
Flatulence B3] 0 0 5 (0.63%)
Glossodynia E3 2 (0.87%) 2 (0.45%) 5(0.63%)
Dry mouth N R 2 (0.87%) 2 (0.45%) 4(0.51%)
Gingival pain P 1 (0.44%) 1(0.22%) 4(0.51%)
Loose stools R AH 1 (0.44%) 3 (0.67%) 4(0.51%)
Oesophagitis £E % 1 (0.44%) 2 (0.45%) 4(0.51%)
Abdominal pain lower N L 1 (0.44%) 1 (0.22%) 3 (0.38%)
Mouth ulceration O RN TE B Rk 2 (0.87%) 2(0.45%) 3(0.38%)
Oral pain H e TR 0 0 3 (0.38%)
Rectal haemorrhage [EN; RN 0 0 3 (0.38%)
Blood and lymphatic system disorders |MLIRIS X NY R REE | 86 (38%) 162 (36%) | 344 (44%)
Neutropenia® I ER D i 181 (80.1%) | 327 (74.3%) | 562 (72.5%)
Anaemia’ 2 105 (46.5%) | 289 (65.7%) | 585 ( 75.5%)
Leukopenia’ 9 i Bk Jele i 162 (71.7%) | 304 (69.1%) | 560 (72.3%)
Thrombocvtopenia® /IR i 27 (11.9%) | 56 (12.7%) | 113 (14.6%)
Lvmphopenia’ ) L SERE? 103 (45.6%) | 205 (46.6%) | 423 ( 54.6%)
Febrile neutropenia I BWE 4T BRIV E 2 (<1%) 7(2%) 14 ( 2%)

29



VA A SV R 1.5 G R T30 B D % My ONBH P Ok e Page 30 of 49

% 1.5.2.2.7.2.3-1 FCKEEERE Il FAELESGHER(CA012-0), 3B EREEDEELRT—4 1Y
FRIFHREREHT—42 Y T, ABI-007 K ZEIERERIREMN=0.38NNDER (3)

CA012-0
System Organ Class MedDRA PT HAZESR | 260mg/m” | ABI-007 q3w | All Patients
(N=229) (N=445)* (N=789)“
Musculoskeletal and connectivetissue |FB#ERB LT
disorders ey ik i 113 (49%) | 230 (52%) | 342 (43%)
Arthralgia B & 73 (32%) 125 (28%) | 172(22%)
Myalgia 59/ 55 (24%) 129 (29%) 172 ( 22%)
Pain in extremity U 28 (12%) 30 ( 7%) 61 ( 8%)
Bone pain B IR 13 ( 6%) 24 ( 5%) 30 ( 4%)
Back pain R 3( 1%) 7( 2%) 23 ( 3%)
Muscle cramps figy Je A 0 11 ( 2%) 19 ( 2%)
Pain in limb VY e 0 18 ( 4%) 18 ( 2%)
Chest wall pain JYa BE SR 2 (0.87%) 3 (0.67%) 7 (0.89%)
Muscular weakness i IR 0 0 7 (0.89%)
Neck pain Hi 0 0 6 (0.76%)
Groin pain MR 0 0 4(0.51%)
Muscle spasms i RS HE 0 2 (0.45%) 4 (0.51%)
Musculoskeletal pain MR 3 (1.31%) 3 (0.67%) 4(0.51%)
Flank pain AR RE 45T 0 0 3 (0.38%)
Limb discomfort DU R AR J 0 0 3 (0.38%)
Muscle weakness IR T 2 (0.87%) 3 (0.67%) 3 (0.38%)
Metabolism and nutrition disorders | X3 K ORERE 16 ( 7%) 65 (15%) 165 (21%)
Anorexia B IR 14 ( 6%) 55 (12%) 109 ( 14%)
Dehydration JiiizK 2 (<1%) 3 (<1%) 26 ( 3%)
Decreased appetite AR IRGE 0 0 17 ( 2%)
Hypokalaemia KAV v AifE 1 (<1%) 1 (<1%) 12 ( 2%)
Hypophosphataemia 1KY 28 i iE 0 0 6 (0.76%)
Fluid retention R AT 0 0 5 (0.63%)
Appetite decreased BAKE0E 0 4 (0.90%) 4 (0.51%)
Hypoalbuminaemia K7 V7 2 e 0 1 (0.22%) 4 (0.51%)
Polydipsia LA 0 4 (0.90%) 4 (0.51%)
Hyperglycaemia 1 I B 0 1(0.22%) 3 (0.38%)
Hypocalcaemia KA v NfLSE 0 1(0.22%) 3(0.38%)
Hypoglycaemia AR ifn A S 0 0 3(0.38%)
Hyponatraemia K7 b U U A E 0 0 3(0.38%)
Investigations MR BRE 28 (12%) 70 ( 16%) 163 (21%)
Weight decreased IR 4 ( 2%) 9 ( 2%) 18 ( 2%)
Alanine aminotransferase increased TIT=y T
T AT =T —EHIN 5( 2%) 14 ( 3%) 17 ( 2%)
Aspartate aminotransferase increased |7 A/XT X UEET I
FT AT =T —EHMN 5( 2%) 11 ( 2%) 17 ( 2%)
Haematocrit decreased ~< h7 Uy M 1(<1%) 12 ( 3%) 14 ( 2%)
Red blood cell count decreased IR ERE k> 0 11( 2%) 13 ( 2%)
Body temperature increased &R B 5 2 (<1%) 10 ( 2%) 12 ( 2%)
Gamma-glutamyltransferase increased |y— 27" /1% I )L
Koo 277 —B8N | 8( 3%) 11 ( 2%) 12 ( 2%)
Blood alkaline phosphatase increased |/ 7 /L U
RAT 7 & —EHM 2 (<1%) 7( 2%) 10 ( 1%)
Blood pressure increased JINES e 5 (2.18%) 7 (1.57%) 7 (0.89%)
Weight increased TR EE SN 1 (0.44%) 1 (0.22%) 5 (0.63%)
Blood lactate dehydrogenase increased | Ifi 1 FLER i /K SEHE% 3514 0 0 4 (0.90%) 4 (0.51%)
Blood creatinine increased A7 L7 I =8 0 2 (0.45%) 3 (0.38%)
Blood glucose increased A7 R oA 1 (0.44%) 3 (0.67%) 3 (0.38%)
Blood phosphorus increased A U > HE 0 3 (0.67%) 3 (0.38%)
Blood potassium decreased me b U o LD 0 0 3 (0.38%)
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% 1.5.2.2.7.2.3-1 FCKEEERE Il FAELESGHER(CA012-0), 3B EREEDEELRT—4 1Y
FRIFHREREMT—42 Y T, ABI-007 K ZEIERERIREMNZ0.38NNDER (4)

CA012-0
System Organ Class MedDRA PT HAZEH 260 mg/m* | ABI-007 g3w | All Patients
(N=229) (N=445)" (N=789)*
Infections and infestations BER L OF4A BE 33 (14%) 62 ( 14%) 138 ( 17%)
Infection TG 24 (10%) 43 (10%) 45 ( 6%)
Urinary tract infection PR &Y 1 (<1%) 10 ( 2%) 21 ( 3%)
Folliculitis SRS 0 0 9( 1%)
Upper respiratory tract infection GBI 0 0 9 ( 1%)
Candidiasis H VR 0 0 8 ( 1%)
Sinusitis HIEEY LTS 1 (<1%) 1 (<1%) 8( 1%)
Oral candidiasis Ayl v X5E 5 (2.18%) 6 (1.35%) 7 (0.89%)
Nasopharyngitis AR 1 (0.44%) 1 (0.22%) 6 (0.76%)
Cellulitis PR 1 (0.44%) 1 (0.22%) 5 (0.63%)
Herpes simplex i~ L~ A 1 (0.44%) 1 (0.22%) 5(0.63%)
Viral infection 7 A L A K 1 (0.44%) 3 (0.67%) 5(0.63%)
Pneumonia Mifi % 1 (0.44%) 1 (0.22%) 4 (0.51%)
Catheter related infection AT —T VB 0 0 3 (0.38%)
Fungal infection L Y 0 0 3 (0.38%)
Herpes zoster HRE S 0 0 3 (0.38%)
Injection site infection TS 0 0 3 (0.38%)
Respiratory, thoracic and mediastinal |FE% 2%, MEiB LT
disorders ot b 19 ( 8%) 36 ( 8%) 134 (17%)
Dyspnoea I IR 7( 3%) 9( 2%) 32 ( 4%)
Epistaxis £ H 2 (<1%) 4 (<1%) 23 ( 3%)
Pharyngolaryngeal pain WEE iz B YA g 4 ( 2%) 8 ( 2%) 23 ( 3%)
Cough %0k 2 (<1%) 8 ( 2%) 19 ( 2%)
Rhinitis B 1 (<1%) 1 (<1%) 13 ( 2%)
Rhinorrhoea = 0 0 8 ( 1%)
Productive cough T 2 I ik 1 (0.44%) 1 (0.22%) 7 (0.89%)
Dyspnoea exertional S5 VR I K] B 1 (0.44%) 1 (0.22%) 6 (0.76%)
Sinus congestion IV RYil 0 0 6 (0.76%)
Breath sounds decreased IR R 55 1 (0.44%) 1(0.22%) 5(0.63%)
Pleural effusion a7k 1 (0.44%) 1 (0.22%) 5 (0.63%)
Rhinitis allergic T LR — B 1 (0.44%) 2 (0.45%) 5 (0.63%)
Hoarseness = 0 0 3 (0.38%)
Nasal congestion A 0 0 3 (0.38%)
Nasal dryness Ny 0 0 3 (0.38%)
Wheezing i NE 0 0 3(0.38%)
Eyedisorders ARFEE 11 ( 5%) 47 (11%) 103 ( 13%)
Lacrimation increased PEIREE N 0 3 (<1%) 29 ( 4%)
Vision blurred i) 1 (<1%) 6 ( 1%) 26 ( 3%)
Dry eye L 2 A 2 (<1%) 13 ( 3%) 13 ( 2%)
Keratoconjunctivitis sicca ARSI 0 0 10 ( 1%)
Madarosis e % E 1 (<1%) 10 ( 2%) 10 ( 1%)
Eye irritation AR I 0 4 (0.90%) 7 (0.89%)
Vision abnormal R BLR 0 5( 1%) 5(0.63%)
Visual acuity reduced RAET 3( 1%) 5( 1%) 5 (0.63%)
Conjunctivitis [0S 0 0 4 (0.51%)
Visual disturbance R 0 0 4(0.51%)
Eye pain T3 2(0.87%) 3(0.67%) 5(0.63%)
Eye pruritus IE% 5 e 1 (0.44%) 1(0.22%) 3 (0.38%)

31



SR SRR

1.5 EIFE3E Kok & OB 3 Of k&

Page 32 of 49

% 1.5.2.2.7.2.3-1 FCKEEERE Il FAELESGHER(CA012-0), 3B EREEDEELRT—4 1Y
FRIZMEREET—2ty T, ABI-007 [CXDEBIMERFEBREMN=0.38%DER (5)

CA012-0
System Organ Class MedDRA PT HAFER 260 mg/m* | ABI-007 gq3w | All Patients
(N=229) (N=445)* (N=789)*
Psychiatric disorders BEE 10 ( 4%) 31 ( 7%) 61 ( 8%)
Insomnia RERSE 9 ( 4%) 24 ( 5%) 39 ( 5%)
Depression 9 DI 0 4 (<1%) 10 ( 1%)
Anxiety Rz 2 (<1%) 4 (<1%) 9( 1%)
Restlessness HEHEZDRES 0 1 (0.22%) 4 (0.51%)
Vascular disorders mERE 17 ( 7%) 28 ( 6%) 57 ( 7%)
Flushing WAL 3( 1%) 7( 2%) 12 ( 2%)
Hot flushes 1FTH 0 3 (<1%) 10 ( 1%)
Hypertension SIS 6 ( 3%) 8 ( 2%) 10 ( 1%)
Lymphoedema U U NPRIE 2 (<1%) 2 (<1%) 8 ( 1%)
Hypotension BMIINER 2 (0.87%) 2 (0.45%) 7 (0.89%)
Peripheral coldness RAH 1 (0.44%) 1 (0.22%) 4 (0.51%)
Orthostatic hypotension L ST MR I 1 (0.44%) 1 (0.22%) 3(0.38%)
Renal and urinary disorders BB LORERE 4( 2%) 9 ( 2%) 28 ( 4%)
Dysuria PR IR 2 1 (0.44%) 2 (0.45%) 6 (0.76%)
Pollakiuria SR 1 (0.44%) 1 (0.22%) 4(0.51%)
Haematuria I JR 0 0 3 (0.38%)
Nocturia & B PR 0 0 3 (0.38%)
Polyuria e 0 3(0.67%) 3 (0.38%)
Urinary incontinence JRKEE 1 (0.44%) 1(0.22%) 3 (0.38%)
Cardiac disorders DfigEE 14 ( 6%) 17 ( 4%) 24 ( 3%)
Tachycardia BENR 5( 2%) 5( 1%) 8 ( 1%)
Ear and labyrinth disorders B X ORREE 4( 2%) 9 ( 2%) 24 ( 3%)
Vertigo BLERETELA 1(<1%) 3 (<1%) 9 ( 1%)
Ear pain HiH 2 (0.87%) 2 (0.45%) 5(0.63%)
Tinnitus Hig 1 (0.44%) 2 (0.45%) 5(0.63%)
Hepatobiliary disorders FFAEE R EE 7( 3%) 8 ( 2%) 15 ( 2%)
Hyperbilirubinacmia mE UL U LE 0 0 5(0.63%)
Hepatomegaly JIFHE R 1 (0.44%) 1(0.22%) 4(0.51%)
Injury, poisoning and procedural BE, FERBLV
complications B A HHIE 0 2 (<1%) 12 ( 2%)
Contusion A5 0 0 4 (0.51%)
Reproductive system and breast AERBLOLERSE
disorders 4 ( 2%) 7( 2%) 12 ( 2%)
Breast pain A A 1 (0.44%) 2 (0.45%) 4 (0.51%)
Neoplasms benign, malignant and B, BB IO
unspecified (incl cystsand polyps) AR OFLEY (Fiak &
ORY —F2EL) 3( 1%) 3(<1%) 11 ( 1%)
Metastatic pain LR Ak 3 (1.31%) 3 (0.67%) 3 (0.38%)
Tumour necrosis JE 55 50 0 0 3(0.38%)
Immune system disorders REREE 3( 1%) 3 (<1%) 6 (<1%)

VRS, HIFE L QOB RTEIEE (30 47) EHIFEL CWAEGHEE QI L) #AV 5 ABI-007 HAIR L

215, T LTV 2HE

AN, HEE LTV D AUEIER (30 4)) Z VD ABI-007 HANREEZ T, 52T LT 5 2RER

CEERRAEE D DI O NI R o oA EEGN, IRRETEMN S WEDH - 2 IICBEY 2 EHEFR CTHRER
KGBEOMBER Y v mfEE FhekiddiE, i, HmeEREE, /A iE, U o SERBE) K& O
R (B MEREGRA, dF ek, ~E 7 v el U o SEREED) IS SN D REDFRICEE L.
FEHEAOERRROBEHIZEHIT B N 1L CA012-0 260 mg/m?, ABI-007 q3w K O All Patients T, ZiLE4 226, 44,

K75 THD.

Source Data 3 2.7.4.7-20, #* 2.7.4.7-21 X v 5|f.

32



VA A SV R 1.5 G R T30 B D % My ONBH P Ok e Page 33 of 49

1.5.2.2.7.2.4 BET—42ty FRULRRBEICOELUMERUVHEESA, HTLIZTFH
LNREMDFFERERICRIZTTHE

1.5.2.2.7.2.4.1 BT—2 1ty FTOELUERUVHEESR

WEZEMNT — 2ty MBI 2RITEMFEBLER & WOKERIRES 11 F8 HLfEEA5R (CA012-0) TR
D HNTZEWERARBLRITIL TICET b D ERWTIIER U Th - 7-.

=il

B OFBRITBELEMNT — X v M (75.5%) E~FCK B EE 55 1A EL A BR (CA012-0)
(46.5%) ClHK o 72, Lo LB HEIHIC BT A hoodsiE (AfERBUME, 4 HERBUME K O
M/ RIEAE) OFBRIL 2 2OF7 =4ty METIRIEFERRTH D Z E0vh, AMOFHEHRE
DOZEDIFEKITIRHTH DM, FHxOBREEMIZHIT S ABI-007 OB #EMHITER IR & 72
TN EB 2 BT,

UbDT =206, ELeT—2t1y MUIXASRIOHRGE L2k - HEE B85
EIZCHEE LERBRNEENDD, ZORGEEMET —% v FIN=789)D ABI-007 DA%
Wra 77 A x, SEIOREE L HEHAEZ W2 FCKERR S T AR HEiGRER(CA012-0) (N
=229) ODREMET a7 7 A NVEIFERILUHDEBZOND T ENDIRMIGE (B) © %
DOMOBEWER ] OpfEE L TRALZENET —2 8y NN=78)DRERE F\\ 5 Z LIixxY
EE T

1.5.2.2.7.2.4.2 Bk, FERUVBERIZHEITS ABI-007 DEEHE (BIHEAR) D%E
LR UVHEES

274211 R L O BEFEZORIER %2R

RIERRBLR A T 5 T, MikFRIENERIZ W TIRER AR A IS < G 2 B
L7z, NP OFERICET HEWERICOWTIE, IBREEEMMGHMIIC L2 b0 L L.

CA012-0 R L 0, ABI-007 FEICHB W TREWEHBE RO E A>T DIX, BEE
90%(207/229), AP = = — 1 /3 —71%(163/229), &5 39%(89/229), 4 HERIDIE
80%(181/226), HMEKI/IE 72%(162/226), H i 46%(105/226), BHHIIE 32%(73/229), i
27%(61/229), L 29%(67/229) 2 DN T 25%(57/229) Tdb - 7= (£ 2.7.4.2.1.1-7, % 2.7.4.2.1.1-8,
#2742.1.1-9 1) .

CA201 75k L v, ABI-007 BFEIZ I W CREIWER BB D E o 7o b DI, B EIE 76%(79/104),
R = 22— 1 732 —T76%(79/104), 4F HERIME 939%(96/103), H IMLERIAE 91%
(94/103), I/ MRIBE 21%(22/103), A1 84%(87/103), ik 38%(40/104), B 22%(23/104),
D 23%(24/104), FEIZ/BE I 26%(27/104) K ONE 5 FEIE 21%(22/104) ThH - 7= (&
2.742.1.1-10, £ 2.7.42.1.1-11, #£2.7.42.1.1-12 &) .

J-0100 #ER LV, ABI-007 IZBWCREIWEMFEBERO SN -7 b DI, FHERBAE, A
ERIE, RAEMERGE = 2 — 1 3y — R OWEAE D 83.3%(10/12), IRVNTHIJE DY 75.0%(9/12),
UV RERIBDE 66.7%(8/12), BEENTHE 58.3%(7/12), HAERIBU/E K& OB M3 50.0%(6/12) T -
7= (#£27421.1-13 281) .

LEEY, Bk, FEERPAERIZBNT, 77 TIEREENE R OB EEIR O RIEH 5
ERE AONDMERRHLb0D, FIHLTWDLERDL LI NT U Z XAV HRORIE
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HAThs e bND EEZXT. BWERHOT 07 7 A MIZEA L TIE, Bk, HEEROHEARIZ
B oI TORIARIGENTIH 200, BEHOHEELOREREZED-HETa 7 7
AW, EEVRT K N OMFEEICB O TEWEH 7200, ZOMOERIZBWTK
XTENT W EEB 2T

1.5.2.2.7.3 RERUZTDMDEELGEESR
(1) E=HI

2007 47 10 H 6 H & TIZis & ONEN CTIHHE S - 2R HER s S s E H-EILE
1251 CTH-7-.

Z D5 LEWERD 151, BHWEHLS D 110 - Th - 7-.

BIVEF &b ST BlOFEMIZ 7 3 v 274213 IC5E# L, BITEFRLIAL & HIlr &
NI FIOFEA (CIOMS X% SAE LAR— b)) 1%, 53.8.1.2 1T L7,

BLEAR TR IS ST HNC DWW T 2.7.4.6.3 ICFEM &2 ZC# L7, BIVER LIS & )k
SN H O (CIOMS X1 SAE LAR— b)) 1%, 53.8.1.5 TR L7,
W SNTFETHNT L0 MR REABR X% 7 — % & » [ (Company Core Data Sheet:
CCDS)DEHIITATHOIL TRV,

Q) DO EE L EFER

1) Afmz BT EERAEFR

2007 4 10 A 6 H E TITWs L OEWN THME S - 2R ClE s TEmag )
T BERAEEZOHIISEThH-o72. TOOBEIWEMIZBETHY, ZoOH Me
2.7.42.1.4 \ZFEHE L, JEGIOFEM (CIOMS XX SAE LAR—F) % 5.3.8.1.3 IZ¥sff L7-.

T/, BWER LIS 22 o —ElZ oWk 15 2.7.4.7-25) (ZRe# L7=.

FLEIRTEZ IS Sz TEMmEZ &)1 ) BEERAEFRENEM)IZ 2.7.4.6.4 IZFLH L T-.
[tz od ) BELRAERFLEIER) O (CIOMS XX SAE LAR— ) £53.8.1.6
(AT LTz,

2) ML) RO TEMEENT) DA OEELRFERER

2007 £ 10 A 6 H E TIZA K ONEN T S 7o 2R THE Sz BIfER X 457
HThHy, zo—ERE 1£2.74.7-26) I[ZFHE L.

fLERGER ICIE S [T RO Eaz2g0d) DAoEERFESRS (RIER)
DO—E%h 13274737 ([ZrE# L7,

(3) ENE ITHRBRICE T 2 HEERAERFR

EEALAEERZORE L3 HE I L HRGIEJ-0100)TIE 11, mEF55:0-0101)TIX 4 4T
Hol-. BERHEEEZOFEMIONTIL 2.74.2.1.4 |[Z78#H L, JEFIOFEH (CIOMS ik SAE
LAR— ) & 53821 IZIRfF Lz, A R OVEMEE N T HERAEFZOREIT R0 -7,

WEIEIZ OV TIE, FAUCEEZIBEUENBET D HFOEEME N 72 Z i, IR 2
B L CIEKREORM SCE BN ENT-.
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152274  ABI-007 XI[EZ £/ —ILIZCER o N HEXIEER

ARIEIZB W TIE ABI-007 3L & Y — /W2 AL B L 5 BER R EIERIZ 2T 789 Bil v o> 22l
TERBEEL, ERREWEHOBREICOWTITEIED X XV — VOIRMGE (2007 47 A
BET 130 @ [ERAZRREWEMR] 22F L LTER L. 2k, RETRHE LICERZRRIE
ANZOWTIE ABI-007 OFfSXCE (R) o THERZEEM] OB LIEEWRE S5 Z &
LTz

HARRREIWEMAEGR A 53532 ICIRfF LT,

(1) A BRI 55 0> F il

BUEE TO ABI-007 238 5 S =i a7 — 2 & v o 789 FlHC [ i Bk
(Leukopenia, White blood cell count decreased) (72.3%), #f ™ EkJi-)(Neutropenia, Neutrophil
count decreased) (72.5%), &lfl + ~%F 7 & £ 2§/ (Anaemia, Haemoglobin decreased) (75.5%),
~< k27 U v M) (Haematocrit decreased) (1.8%), 7ZRIfLEKIEV (Red blood cell count
decreased) (1.6%), IfiL/IMi 8/ (Thrombocytopenia , Platelet count decreased) (14.6%), LI BRI
b (Pancytopenia , myelosuppression) (0.3%), 3& 4T HH BRI iE (Febrile neutropenia) (1.8%)7%
Rtz 2% —L & OEEERRE R 5 ABI-007 O4f P ERIBUME OB, HAMH
T2 XY —ZEDLBDOTIERNWEBZ OGN Z L0 b, REKOFRBERFOHEICE L T
%Y = LFEIFRIC ABI-007 DU ICGE (%) 18 DRIHIEOBIE 2 01217, RE D
Wb EITIE, BE, REEEURLEZTTO 2L, ] LR L.

(2) RIEFFEFRE T, PR

BUEE TO ABI-007 2348 5- ST E L BT — 2 & v b0 789 il I Rk e &
(Neuropathy peripheral, Peripheral neuropathy, Neuropathy, Peripheral sensory neuropathy,
polyneuropathy) (63.0%), J#&J&(Peripheral motor neuropathy) (1.6%), Ji i (Hemiparesis) (0.1%)
DR,

2%V — )V TIIRMMPREE NI LSE, RESTikk, B ARUNICSET S 2
& DNE B 3TV 5 (Rowinsky EK, Chaudhry V, et al. 1993).

ABI-007 {2 W THRRRRDEEDOND 7 L— F 3 ORMMRTE = 2 — o /S —2 388 L
1224610 55, 71— N1 3032 F TR 28R O RE1322 B Th - 72 (X2.7.4.2.1.1-6
Z) .

FERIOFHRIL 175, 260 (FOKEGF T I FEHLEGRER(CA012-0) K Of 300 mg/m” D &
TEINZEH 25.6%(11/43), 71.2%(163/229) % ) 66.7%(42/63) TH 1, HEKFHITH-71= (&
2.7.42.1.7-6 M) . FIZ, WCKERRSS I AH LI EER (CA012-0) TIE R MR = = —m /%
T OEEEITRBRGEICHBE L TEL R2EmA R S (X2.7.42.1.1-5 28) .

LbEDZ LinbEZ, ABI-007 (2 & 2 RMEET = 2 — v /S — ORI & HIEEIT
MEEIFETHD Z &0, BIEE 01TV, HEEOFECELIM OIERFIT XV fH~
DBEIIECTHISZHE LD L O ERRELITH)> 2 L & LT

AR, BUEE TO ABI-007 23 M5 SN ELZ BT — 2 v b0 789 il
DHITNRWDR, XY = LVORMITEICTHHDEH D Z L6, FANZBWTHIEBTER
YR EFEZ, TERZEWEH OHEIZRHETLZLE L.

B) Yavy, TFH7 4 7% —FER
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BfEE TO ABI-007 G- SN EREMET —2 2y bD I8 FIHICT F7 4 T F
—ARAELR (Drug hypersensitivity, Hypersensitivity)2s 4 £51(0.5%)Z 78 Hi17=.

ABI-007 |Z%] 3 2 BUEN I L= 8A121E, FFIOBE %2 ik UGl 22 0u@E 217 9
ZEELrk.

(4) VEMEMIZE, ARAEIE

BIEE TO ABI-007 B3 G- SN A L a7 — % &~ b o 789 I RV EMEMZ
(pneumonitis) (0.1%)23 i 672 Z &, F7z, BIERTHZIC 1 G SN2 &b THRZ
BITER ) oHEICREETIZ L L

JARAHERE IZ D\ CUE, BLEE TO ABI-007 G- S AReEMET—% & v Fo 789
FIFIZERO TRV, X%V — L ORMCEICGEHEPIH D Z ENDLEAFNZB N T
(ERZBIER oEICRETL L L

VB MR 202 2 CHIRER % O R ORI A I CR OB 247\, FEBUE 2B
TLT—HEWETD.

(5) VEREL 550 RE R

BIfEE TO ABI-007 5 SN ELEMIET — 2 7 v b D 789 HlHIZFRD HAL TR
V. BB OBIEIZBA SN TIZRWD, XX Y — LOIRMCEIZTEEHNH D Z b, KA
ICBWTHIEBENR ) 27 &3 %2, TERZEEM] OBEICRETLIZLELE

(6) LAEIE, o o MMELAS, MAEEEE, MR, ARk, Mt ik
BI/EE TO ABI-007 3 - ST B L etk T — 2t > b o 789 FHlHIZ 5 - i LA 4
(Cardiac failure congestive , Left ventricular failure) (0.3%), ‘[Mz3E [%E%E (bundle branch block,)
(0.3%), Hfi%EF2(Pulmonary embolism) (0.3%), X245 (Ischemic stroke) (0.1%), HiiZK &
(Pulmonary oedema) (0.1%)23 . b7 2 &b THERZRRWER ) OIIZF#T 52 & & LTz,
DFFEZE, MARMEERIREIC OV TIE, BIEE TO ABI-007 N &5 S B r etk —4
T b 789 BIHIZERD LI TV RV, XX Y — LORMCEICRER S S Z LD
NHEGOEEMEND, AFOBENY 27 L2 T TERZEIVER] OEICRHET D 2
L& L.

(7) FEWE, HOE

BIfEE TO ABI-007 D% G- ST ELRRMT — & & > kD 789 HilH I Z#EE (Deafness)
(0.1%), HE(Tinnitus) (0.6%)28 . 572 s TERARRIER OEICEH T L
7-.

(8) THLEEESE, MFEZIL, W& i, MbEEE

BI/EE TO ABI-007 B3 G- SN LZetT — % &~ b o 789 FHIZH(L A i
(rectal haemorrhage, Blood in stool) (0.6%)23 7. b7 Z &b [EHRARRIWER ) OHEIZFEHT
HZ & & L. WREEE, IBEZIL, HEEEEIC OV T, BIfEE TO ABI-007 23 %
B ENTREREMET — 27y D 789 FIHIZFRD LIV TV RN, ARFNZIBWT HIEEL
LS55 B, TERZEWER] OHEICHETHI L L L.

(9) BEERGX

BfEE TO ABI-007 D& 5 ENTMELRMET — % & > b D 789 HilH ARG
(Clostridium colitis) (0.3%)23 B 5472 2 &b TEKARFEIWER | OIEIZFEHE T2 & & L.
P RAGZR, BMPERBRIZOWTIE, BIfEE TO ABI-007 A H S cRE R etET
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— Xty D 789 FIHFIZFED LIV TV, XXV — /LORMCEIZGEELH D Z &)
LAFNCBNWTHBENY 27 L& % [ERARREWEMR OHEICE#HTI L E Lz
(10) WHEPHZE, R e

BIfEE TO ABI-007 5 SN TR ELEMET — 2 7 v b D 789 HlHIZFRD HAL TR
WS, B XY — L OFAT CEICHEEHADH D Z EDOLARANCB N THEEN) 27 B2 [H
KREWER) OB THZ L& L.

(11) IFrgnelEs, PHJE

BIEE TO ABI-007 B G- SN AL atET — % &~ b o 789 I T RERE
(Hepatic disorder, Hepatotoxicity) (0.3%), ##iJE (Jaundice, Blood bilirubin increased,
Hyperbilirubinaemia) (1.1%)23 & 5472 Z &b THEKZREIER ) O T2 & & L.
(12) %

BIfEE TO ABI-007 5 SN ELEMET — 27 v b D 789 HlHIZFRD HAL TR
WS, B XY — L OFAT CEICHEEHADH D Z EDOLARANCE N THEBEN) 27 B2 [H
KREWER ) O THZ L& L.

(13) BHEEAE

BIEE TO ABI-007 B3 5 SN oA ZeT — % & v hD 789 BRI 2B AL
(Renal failure acute) (0.1%)23 /572 Z LB TEHERRRWER  OHEICHETHZ & & L.
(14) FZJEREIEIRAEMERE (Stevens-Johnson JEMERE) , FHERIEFR ZEESEAE (Lyell JEERE)

BIEE TO ABI-007 5 SN ELEMET — 2 7 v b D 789 HlHIZFRD HAL TR
WS, XXV — LD SCEICGEHEA D D 2 E RO INOLEROEENND, KHDOLE
U A7 2 TARAICEWN TS TERRREWER) OHEICEET &Lz
(15) FEAE M (i PN e [ E A HE(DIC)

BI/EE TO ABI-007 3 - ST B L etk T — 21 > b 789 HlHIZFRD Hiu TV
W, BV — VO CEICE#EADH D 2 E RN NS EROEEMEND, AFIOELE
U A7 2 TARANCEN TS TERRREWER) OHEICEETI & Lz
(16) AR IFRIE

AR R D JE ] — B A 3R 1.5.2.2.7.4-1 ITR LTz,

ABI-007 5D B 72 etET — 2 v FN=T8SNTHAAALTZBRED H b, 1R IR
% BRI A # o (Facial palsy, Trigeminal neuralgia) (0.3%)73 7. 54172, 2008 4= 9 H KE 5L T O
ST ORIERTE% M R G L2t T — 2 7 v F(N=789) LIS DikBR ) & DIFHM A & D, 29
BIEFE SN/ Z &, ERBENRTIESNIERA bHRE SN TND I EEBE L, IRMNGE
(%) o TERALBEWER] OBEICE#HT S Z & & Lz, ABI-007 OHERETH D A
TG BT 2 MR R & D BEEMEIC DWW T, ABI-007 DR 5IIEZ H5NDHH DO,
AR SAG IR 1 DMFAE LRI M 2 B R T 27200+ RERA S o T b3, Bl
IR TR 72 ARG DAL TR, IR R RSB L2 DU TG O FEE i H AR R A
ICCRMOBIZ T, BEERICET 27— 2 2INET S.
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& 1522741 RKEEREOES—E (1)
EHES , BEAEIRES 1L e i % UGE | [Ed
| e B U T o [ | AEELE | i | £ O En| emmmer |,
EES | e | MedDRA - [fEH| o &i;;% JUE | (MedDRA B\ | > o) (B R .
() P4 i . - PTAFR) A% (EUAEE
1| ABOSO12 | % |[#sBtE  |(AYIEES,  |DR| 100 | 6doses |HIk [WfAlFHiRREL | 29 — | C | 6 |thoyxymREwEE  FiE
ABPAL-05-0276 | 675% | SLi% HURIRET £, mg/m’ (FRIEL) &R AA Hi fi
(%S BB PR E N CTAF v
ERTV5HZ 2:73> B - FORIR
b AR B 2 b | FEEIT LT
na e L b7
L
2| ABOS0133 | B |dmASEEE, |(WDRZAR [ TA | 230 | 3cycles |fkfE (B mARRRER| ~ [FHHE| S0 | F | 5 |[4RERE (NEENR| SESAERE 2 5
INT16-05-0123 | 627% sl Ri | bk mg/m’ |(1440mg) i M) L0 B 5 e Lt@JﬂFﬁ
(INT) (A, (557 I e 7 Eibhb B GRR
FMGHLIE, )
M~V =T
3| AB0S0134 | B |HUEEEE, (GO | A | 230 |4cycles |fGE SR ARARRIR| ~ |[EHE| 90 | F | 6 |BGAREE (PIRABIR| B A )
INT16-05-0124 | 687% |l |(F) PR, M mg/m’ | (960mg) i NEE) L0 BhER| G L LBk
(INT) AN (i AR Zxbohd R G %
AR
IR
4 | ABOSOI35 | & |HWRSEAE, |(AVBERR | TA | 230 | 2doses |k [EEAmARRRER| — [[ME 363 | F | 4 |[RERE OMEER| SESAERE 2 5
INT16-05-0258 | 647 [J A~ 8 mg/m’ | (849mg) L Pfeh) L B |4 v Ltéﬁﬂfﬁ
(INT) (A2 Exibhd B GRBR
5| AB0S0136 | B |HwEEERE, |(A)EME [ TA | 192 | 2doses |PUE |[EBIHEANREE| - [[EHE|200 | E | 4 [RGB GMEENR| SESEEE & 5
INT16-05-0259 | 607 [ 1451 mg/m’ | (820mg) i WG L0 B |4 & LBk
(INT) (A2 Eibhd B GRBR
6 | AB0S0137 | & |f0HEEsE, 1A | 180 | 3doses |Mkft |t BIE | # | C | 4 |[BHREE GMABINR| B & 5
INT16-05-0255 |61 [#7 A~ mg/m’ |(1000mg) (Cliagesiisa) 220 NG L0 B |4 & LBk
(INT) Exbhd B GRBR
7| AB050140 | - |fUnHEERE, A B | Mg (2 BUE AR | R Y | 4 ([GRE GMEEINR| SEGHE & okt
INT16-05-0252 | - |7 KoL T 1 MEE) L0 BhER| S & LBk
(INT) B (RS Hxbhd B GRBR
8 | AB050268 | % |EEBtE  |(ME)RE K, | DR | 100 | Weekly | Hik | il 14~V k| 194 | Alel F | 3 |[OBERREZG|HEMRI (%
CA013-05-0020 |557% | L mEET 7V mg/m’ i 1 NBN, foZFHHEI V14, A
(CA013) —vayim (BRI IARIE) VR BRI AR %) MR
YRR FICARR MR I E | Fi b B
(il ve BHE STV 5| RO T
L, ZEmb, BEEO| b5 R
BRI, B L 75 & | MR R OV
L, A T B | TR O R
BB IE, B DEAZYEETS. |MTRiEFE
PR PR 1 Bh5.
A= 2 —
A ]
9 | AB060I21 | & |EEEME DR [440mg | 11 doses | 1k [~VIRER 232 |5 AC| 1 (B2 L WG S| Wi B
ABILS-06-0013 |63 | #L##% (4840mg) g T N e | TWAR, o]
(HEHE) KA = 2 —] 183 |k N | 1 |RETET, f
o8y — DY ESING P
(Kt =2— [RIRR\Z AR A C K A
wiF— | PRI AN X
WRIKT 183 N |1 [hTwsZéns
(IR AREEREZ DN
%
10| AB060123 | % |EBliE  |(A)BIHE | DR | 220 | 8doses | HUIk [~k 156 [#| 72 | C | 6 |ADHESWIEAV| DEEMAL
ABILP-06-0225 |637% | 7L B, B, b mg/m’ |(3200mg) (e R A N N NAY A N ARG X2 E A,
(HEHE) RIE AR E= K= 2 — LESTS N | 6 |iC&BATREME S % [ HIRFADE
22— /"F— Ry —HE 2NN, s
(R = 2 — A A L [FRE
1/8F—) (ARA TR R
WEE R HE Sh T
W5 ENBARA
CLAARERLE
Zbib

1) MEE, d&k, B8 L7223
)AL, B AmEET,C:

3)1: Btk L, 2:

L55BRAR L, 3 W

BEDHY | OWTNHOEIRXS S %77,
s E : ABUABER, F : ZOfth, G : JeREHE, Y : EEGHEAI), N @ JEEE
BB D, 4 ZHBRGHY,5: BRHY,6:
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£ 1522741 RKNHBEREOES—B (2)
EEEE y BECEIE 1% . i HE o [EFil
S e I e R L e T .
EHES TR o | MedDRA TR | B 5 f %‘.L%) MiE|  (MedDRA  |BH K5y | @ ,&‘5 R JIHEER
(1) PT4 4 PTAH) | A%k =B 3
11| AB060I31 | % |3 DR [430mg | 17 doses  [fHks5E [~/LIFREL 35U|RE —~ | C | 7 |VANVAEROFRE | WEE : Bl
ABILP-06-0256 |627% HIZHEH (BRI il HHHEZLNDR, |Hl
(BHHE) (7740mg) AH & OB ST | FAEE T A
ETERN NAFNZTH
EHZ RO
%)
AF kgt
ki L
12| ABO60138 | % |SLEEEEANI|(B)FHsRs, 5| DR | 260 | 15doses |Fik | {4 ~ v fR| 9 |k C | 6 [z MHL
ABARR-06-0319 4375 T, g mg/m’ | FIZRE LS TARRRIBREL | 310 IR AH T AR
(A PR AT (7050mg) (i Y N A N |IREEERR S ST
KM= = —| | C |6 [WEZEhbmh
/8y — 310 NEZHND
(KfftE=a—
D/x“?’»«)
13| AB060141 | & |#sBtE | (BE)#%4Em, 7| DR [150 mg | Weekly |t |Bifimethes | 292 |BHE| 17 | F | 3 |AFEBROMCHE|E M E R
CA025-06-0322 |51 | LI YR (R TR ) Lz DERAE DIFRB | Vinorelbine &
(CA025) (A )NaBEds, NG REGETE R |OREMERE
BT HE Z6h5b
HIFE AR Ho
A= 2 —
a0 /NF—
14| ABOGOI6I | % |HEBtE DR (263 mg | Weekly [kie |HifIMEES7, SA4| 257 | Rl E | 1 |fhos 4805 L (e 3-8
ABX06-06-0318 [517% | 7L## (5263mg) R SR i} IR A T AR (B2 b O
(ABX006) €233tk PRSI ST CT: 5 8 95
PRI WA Z EiphaRE (A7 L
KRtz —| % [RE| - [E |7 [#BRBND AR
8 — 130 | mLEMEL
(KftE=a— o,
D/\“a'——)
15| AB060172 | % |#sBiE DR | 367 |15cycles |FIk|ER-IVERE | £ |R1E F | 6 |OERIIFFETE
ABMIT-06-0387 |537% | $L## mg/m?® | B IZHH (BRI | 430 ERR O
(B (260 |(5505mg) Hl & FBRIAAI TR
mg) TR s &
NCNWDHZ Einh
HEMEAEZHND
16| AB06018S | & |dsistt DR BhR |k |- SVIRE | A | RE F |7 |SBRERAZZS FIEHICL S
ABNCR-06-0413| — |%L## RH (FERRE) (400 | | | | N5, BEIRHELIS = 2 — Ry
(B X OEXIN| % (KAl F | 7 |OHEEEOHEL|— 2k LT
it R 460 | 18 FNTHDHN, K|\
(% 5P Bt SUFHTRRIC K A
JRRAED) RIEEOH BIEE
TEAN
17 AB060218 | %& |FLEEH54MH DR | 260 |14 cycles |H ik [BEEMHERREL | 191 | R[] C | 7 |#hog x4 5AL MRENER
ABAZG-06-0515|557% mg/m’ (B TAR RS -} IR AH T AR (AP A E
(BFHE) REERRE ST
W5 Z LD alfENE
NEZHND

1) MElfE, @, BE LERBREBESH D ] OWTNrOBRIFXS %277,
2)A :ET,B: EmEET,C: BEEE : ABYABER,F : TOM, G : e X, Y : EEGHHAHE), N : JFEE
3)1: PR L, 2 ZHBRR L, 3 AIEED V4 - ZHBEH Y, 5 BIEH VD, 6 HETE W, 7 0 RH -« KL
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% 1522741 [NEZFEEOES—ZE (3)

EHEE , BEFEIRES 1 . e 5 S [l
e I B s e T .
EHES || e | MedDRA - IgH| B R %@% JURE| (MedDRA - |RBL|DCY| 0 |IBOR s
(T HRIR) PT4/ 5 P4 | A%k A% )
18| ABO70137 | % |t DR | 100 | 48doses |Ffil|AHRAREL | 590 | KIEI| —~ | C | 6 |thorx4 /@Al (HEE  BE
ABNYL-07-0527 | ~ |9 mgin’ | BICHE (BRI RS FRSAL) [ BRI AR TR | A
(BF#E) Day 8,14/ RREEER R ST
338 WA Z Einb et
DEZLND
9| ABOS0I33 | % |EsBME  |(A) 1 EMERSE| DR | 85 | Weekly |HkfE| -~V 196 | B~ | N | 6 | X3 mEL | BRI A
ABCAS-08-0093 | 597 | L , RILE, R mg/m?® | (3/4wk) (BRI FRIEL) FIRRI AR TR | IR BRI O
() (3400mg) BB SN T | RS
WA Z ENDAREME| - BT
BEIHND i
0| AB0S0I37 | & | AW DR | - |B5HRi| A8 ®LA — | = | = | N | 6 [FEAREITHI U AFLRIER
ABRIP-070792 | - B (PR AFRE FRIEL) WS, & 4 | AR E IR L
(AL BUA L AR AT T & T D
R EREREE B 13720
INTVAZ EnD
AREERE A HND
1| AB0SOI3 | % [tk |(A)—-E4M4E| DR | 500mg | (3000mg) Mk | O ORGSR | 130 [RlE| ~ | N | 6 |z ®E L
ABWVP-035-0426 | 6375% | ZL#% MmRAE AR (M ORFEHR) 1 IRRIZARA] TR
(AL Za—pnRF RREE R ST
— Za—uY—=[ 130 | KE| - | N | 6 |0WAZEnbufE
il # BDEZLND
(KW= 2—
D/i’a‘»—)
FEEORS 130 [KEI| - | N| 6
) il
2| ABOSOISS | Z |#mBME | (BEVERMGRHEER| DR | 260 | (2000mg) || ~/VIRE 305 | RE| ~ | N | 1 [z 8L | B ERA
130-249-YHC | 4475 | L# i mg/’ (R RRR AR 7 FIRRICARAN TR L &l LT
(CA012) (Gl RREEERHE ST 5.
IR g, 51 W5 Z b b TR
L) DEZLND. Lk
L, fEBEmAHRIRE
OMERERH D Z &
B B 2 T
HZLiIREETHD

1) TElE, &R, BIELZARBIEDH Y | OVWTRrORRXSy 2R T.
2)A BT, B A E T, C o FE, E 0 ABYABHSER, F : T Ofh, G : ERRE, Y : EEGHITY), N : JEER
3)1:BRAe L, 20 ZBR72R L, 3 FIREMED D, 4 - Z0BURH Y, 5 BIRH Y, 6« HETE 220, 7« RB - RidH
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EEEE , BRI T i e =]
AFE (] TS| e fs| 1w %@;ﬁﬁ gy A |wfin| 2T (DTIRE CREIE |
EWEE [T PTAF MedDRA || Be5H &’%Li) AE| (MedDRA  |H([KZy| @ ‘@‘Q; B35 B
(4R PT4. 5 B PTAF)  |BH (Y ?
23| AB080189 It BH (BE) = 4ME| DR | 276mg | (6624mg) | Ak |FEHmIRRE 201 [FEl| - | N | 1 |z 8 L | ETERR
CA024-353-0243 | 563k R ot | (IR i IRRIZAAN TAA | L &l LT
(CA04) am |(B)TARAREE, RIS ST 0D
FLARBRAE AU, WA Z &b TR
KRR = EHos,  AEH
2= RF—, OWTIEAFKIR S
1grtanges FHOSMA R
ThYEFRRLLT
DM UCFEET
%
24| AB0SOI90 | fr |ME4E A DR | 250mg |(1500mg) | flk |/cEArmmRiE 2|l 0 | N | 7 [t mEe
CA005-001-014 | 507% | % Tt | (BRI IRRICARAI C AR
(CA005) RIEERRE ST
WA Z b TR
BEZHND
25| ABOSOI9I | B |#E Mk E|(A)EIMIE,E| DR (276-285mg| (2262mg) | #k | AEEELLS | K940 | RE N | 1 ({5 505 L | EfiT G
CA014-196-615 | 697%% | M RAHE | IR fIE, (K0 U 5t | (BN 2IRE) i RIRRICAAICAAERH| L & Hlr L C
(CA014) v I fAE RRIEERRE ST VWA,
(3R WH LG TR | VTR £ DB
EHDHNR, AEL|EERE XD
OFFEMEZ AT 5 (b
DITH et HE
HNTB L THIIA
Wehd, TEAM
BRI O RAE &
HERE Z A/
FIEE W) BEARR
WRTHEFETD
20| AB0S0192 | 5 |Mi JE /Nl ()W fi % %| DR [210-268mg | (2622mg) | &k | ~/LIRE 110 | A=l N | 1 | A | EaIILER
CAO15-190-407 | 817% | Hits 1k 5t | (BUmRHRRRE) i IRRICAAICAARRH | L & Hll L C
(CA015) () Wik, B i REERRE ST | VA,
PR IR R, = WHZ LD Al
JUNE:L ALY BEZHND
R g
Jif
27| AB090366 i DR M| ~VIRE 435 N1 [ i B AR
1580136 Tt | (BRI LEHIlLT
(CA023) A N5,
28| AB090060 ti B i-%rm,ﬂyiﬁf DR 9mg f& Mi=a—m S| 327 |EE| 18 | C | 3 |FEMEREZ LD
CA023-09-0066 | 67% VR =R it |—
(CA023) | RAME=2 (B=a—mx
—n RF— fiff F—)
~V=T
29| AB090367 R DR B LU 101 N |1 i B AR 2
4520065 5t | (ROEBUR) LEHIlLT
(CA040) WA,

1) TElE, &R, BIELZARBIEDH Y | OVWTRrORRXS 2R T .

)AL, B AEMmEENT,C:

PR,

E: ABE/ABEER, F @ T OM, G : SERRE, Y : ERGHIAI), N : EEHE

3)1:BRARL, 2 ZHBMRZARL, 3 AIREMEDH 0, 4 ZHBMRH D, 5 BRH Y, 6 : EETE2R, 7+ AB - Rtk

The global pharmacovigilance database COM#FRSH : MedDRA HLGT - Cranial nerve disorders(excl neoplasms), &% O* Bell’s palsy, Palsy,
g p g

Palsies, Facial, Paralysis, Paresis, Cranial, Nerve % &&» LLT

Source Data: MRS BRELES] O CIOMS  5.3.8.3.1 LV 5| H

41




VAV A R 1.5 FCJF 3T R oRke M ONBR 3 Ok fs Page 42 of 49

1.5.2.2.7.5 ABI-007 ICR 55 Z DD EI{ERA

NACE (R) o TZ2othoEER ) WIS T 2RIWEA L LTIE, 25543 OEICE
HLTHRALENT —4 %y b TABI007 ICLZRITEHTH D Z L inkEbit, FEEMN
=0.38% T & > Iz BEGW NNEREBASISIZOW TR T L2 & & L.

7272 L, FEBLENZ0.38%Th > T EKNREINEMICES LcRIWEHE B IR\,

#1.522.723-1 ORWEA Z B2 LIZFR T L7 v—b L, 3885 E2 &
L, V=72 LORBBEEZR B L bD%FK 1.522.7.5-1 1R LT,

7%, RWERARGEIZ W TE—ORIRMI SCEICHWO D HFEE LT

N cE () o IZoMoRIER] OBIZFHET 2 ROMEMRIZY 72> TE, 5%, 5%
~20%A, 20%LA D 3 DIT/B L THERF Lo R ERiH L7z,

#+ 1522751 ZFDoEIER

o~ 20% 2Lk 5~ 20% AT 5% i

B L0 BE O MORH, F5,  [FHE, GRILE, ZITE, SREAK,
R % 5 SR BUBHLAR, PPN, BTN, AR U
i i W5 g%iﬁ,wiu\, ;;;;;;;5?&,n%ute,aew,@ébﬁeaﬁ,

MARF LY v SR b

oy
) ERD

E SRR L O A REE RIS, R | U AT, MORES, A, B

s L O Jiiok (E)\ AR VT T NiSE, (KU R M E

R BRAR ART VTR UE, R Y T A fLE,
1K b U w A ME, ZEUE, &I, (K ik
ALT(GPT) L5, AST(GOT) L5, y-GTP L 5.,

Fifh R A A7 Al-P EH,LDH LS, 7 L7 F = EH,
MY o RS RERED, REHEN

2 & S U WSS, M7k, DZIk, R [, W 7 AN BRI,

B L Otk E S8, e i

AR PR 5E I E FERESE, A, AR R, biim

Tt R, RURIE, © D9

g pEE ARG, R SE AR I, WAL, i, A v

BB L OUR KBRS PR, BHIR, 25K, HEbR R, PR 2R

DR SR

HE L Ok kR Y

JHREE R JHFHEE K

G5, R X OWE A OHE P15

AEFR B L OELERE LA

TESEAL BSOS IZ DWW T, BIE £ TO ABI-007 NS SN T-RELeMET —4% & > D789

BlF 4 BB, TORIRZT05%TH -7z

BEIZOWTII 3 FINBET, 1FINFTEETHT-. EEAIZRS, 46 (R S
LSO, TESTEALETR, TESTEAAEVR) & bIERRITHEE LT

Z2 XY —)V T, ZE T ESNEHEALIZ A U7 5 & BOG 23 3650 & B LI & 5 L
T2OBLEIETDH E D recall LR HAE XU TH Y (du Bois A, et al. 1996; Meehan JL, et al.
1994; Shapiro J, et al. 1994), % % — /L CIIIA XEICGEH SN TV 5.
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ABI-007 1T X HIRIZBHH T 5 recall R O E TR EL 2T —F# > MIREINT
W22, L, BLEIRFE%IZ ABI-007 (2 K 5 recall Bi5:(MedDRA PT)23 2 il S 0T
5. Zo26Wn Ry,  [Radiation recall 5152 Th -7 (5.3.832 ) .

Radiation recall FRZIZHOWTIL, XYV —ILOTRNSCEICEEH N H D 2 & L OEKRFOEAE
Y A7 ERZTARANCBN TS EH EOFEEOZOMOEE ] OHEICEHTHZ L &L
7.

1.5.2.2.7.6 ZEMFTMmOELD
ABI-007 OZ 2R IX E N K OVESMEIRRER ) 515 D 2 2 2O g 2 VO CTREF L

7.
UJﬁ%%%ﬁ&#%%%hkA&@W@ﬁ%%%ﬂomr
FLFEZ BT ABL-007 #5512 L VB b= EAAERGIIAM, BB, 4 PERBUOE,

Emﬁﬁér,fmiﬁﬁwz~mﬂyﬂ,UVNWWQE,%D,W%,T%,%E,%
R CTholz.

A HERIEE X IR B CTh Y HEEKFN Th 572, ABI-007 OV iR LEEHIZH1T
2 i PRI E IZ k3 B BB OV TR L7, AFIO 3 Z & EIEICBWTIEE A
EDREFINMREHMIC BV THIE LR TE, SRR T D E~OREIXR N &
O, AFND 3T L HIETOREMEPHER CE & 272 (£ 2.742.1.1-18, % 2.7.4.2.1.1-19
ZH) .

KM = 2 —a R —OEEEIZONTE, X7 U XX Lo REE S5 BICHB LE
fmﬁé@m# BODLND EFZ XTI, DT, KAz IR LEEGT 558 10138l5%+

IZATV, BEEOBECREHMOEREIZ LV Ex DEZITSC TRHICEZ#HLED L 51T
%@t@z%f%é&%zt.

IRFETE (AR, TR MERS VI FARER(DM7-123) TAH LN, BEREEEE#E L T D
EEZ DL FEE UZIERNI 300 T 350 mg/m® D5 & 52 ) TIERI T o 72,

ZOMDOHERERIZOVWTUIHE L OBEITRD b oz,

P MR 2RER T 1 6, ROEARTEZIC | Bl S 4L, AR 2 & T B A8 7o it
TR JEREL 7S LS AR 52 7% 12 8 il S vz,

bR R LAS R DA EHE R B W CI R G P IR 2 A EE 2175 2 L CTHEET 5 2
EHER S LT

F o, WBUE T O 72 ORI EIIIT 72 0y 72 25 B OWRBUE 13 7 S 72 0o 72[(1/229)
71— R2](27421728) Z Lo, BEUEL T 2720 ORiIE (FlxiX, 72 ¥
Vo, V72 RTIv, TrEFUVE) ITRICLERNWEE X

(2) ABI-007 & Z % YV — VDOFEEERBEHREDLEIZ OV T

1)  CA012-0 FRBRICF T D ABI-007 & & % Y — )LV OFERGRBRD ik

(£2.742.1.1-2, &2.74.2.1.1-5, & 2.74.2.1.1-6, & 2.7.42.1.1-9 &)

ABI-007 #f & & % YV — VRHECHBEICHERZEDN R O FEE 10%2L EOFEFELL, LT
LB Thol.

« ABI-007 BEDE WHBLRE Th - - F4

RRPERT = 2 —a 8y —, Bl IR, TR

c BX ) — LEENEWEERThH - T-FHSR
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R ERBUDE  (BRARRRAEMEREAN) , B ek E (BRARMRAEREE) |, W

2)  HES IAHRBR(CA201)IZEBIT D ABI-007 & ¥ &V — /L DOF EFZREILO L

(£ 2.7.42.1.1-3, % 2.7.4.2.1.1-10, % 2.7.4.2.1.1-11, £ 2.7.42.1.1-12 &) .

ABI-007 # & & %V — VHECH BRI ZEDN L o2 EE 10%2L Lo EELL, DITo
LB ThoT.

- ABI-007 BB WRBLR Th > T F4

R ERBUDE  (BRARMRAAEREAN) , B EREeE (B AEMEREAN) |, 5892/ B I,
% 9 FEIE

B NABEREWEARThH T FS

PR/

3)  WBRME (CA012-0 7R ) OY CA201 7klR) 128U 24 EHLRBUH A O 2= 5

CA012-0 3R TIiE ABI-007 BEIC R 1T D RBLFENmWFEZR L U CTHEL, EH:, TH&LOFRHE
PEE =2 —a /X —ThHV, ZF Y —NRHCBIT DRERNENES L U TP ERBIE
(R AR , A mMEREAE (BRRBRAMREL) M ONWIRLTH >7z. E7z, CA201 &R
BRClX ABI-007 BEIC 31T D HBLENEWER L U HERBAE  (BRARRAEREm) , Hif
ERpE  (BRARMRAMEREAN) , B/REHBE NZ SFEIETH Y, HLEERIZITEN RS
oz,

FEHUHMNCZEDZBO BT FR D O BAF P ERECDE & OV A BRI FEIZ DUV T,
CAO012-0 3Bk & CA201 BRBR CIMIE AR EICB T DRESX A I 7 OEWZ X0\ ZE084
U7 alREMES RIE ST~ RIEMEERE = = —m X — 2o 0TI, RBRRICH T 5 BT
ROWEFTEIZONTORERENRRN G, HAZEDFEKRIIARHTH-7=. T OM
DOIHALEER K O JERERIZ 36 1 2 EMZDJRA b AP TH - 7=

¥, MIRFREMEZBRETT 2 9 2 TR AEIZE S < FHm o 7725 K 0 R Jg B
DEMEZR L TWD EB R, BRI 2 M5 2 BRI XA R A R 2 VW THE R L.

() Bk, FEAUVAARIIBITA2HFEELRIHENOER

AARIZE T 2 EFLEREBMENIZONT, DEFATIEH LN EREDE LT, ek
iE, HIMERECME, BLEBE, KRR =2 —a v —, §m, U SERBE, B,
W95, WIE, K Y U A MUE R OHEREE T o 7o, T ORERIFFHCK K O EIZ BT
DRBUEHN & RE 7BV W B X 7o, iR EkBE, BiekiiE, BEBE, REEMRK
Weoa—aoRy—, i, BIETR M OMEEICOWTE, BCK LR O ENCE T D B 5
LBTHTELEEFEFRLEEZIOND D, KRB THERBRIZES WO TEVER Th -
TEFRIBIZHONWTIE, A% bR RBIENLETH L EE X2, vk, KT MY U AMIEIC
DOWTIE, AEFSRE LTI S0.0%DORIRTH-720, BHERA L L TIE83%DHIETH
D, AL OBIEMEITEN L O L HETE B2, FRICRR EOMBEE 2D HELTIER VS
ZZ2T.

(4) BeED I N—F 1B HER

mlnE (65 sl ) |, HEERE (REOEE) , BEEES REORE) CToHEHIC
BWTHREM FRIRRERITRO bt ho Tz,

Flo, XV NV THEEMEZIT> WD [HB)EOEREGRZ 1 O B OBIE~D K
2 B L TIE, ABI-007 IZOWTIIRIERIENR 2N &, AKX ) — L Z2EH L TR
ZLEBETDHEERREELRIITZ LI nEEZEZ LN
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bz enb, K EMEE 725 BERGEFSZORBE L OVEROMEME (F 1L,
JE) B L7 ABI-007 OZEMEIIZ XY — IR TE LR EE X LT,

INOHAEANDT —F & BARNCIME L TLEEIHERT 2 Z SIXREE B2 508, HAA
(ZHRFA 7RIEAER) Y 2 7 REWEHFBUCBE T 23R 7 EWIEH 0 ICHET STy, BHARA
23T % ABI-007 D% X 0 24270 b DICT DT DICLRNET — & % 7K581% O H G
TICCET D, MR, B MEMIZR %D ABI-007 T 72+ ICHMEC 2> T
ATNTHRELTIE, MRREE & TR E AR A TR OBIZ 217\, BRIREEHICHT 25
WEZWAM L LT, MEISUTEERNKREZHLD.

1.5.2.3 R DIEREE
B DR 2 X 1.5.2.3-1 ([T~ L7=.

HREF S | F
CTD &5 R

W4

JEUE e VLA
3.2.8,32.P "
421 PR
422 SR Eh e R
423 PR
53.1 ARSI

g R 3R 4 @) e
533 (PK) Bk
CA012-0 WK T AHARER
53.5.1.1~5 |QHEIT LS
CA201 PEES 1 FERAER
53.5.1.6 GHZ LS
CA002-0LD |BRCKES 11 FHEAER
53.5.2.1 GHEILE®Y)
CA002-0 WK ES 11 FEEAER
53.522 GB#MZ s
DM-97-123 [FRKEE VI #HFK
53.523 BR (38 Z &5
CA008 WRK A AR
53.52.4 GHEZEEE)
CA018 FROKES 11 FERAER
53.525 GHEILEY)
CA101 PEE 1 FERER
5.3.52.6 GHEZTERE)
J-0100 EPNE TR
5.3.5.2.7 BHZ LS
CA005-0 WK T AR
53.52.8 (5
CA013-0 WROKES 11 FEFAER
53529 (fl %5
CAO014 WROKES 11 FEEAER
53.52.10 | (fgHEE)
CAO015 KRR VI AR
53.52.11  |Br (f5ilEs.)
J-0101 EINE 1 AR
535212 | (EHEEE)

TRERFERR

IR FR RO 438k, EWNE TAHRBRO 2 BRI RMBERS TEEXSHENERE L. Zotho
MR L7z,

K 1.5.2.3-1 BHEOEERX
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1524 _IEO)%DIL-\ E%':FH L\%) E&Eﬁ%ﬁ?_glﬁ‘y /7-_:)
ARHFEERE L TRET DK T — 2 N r— V&L T OE 1.5.24-1 IR LTz,
& 15241 BRRERT—2/1\vi7—
A5t ek KmEe
ST L#&EE S LBEE BRKEE R ALEBEREEFR BB LHEE BRKEE
RICK B R S IR 3RBR | WOK BRDR ST ARER | OKRER IR ST | BRAR SBR — %25 _Tbtﬁfc% IR g R S5 14H IR Jifh A B TAH R
(CA002-0) (CA002-0)" BBR(CA005) | K UEWICIS I 538 = & £275- |5kB(DMI7-123) | B(CA005)
KK Bl S IR A | PR B DR S5 10 WOKERPE IR |15 C ORI OB, BB R iR | mRoR A
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RICK 55 1T AHRRBR TlZ, CA002-0LD #&BR (175 mg/m?, 3 3 Z & $% 53k #i HiE - HE) K&
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Rx Only

®
AB RAXANE for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension)
(albumin-bound)
(Patient Information Enclosed)

WARNING
ABRAXANE for Injectable Suspension (paclitaxel protein-bound particles for
injectable suspension) should be administered under the supervision of a
physician experienced in the use of cancer chemotherapeutic agents.
Appropriate management of complications is possible only when adequate

diagnostic and treatment facilities are readily available.

ABRAXANE therapy should not be administered to patients with metastatic
breast cancer who have baseline neutrophil counts of less than 1,500 cells/mm’.
In order to monitor the occurrence of bone marrow suppression, primarily
neutropenia, which may be severe and result in infection, it is recommended
that frequent peripheral blood cell counts be performed on all patients

receiving ABRAXANE.

Note: An albumin form of paclitaxel may substantially affect a drug’s
functional properties relative to those of drug in solution. DO NOT

SUBSTITUTE FOR OR WITH OTHER PACLITAXEL FORMULATIONS.

DESCRIPTION

ABRAXANE for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension)
1s an albumin-bound form of paclitaxel with a mean particle size of approximately 130 nanometers.
Paclitaxel exists in the particles in a non-crystalline, amorphous state. ABRAXANE is supplied as a
white to yellow., sterile. lyophilized powder for reconstitution with 20 mL of 0.9% Sodium Chloride
Injection. USP prior to intravenous infusion. Each single-use vial contains 100 mg of paclitaxel and
approximately 900 mg of human albumin. Each milliliter (mL) of reconstituted suspension contains 3
mg paclitaxel. ABRAXANE is free of solvents.

The active agent in ABRAXANE? is paclitaxel. a natural product with antitumor activity. Paclitaxel is
obtained from Taxwus media. The chemical name for paclitaxel is 5§.20-Epoxy-1.2a.4.7p.10p.13a-
hexahydroxytax-11-en-9-one 4.10-diacetate 2-benzoate 13-ester with (2R.35)-N-benzoyl-3-
phenylisoserine.
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Paclitaxel has the following structural formula:

Paclitaxel is a white to off-white crystalline powder with the empirical formula C47HsNO;4 and a
molecular weight of 853.91. It is highly lipophilic. insoluble in water. and melts at approximately
216°C to 217°C.

CLINICAL PHARMACOLOGY

Mechanism of Action

ABRAXANE for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension)
is an antimicrotubule agent that promotes the assembly of microtubules from tubulin dimers and
stabilizes microtubules by preventing depolymerization. This stability results in the inhibition of the
normal dynamic reorganization of the microtubule network that is essential for vital interphase and
mitotic cellular functions. Paclitaxel induces abnormal arrays or “bundles™ of microtubules throughout
the cell cycle and multiple asters of microtubules during mitosis.

Human Pharmacokinetics

The pharmacokinetics of total paclitaxel following 30 and 180-minute infusions of ABRAXANE at
dose levels of 80 to 375 mg/m” were determined in clinical studies. Dose levels of mg/m? refer to mg
of paclitaxel in ABRAXANE. Following intravenous administration of ABRAXANE. paclitaxel
plasma concentrations declined in a biphasic manner. the initial rapid decline representing distribution
to the peripheral compartment and the slower second phase representing drug elimination. The
terminal half-life was about 27 hours.

The drug exposure (AUCs) was dose proportional over 80 to 375 mg/m” and the pharmacokinetics of
paclitaxel for ABRAXANE® were independent of the duration of administration. At the recommended
ABRAXANE clinical dose. 260 mg/m®. the mean maximum concentration of paclitaxel. which
occurred at the end of the infusion. was 18.741 ng/mL. The mean total clearance was 15 L/hr/m’. The
mean volume of distribution was 632 L/m”: the large volume of distribution indicates extensive
extravascular distribution and/or tissue binding of paclitaxel.

The pharmacokinetic data of 260 mg/m> ABRAXANE administered over 30 minutes was compared to
the pharmacokinetics of 175 mg/m” paclitaxel injection over 3 hours. The clearance of ABRAXANE
was larger (43%) than for the clearance of paclitaxel injection and the volume of distribution of
ABRAXANE was also higher (53%). Differences in Cy,y, and Cyy, corrected for dose reflected
differences in total dose and rate of infusion. There were no differences in terminal half-lives.

In vitro studies of binding to human serum proteins. using paclitaxel concentrations ranging from 0.1
to 50 ng/mL. indicate that between 89% to 98% of drug is bound: the presence of cimetidine.
ranitidine. dexamethasone. or diphenhydramine did not affect protein binding of paclitaxel.
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After a 30-minute infusion of 260 111g--"1:ﬂ1 doses of ABRAXANE. the mean values for cumulative
urinary recovery of unchanged drug (4%) indicated extensive non-renal clearance. Less than 1% of the
total administered dose was excreted in urine as the metabolites 6a-hydroxypaclitaxel and 3°-p-
hydroxypaclitaxel. Fecal excretion was approximately 20% of the total dose administered.

In vitro studies with human liver microsomes and tissue slices showed that paclitaxel was metabolized
primarily to 6o-hydroxypaclitaxel by CYP2CS8: and to two minor metabolites. 3°-p-hydroxypaclitaxel
and 6a. 3’-p-dihydroxypaclitaxel. by CYP3A4. In vitro. the metabolism of paclitaxel to 6o-
hydroxypaclitaxel was inhibited by a number of agents (ketoconazole. verapamil. diazepam. quinidine.
dexamethasone, cyclosporin. teniposide, etoposide, and vineristine), but the concentrations used
exceeded those found i vivo following normal therapeutic doses. Testosterone. 17a-ethinyl estradiol.
retinoic acid, and quercetin, a specific inhibitor of CYP2CS. also inhibited the formation of 6a-
hydroxypaclitaxel 77 vifro. The pharmacokinetics of paclitaxel may also be altered in vivo as a result
of interactions with compounds that are substrates. inducers. or inhibitors of CYP2CS8 and/or CYP3A4
(see PRECAUTIONS: Drug Interactions).

The pharmacokinetic profile of ABRAXANE administered as a 30-minute infusion was evaluated in
15 out of 30 solid tumor patients with mild to severe hepatic impairment defined by serum bilirubin
levels and AST levels. Patients with AST = 10 x ULN and bilirubin = 5.0 x ULN were not enrolled.
ABRAXANE doses were assigned based on the degree of hepatic impairment as described:

= Mild (bilirubin = ULN to = 1.25 x ULN and AST = ULN and < 10 x ULN): 260 mg.-"'m2

»  Moderate (bilirubin 1.26 to 2.0 x ULN and AST > ULN and < 10 x ULN): 200 mg/m’
= Severe (bilirubin 2.01 to 5.0 x ULN and AST = ULN and < 10 x ULN): 130 111g.-"'1112

The 260 mg/m” dose for mild impairment and the 200 mg/m” dose for moderate hepatic impairment
adjusted the paclitaxel exposure to the range seen m patients with normal hepatic function (mean
AUC.= 14789 £ 6703). The 130 mg/m” dose in patients with severe hepatic impairment resulted in
lower paclitaxel exposures than those seen in normal subjects. In addition, patients with severe hepatic
impairment had higher mean cycle 1 absolute neutrophil count (ANC) nadir values than those with
mild and moderate hepatic impairment.

Table 1: Exposure (AUCp...) of ABRAXANE administered IV over 30 minutes in
patients with hepatic impairment.

Mild Moderate Severe”
(n=5) (n=5) (n=5)
Dose 260 mg/m’ 200 mg/m’ 130 mg/m’
AUC;, (hr*ng/mL)
Mean = SD 17434 = 11454 14159 = 13346 9187 = 6475
Median (range) 13755 (7618.35262) 7866 (5919, 37613) 6134 (5627. 20684)

? bilirubin 2 01 to 5.0 x ULN and AST > ULN and < 10 x ULN

A starting dose of 130 mg/m’ is recommended in patients with severe hepatic impairment. Escalation
of the dose up to 200 mg/m’ should be considered for subsequent cycles in patients with severe hepatic
impairment based on individual tolerance. The 200 mg/m’ dose has not been evaluated in patients
with severe hepatic impairment. but it is predicted to adjust the paclitaxel AUC to the range observed
in patients with normal hepatic function. A starting dose reduction is also needed for patients with
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moderate hepatic impairment. There are no data for patients with AST = 10 x ULN and bilirubin > 5.0
X ULN. (see DOSAGE and ADMINISTRATION: Hepatic Impairment).

The effect of renal dysfunction on the disposition of ABRAXANE? has not been investigated.

Possible interactions of paclitaxel with concomitantly administered medications have not been
formally investigated.

CLINICAL STUDIES

Metastatic Breast Carcinoma:

Data trom 106 patients accrued in two single arm open label studies and from 460 patients enrolled in
a randomized comparative study were available to support the use of ABRAXANE in metastatic breast
cancer.

Single Arm Open Label Studies- In one study. ABRAXANE was administered as a 30-minute
infusion at a dose of 175 111g.-"'1112 to 43 patients with metastatic breast cancer. The second trial utilized a
dose of 300 1111:1,.-"1112 as a 30 minute infusion in 63 patients with metastatic breast cancer. Cycles were
administered at 3 week intervals. Objective responses were observed in both studies.

Randomized Comparative Study- This multicenter trial was conducted in 460 patients with
metastatic breast cancer. Patients were randomized to receive ABRAXANE at a dose of 260 mg/m’
given as a 30-minute infusion. or paclitaxel injection at 175 mg/m’ given as a 3-hour infusion. Sixty-
four percent of patients had impaired performance status (ECOG 1 or 2) at study entry: 79% had
visceral metastases:; and 76% had > 3 sites of metastases. Fourteen percent of the patients had not
received prior chemotherapy: 27% had received chemotherapy in the adjuvant setting, 40% in the
metastatic setting and 19% in both metastatic and adjuvant settings. Fifty-nine percent received study
drug as second or greater than second-line therapy. Seventy-seven percent of the patients had been
previously exposed to anthracyclines,

In this trial. patients in the ABRAXANE® treatment arm had a statistically significantly higher
reconciled target lesion response rate (the trial primary endpoint) of 21.5% (95% CIL: 16.2% to 26.7%).
compared to 11.1% (95% CI: 6.9% to 15.1%) for patients in the paclitaxel injection treatment arm.

See Table 2. There was no statistically significant difference in overall survival between the two study
arms.

Table 2: Efficacy Results from Randomized Trial

ABRAXANE Paclitaxel Injection
260 mg/m-~ 175 mg/m”
a
Reconciled Target Lesion Response Rate (primary endpoint)

Response Rate 50/233 (21.5%) 25/227 (11.1%)

o 19% — % 94% — 15.09%
All randomized patients [95% CI] [16.19% — 26.73%] [6.94% — 15.09%)]

P-value " 0.003
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Patients who had failed
combination chemotherapy | Response Rate 20/129 (15.5%) 12/143 (8.4%)

or relapsed within 6 months | [95% CI] [9.26% — 21 75%] [3.85% — 12.94%)]
of adjuvant chemotherapy”

* Reconciled Target Lesion Response Rate (TLRR) was the prospectively defined protocol
specific endpoint, based on independent radiologic assessment of tumor responses
reconciled with investigator responses (which also included clinical information) for the first
6 cycles of therapy. The reconciled TLRR was lower than the investigator Reported
Response Rates, which are based on all cycles of therapy.

® From Cochran-Mantel-Haenszel test stratified by 1% line vs. = 1% line therapy.

“Prior therapy included an anthracycline unless clinically contraindicated.

INDICATION

ABRAXANE?® for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension)
1s indicated for the treatment of breast cancer after failure of combination chemotherapy for metastatic
disease or relapse within 6 months of adjuvant chemotherapy. Prior therapy should have included an
anthracycline unless clinically contraindicated.

CONTRAINDICATIONS
ABRAXANE should not be used in patients who have baseline neutrophil counts of < 1.500
cells/mm’.

WARNINGS

Bone marrow suppression (primarily neutropenia) is dose dependent and a dose limiting toxicity.
ABRAXANE should not be administered to patients with baseline neutrophil counts of < 1,500
cells/mm’. Frequent monitoring of blood counts should be instituted during ABRAXANE treatment.
Patients should not be retreated with subsequent cycles of ABRAXANE until neutrophils recover to a
level =1.500 cells/mm’ and platelets recover to a level >100.000 cells/mm’.

The use of ABRAXANE has not been studied in patients with renal dysfunction. In the randomized
controlled trial. patients were excluded for baseline serum bilirubin =1.5 mg/dL or baseline serum
creatinine =2 mg/dL.

Pregnancy — Teratogenic Effects: Pregnancy Category D: ABRAXANE can cause fetal harm
when administered to a pregnant woman. Administration of paclitaxel protein-bound particles to rats
on gestation days 7 to 17 at doses of 6 mg/m’ (approximately 2% of the daily maximum recommended
human dose on a mg/m? basis) caused embryo- and fetotoxicity. as indicated by intrauterine mortality.
increased resorptions (up to 5-fold). reduced nmumbers of litters and live fetuses, reduction in fetal body
weight and increase in fetal anomalies. Fetal anomalies included soft tissue and skeletal
malformations, such as eye bulge, folded retina, microphthalmia. and dilation of brain ventricles. A
lower incidence of soft tissue and skeletal malformations were also exhibited at 3 mg/m’
(approximately 1% of the daily maximum recommended human dose on a mg/m’ basis).

There are no adequate and well-controlled studies in pregnant women using ABRAXANE®. If this
drug 1s used during pregnancy. or if the patient becomes pregnant while receiving this drug. the patient
should be apprised of the potential hazard to the fetus. Women of childbearing potential should be
advised to avoid becoming pregnant while receiving treatment with ABRAXANE.
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Use in Males: Men should be advised to not father a child while receiving treatment with
ABRAXANE (see PRECAUTIONS: Carcinogenesis. Mutagenesis. Impairment of Fertility for
discussion of effects of ABRAXANE exposure on male fertility and embryonic viability).

Albumin (Human): ABRAXANE contains albumin (human). a derivative of human blood. Based
on effective donor screening and product manufacturing processes. it carries an extremely remote risk
for transmission of viral diseases. A theoretical risk for transmission of Creutzfeldt-Jakob Disease
(CID) also 1s considered extremely remote. No cases of transmission of viral diseases or CJD have
ever been identified for albumin.

PRECAUTIONS
Drug Interactions: No drug interaction studies have been conducted with ABRAXANE.

The metabolism of paclitaxel is catalyzed by CYP2C8 and CYP3A4. In the absence of formal clinical
drug interaction studies. caution should be exercised when administering ABRAXANE concomitantly
with medicines known to inhibit (e.g. ketoconazole and other imidazole antifungals. ervthromycin.
fluoxetine, gemfibrozil, cimetidine. ritonavir, saquinavir, indinavir. and nelfinavir) or induce (e.g.
rifampicin, carbamazepine. phenytoin. efavirenz. nevirapine) either CYP2CS8 or CYP3A4. (see
CLINICAL PHARMACOLOGY).
Hematology: ABRAXANE® therapy should not be administered to patients with baseline neutrophil
counts of less than 1.500 cells/mm’. In order to monitor the occurrence of myelotoxicity. it is
recommended that frequent peripheral blood cell counts be performed on all patients receiving
ABRAXANE. Patients should not be retreated with subsequent cycles of ABRAXANE until
neutrophils recover to a level >1.500 cells/mm’ and platelets recover to a level >100.000 cells/mm’. In
the case of severe neutropenia (<500 cells/mm’ for seven days or more) during a course of
ABRAXANE therapy. a dose reduction for subsequent courses of therapy is recommended (see
DOSAGE and ADMINISTRATION).
Nervous System: Sensory neuropathy occurs frequently with ABRAXANE. The occurrence of
grade 1 or 2 sensory neuropathy does not generally require dose modification. If grade 3 sensory
neuropathy develops. treatment should be withheld until resolution to grade 1 or 2 followed by a dose
reduction for all subsequent courses of ABRAXANE (see DOSAGE and ADMINISTRATION).

Hepatic Impairment: Because the exposure and toxicity of paclitaxel can be increased with hepatic
impairment, administration of ABRAXANE in patients with hepatic impairment should be performed
with caution. The starting dose should be reduced for patients with moderate and severe hepatic
impairment. (See CLINICAL PHARMACOLOGY and DOSAGE and ADMINISTRATION,
Hepatic Impairment).

Injection Site Reaction: Injection site reactions occur infrequently with ABRAXANE and were
mild in the randomized clinical trial. Given the possibility of extravasation. it is advisable to closely
monitor the infusion site for possible infiltration during drug administration.

Carcinogenesis, Mutagenesis, Impairment of Fertility: The carcinogenic potential of
ABRAXANE has not been studied.
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Paclitaxel has been shown to be clastogenic in vifro (chromosome aberrations in human lymphocytes)
and 7 vivo (micronucleus test in mice). ABRAXANE was not mutagenic in the Ames test or the
CHO/HGPRT gene mutation assay.

Administration of paclitaxel protein-bound particles to male rats at 42 111g.--"1112 ona v.-‘ee}cly basis
(approximately 16% of the daily maximum recommended human exposure on a mg/m- basis) for 11
weeks prior to mating with untreated female rats resulted in significantly reduced fertility accompanied
by decreased pregnancy rates and increased loss of embryos in mated females. A low incidence of
skeletal and soft tissue fetal anomalies was also observed at doses of 3 and 12 111g.-"1112.-"'week in this
study (approximately 1 to 5% of the daily maximum recommended human exposure on a mg.-"in2
basis). Testicular atrophy/degeneration has also been observed in single-dose toxicology studies in
rodents administered paclitaxel protein-bound particles at 54 111g;--"1112 and dogs administered 175 1:11g.-"'1n2
(see WARNINGS).

Pregnancy: Teratogenic Effects: Pregnancy Category D: (See WARNINGS section).

Nursing Mothers: It is not known whether paclitaxel is excreted in human milk. Following
intravenous administration of carbon-14 labeled paclitaxel to rats on days 9 to 10 postpartum.
concentrations of radioactivity in milk were higher than in plasma and declined in parallel with the
plasma concentrations. Because many drugs are excreted in human milk and because of the potential
for serious adverse reactions in nursing infants. it is recommended that nursing be discontinued when
receiving ABRAXANE? therapy.

Pediatric Use: The safety and effectiveness of ABRAXANE in pediatric patients have not been
evaluated.

Geriatric use: Of the 229 patients in the randomized study who received ABRAXANE. 11% were at
least 65 years of age and < 2% were 75 years or older. No toxicities occurred notably more frequently
among elderly patients who received ABRAXANE.

Ability to Drive and Use Machines: Adverse events such as fatigue. lethargy. and malaise may
aftect the ability to drive and use machines.

Information for Patients: (See Patient Information Leaflet).

ADVERSE REACTIONS:

The following table shows the frequency of important adverse events in the randomized comparative
trial for the patients who received either single-agent ABRAXANE® or paclitaxel injection for the
treatment of metastatic breast cancer.

Table 3: Frequency” of Important Treatment Emergent Adverse Events in the

Randomized Study on an Every-3-Weeks Schedule

Percent of Patients

ABRAXANE® Paclitaxel Injection
260/30min” 175/3h%4
(n=229) (n=225)
Bone Marrow
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Percent of Patients
ABRAXANE® Paclitaxel Injection
260/30min® 175/3n4
(n=229) (n=225)
Neutropenia
<20x10°L 80 82
<0.5%x 10°L 9 22
Thrombocytopenia
<100 x 10°/L. 2 3
<50 x 10°/L <1 <1
Aneniia
<11 g/dL 33 25
<8 g/dL 1 <1
Infections 24 20
Febrile Neutropenia 2 1
Bleeding 2 2
Hypersensitivity Reaction®
All 4 12
Severe® 0 2
Cardiovascular
Vital Sign Changes®
Bradycardia <1 <1
Hypotension 5 5
Severe Cardiovascular 3 4
Events’
Abnormal ECG
All patients 60 52
Patients with Normal 35 30
Baseline
Respiratory
Cough 7 6
Dyspnea 12 9
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Table 3: Frequency® of Important Treatment Emergent Adverse Events in the

Randomized Study on an Every-3-Weeks Schedule, Continued

Percent of Patients
ABRANXANE® Paclitaxel Injection
260/30min" 175/30°°
(n=229) (n=215)
Sensorv Neuropathy
Any Symptoms 71 56
Severe S}mptomsf 10 2
Alvalgia / Arthralgia
Any Symptoms 44 49
Severe S}mplomsf 8 4
Asthenia
Any Symptoms 47 39
Severe Symptoms’ 3 3
Fluid Retention/Edema
Any Symptoms 10 8
Severe S}mplomsf 0 <1
Gastrointestinal
Nausea
Any symptoms 30 22
Severe symptoms” 3 <1
Vomiting
Any symptoms 18 10
Severe Symptoms® 4 1
Diarrhea
Any Symptoms 27 15
Severe Symptoms <1 1
Mucositis
Any Symptoms 7
Severe Symproms'f <1 0
Alopecia 90 94
Hepatic (Patients with
Normal Baseline)
Bilirubin Elevations 7 7
Alkaline Phosphatase 36 31
Elevations
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AST (SGOT) Elevations 39 32

Injection Site Reaction <1 1

* Based on worst grade.

® ABRAXANE dose in mg.-"mj.-"duration in nunutes.

“ paclitaxel mjection dose in mg.-"mg.-"duratiou m hours.

4 paclitaxel injection pts received premedication.

® Includes treatment-related events related to hypersensitivity (e.g., flushing, dyspnea, chest pain. hypotension) that
began on a day of dosing.

f Severe events are defined as at least grade 3 toxicity.

£ During study drug dosing.

Myelosuppression and sensory neuropathy were dose related.

Adverse Event Experiences by Body System: Unless otherwise noted. the following discussion
refers to the primary safety database of 229 patients with metastatic breast cancer treated with single-
agent ABRAXANE? in the randomized controlled trial. The frequency and severity of important
adverse events for the study are presented above in tabular form. In some instances, rare severe events
observed with paclitaxel injection may be expected to occur with ABRAXANE.

Hematologic: Neutropenia. the most important hematologic toxicity. was dose dependent and
reversible. Among patients with metastatic breast cancer in the randomized trial. neutrophil counts
declined below 500 cells/mm’ (Grade 4) in 9% of the patients treated with a dose of

260 mg/m’ compared to 22% in patients receiving paclitaxel injection at a dose of 175 mg/m’.

In the randomized metastatic breast cancer study. infectious episodes were reported in 24% of the
patients treated with a dose of 260 mg/m’ given as a 30-minute infusion. Oral candidiasis. respiratory
tract infections and pneumonia were the most frequently reported infectious complications. Febrile
neutropenia was reported in 2% of patients in the ABRAXANE arm and 1% of patients in the
paclitaxel injection arm.

Thrombocytopenia was uncommeon. In the randomized metastatic breast cancer study. bleeding
episodes were reported in 2% of the patients in each treatment arm.

Anemia (Hb <11 g/dL) was observed in 33% of patients treated with ABRAXANE in the randomized
trial and was severe (Hb <8 g/dL) in 1% of the cases. Among all patients with normal baseline
hemoglobin. 31% became anemic on study and 1% had severe anemia.

Hypersensitivity Reactions (HSRs): In the randomized controlled metastatic breast cancer study.
Grade 1 or 2 HSRs occwired on the day of ABRAXANE administration and consisted of dyspnea (1%)
and flushing. hypotension. chest pain. and arthythmia (all <1%). The use of ABRAXANE? in patients
previously exhibiting hypersensitivity to paclitaxel injection or human albumin has not been studied.

During postmarketing surveillance. rare occurrences of severe hypersensitivity reactions have been
reported with ABRAXANE. The use of ABRAXANE in patients previously exhibiting
hiypersensitivity to paclitaxel injection or human albumin has not been studied. Patients who
experience a severe hypersensitivity reaction to ABRAXANE should not be rechallenged with the
drug.

10
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Cardiovascular: Hypotension. during the 30-minute infusion. occurred in 5% of patients in the
randomized metastatic breast cancer trial. Bradycardia, during the 30-minute infusion, occuired in
<1% of patients. These vital sign changes most often caused no symptoms and required neither
specific therapy nor treatment discontinuation.

Severe cardiovascular events possibly related to single-agent ABRAXANE occurred in approximately
3% of patients in the randomized trial. These events included chest pain. cardiac arrest.
supraventricular tachycardia, edema. thrombosis, pulmonary thromboembolism, pulmonary emboli,
and hypertension. Cases of cerebrovascular attacks (strokes) and transient ischemic attacks have been
reported rarely.

Electrocardiogram (ECG) abnormalities were common among patients at baseline. ECG abnormalities
on study did not usually result in symptoms. were not dose-limiting. and required no intervention.
ECG abnormalities were noted in 60% of patients in the metastatic breast cancer randomized trial.
Among patients with a normal ECG prior to study entry. 35% of all patients developed an abnormal
tracing while on study. The most frequently reported ECG modifications were non-specific
repolarization abnormalities. sinus bradycardia. and sinus tachycardia.

Respiratory: Reports of dyspnea (12%) and cough (6%) were reported after treatment with
ABRAXANE in the randomized trial. Rare reports (<1%) of pneumothorax were reported after
treatment with ABRAXANE. Rare reports of interstitial pneumonia. lung fibrosis, and pulmonary
embolism have been received as part of the continuing surveillance of paclitaxel injection safety and
may occur following ABRAXANE treatment. Rare reports of radiation pneumonitis have been
received in paclitaxel injection patients receiving concurrent radiotherapy. There is no experience with
the use of ABRAXANE with concwurrent radiotherapy.

Neurologic: The frequency and severity of neurologic manifestations were influenced by prior and/or
concomitant therapy with neurotoxic agents.

In general. the frequency and severity of neurologic manifestations were dose-dependent in patients
receiving single-agent ABRAXANE®. In the randomized trial. sensory neuropathy was observed in
71% of patients (10% severe) in the ABRAXANE arm and in 56% of patients (2% severe) in the
paclitaxel injection arm. The frequency of sensory neuropathy increased with cumulative dose.
Sensory neuropathy was the cause of ABRAXANE discontinuation in 7/229 (3%) patients in the
randomized trial. In the randomized comparative study. 24 patients (10%) treated with ABRAXANE
developed Grade 3 peripheral neuropathy: of these patients. 14 had documented improvement after a
median of 22 days: 10 patients resumed treatment at a reduced dose of ABRAXANE and 2
discontinued due to peripheral neuropathy. Of the 10 patients without documented improvement. 4
discontinued the study due to peripheral neuropathy.

No incidences of grade 4 sensory neuropathies were reported in the clinical trial. Only one incident of
motor neuropathy (grade 2) was observed in either arm of the controlled trial.

Cranial nerve palsies and vocal cord paresis have been reported during postmarketing surveillance of
ABRAXANE. Because these events have been reported during clinical practice, true estimates of

frequency cannot be made and a causal relationship to the events has not been established.

Reports of autonomic neuropathy resulting in paralytic ileus have been received as part of the
continuing surveillance of paclitaxel injection safety.

11
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Ocular/visual disturbances occurred in 13% of all patients (n=366) treated with ABRAXANE in single
arm and randomized trials and 1% were severe. The severe cases (keratitis and blurred vision) were
reported in patients in a single arm study who received higher doses than those recommended (300 or
375 111g.-"1112). These effects generally have been reversible. However. rare reports in the literature of
abnormal visual evoked potentials in patients treated with paclitaxel injection have suggested persistent
optic nerve damage.

Arthralgia/Myalgia: Forty-four percent of patients treated in the randomized trial experienced
arthralgia/myalgia: 8% experienced severe symptoms. The symptoms were usually transient. occurred
two or three days after ABRAXANE® administration. and resolved within a few days.

Hepatic: Among patients with normal baseline liver function treated with ABRAXANE in the
randomized trial. 7%. 36%. and 39% had elevations in bilirubin. alkaline phosphatase. and AST
(SGOT). respectively. Grade 3 or 4 elevations in GGT were reported for 14% of patients treated with
ABRAXANE and 10% of patients treated with paclitaxel injection in the randomized trial.

Rare reports of hepatic necrosis and hepatic encephalopathy leading to death have been received as
part of the continuing surveillance of paclitaxel injection safety and may occur following
ABRAXANE ftreatment.

Renal: Overall 11% of patients experienced creatinine elevation. 1% severe. No discontinuations,
dose reductions, or dose delays were caused by renal toxicities.

Gastrointestinal (Gl): Nausea/vomiting. diarrhea. and mucositis were reported by 33%. 27%. and 7%
of ABRAXANE treated patients in the randomized trial.

Rare reports of intestinal obstruction. intestinal perforation, pancreatitis. and ischemic colitis have been
received as part of the continuing surveillance of paclitaxel injection safety and may occur following
ABRAXANE treatment. Rare reports of neutropenic enterocolitis (typhlitis). despite the
coadministration of G-CSF. were observed in patients treated with paclitaxel injection alone and in
combination with other chemotherapeutic agents.

Injection Site Reaction: Injection site reactions have occurred infrequently with ABRAXANE and
were mild in the randomized clinical trial. Recwrrence of skin reactions at a site of previous
extravasation following administration of paclitaxel injection at a different site. i.e.. “recall”. has been
reported rarely.

Rare reports of more severe events such as phlebitis, cellulitis, induration, skin exfoliation. necrosis,
and fibrosis have been received as part of the continuing surveillance of paclitaxel injection safety. In
some cases the onset of the injection site reaction in paclitaxel injection patients either occurred during
a prolonged infusion or was delayed by a week to ten days.

Given the possibility of extravasation, it is advisable to closely monitor the infusion site for possible
infiltration during drug administration.

Asthenia: Asthenia was reported in 47% of patients (8% severe) treated with ABRAXANE?® in the
randomized trial. Asthenia included reports of asthenia. fatigne. weakness. lethargy and malaise.

12
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Other Clinical Events: Rare cases of cardiac ischemia/infarction and thrombosis/embolism possibly
related to ABRAXANE treatment have been reported. Alopecia was observed in almost all of the
patients. Nail changes (changes in pigmentation or discoloration of nail bed) were uncommon. Edema
(fluid retention) was infrequent (10% of randomized trial patients): no patients had severe edema.

The following rare adverse events have been reported as part of the continuing surveillance of
paclitaxel injection safety and may occur following ABRAXANE treatment: skin abnormalities related
to radiation recall as well as reports of Stevens-Johnson syndrome. toxic epidermal necrolysis.
conjunctivitis, and increased lacrimation. As part of the continuing surveillance of ABRAXANE. skin
reactions including generalized or maculo-papular rash. erythema. and pruritis have been observed.
Additionally, there have been case reports of photosensitivity reactions. radiation recall phenomenon,
and in some patients previously exposed to capecitabine. reports of palmar-plantar
eryvthrodysaesthesiae. Because these events have been reported during clinical practice. true estimates
of frequency cannot be made and a causal relationship to the events has not been established.

Accidental Exposure: No reports of accidental exposure to ABRAXANE® have been received.
However. upon inhalation of paclitaxel. dyspnea. chest pain. burning eyes. sore throat. and nausea have
been reported. Following topical exposure. events have included tingling. burning. and redness.

OVERDOSAGE
There is no known antidote for ABRAXANE overdosage. The primary anticipated complications of
overdosage would consist of bone marrow suppression, sensory neurotoxicity, and mucositis.

DOSAGE AND ADMINISTRATION

After failure of combination chemotherapy for metastatic breast cancer or relapse within 6 months of
adjuvant chemotherapy. the recommended regimen for ABRAXANE for Injectable Suspension
(paclitaxel protein-bound particles for injectable suspension) is 260 mg/m~ administered intravenously
over 30 minutes every 3 weeks.

Hepatic Impairment: No dose adjustment is necessary for patients with mild hepatic impairment.
Patients with moderate and severe hepatic impairment treated with ABRAXANE may be at increased
risk of toxicities known to paclitaxel. Patients should not receive ABRAXANE if AST = 10 x ULN or
bilirubin > 5.0 x ULN. Recommendations for dosage adjustment for the first course of therapy are
shown in Table 4. The dose of ABRAXANE can be increased up to 200 mg/m’ in patients with severe
hepatic impairment in subsequent cycles based on individual tolerance. Patients should be monitored

closely. (see CLINICAL PHARMACOLOGY : Hepatic Impairment and PRECAUTIONS:

Hepatic Impairment)
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Table 4: Recommendations for Starting Dose in Patients with Hepatic Impairment

SGOT (AST) Levels Bilirubin Levels ABRAXANE®
Mild <10 x ULN >ULN to < 1.25 x ULN 260 mg/m’
Moderate =10x ULN AND 1.26 to 2.0 x ULN 200 mg/m’
Severe =10x ULN 2.01t0 5.0x ULN 130 mg/m?®
> 10x ULN T >50xULN not eligible

* Dosage recommendations are for the first course of therapy. The need for further dose adjustments in subsequent courses
should be based on mndividual tolerance.
® A dose increase to 200 mg/m’ in subsequent courses should be considered based on individual tolerance.

Dose Reduction: Patients who experience severe neutropenia (neutrophil <500 cells/mm’ for a
week or longer) or severe sensory neuropathy during ABRAXANE therapy should have dosage
reduced to 220 1115:.-"'1112 for subsequent courses of ABRAXANE. For recurrence of severe neutropenia
or severe sensory neuropathy. additional dose reduction should be made to 180 111g.-"'1112. For grade 3
sensory neuropathy hold treatment until resolution to grade 1 or 2. followed by a dose reduction for all
subsequent courses of ABRAXANE.

Preparation and Administration Precautions: ABRAXANE is a cytotoxic anticancer drug and.
as with other potentially toxic paclitaxel compounds. caution should be exercised in handling
ABRAXANE. The use of gloves is recommended. If ABRAXANE (lyophilized cake or reconstituted
suspension) contacts the skin. wash the skin immediately and thoroughly with soap and water.
Following topical exposure to paclitaxel, events may include tingling, burning and redness. If
ABRAXANE?® contacts mucous membranes, the membranes should be flushed thoroughly with water.

Given the possibility of extravasation. it is advisable to closely monitor the infusion site for possible
infiltration during drug administration. Limiting the infusion of ABRAXANE to 30 minutes. as
directed. reduces the likelihood of infusion-related reactions (see PRECAUTIONS: Injection Site
Reaction).

No premedication to prevent hypersensitivity reactions is required prior to administration of
ABRAXANE.

Preparation for Intravenous Administration: ABRAXANE is supplied as a sterile lyophilized

powder for reconstitution before use. AVOID ERRORS, READ ENTIRE PREPARATION
INSTRUCTIONS PRIOR TO RECONSTITUTION.
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Aseptically, reconstitute each vial by injecting 20 mL of 0.9% Sodium Chloride Injection,
USP.

Slowly inject the 20 mL of 0.9% Sodium Chloride Injection. USP. over a minimum of 1
minute, using the sterile syringe to direct the solution flow onto the INSIDE WALL OF
THE VIAL.

DO NOT INJECT the 0.9% Sodium Chloride Injection. USP. directly onto the lyvophilized
cake as this will result in foaming.

Once the injection is complete. allow the vial to sit for a minimum of 5 minutes to ensure
proper wetting of the lyophilized cake/powder.

Gently swirl and/or invert the vial slowly for at least 2 minutes until complete dissolution
of any cake/powder occurs. Avoid generation of foam.

If foaming or clumping occurs. stand solution for at least 15 minutes until foam subsides.

Each mL of the reconstituted formulation will contain 5 mg/mL paclitaxel.

Calculate the exact total dosing volume of 5 mg/mL suspension required for the patient: Dosing
volume (mL) = Total dose (mg)/5 (mg/mL)

The reconstituted suspension should be milky and homogenous without visible particulates. If
particulates or settling are visible. the vial should be gently inverted again to ensure complete
resuspension prior to use. Discard the reconstituted suspension if precipitates are observed. Discard
any unused portion.

Inject the appropriate amount of reconstituted ABRAXANE? into an empty. sterile IV bag (plasticized
polyvinyl chloride (PVC) containers. PVC or non-PVC type IV bag). The use of specialized DEHP-
free solution containers or administration sets is not necessary to prepare or administer ABRAXANE
infusions. The use of an in-line filter is not recommended.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration whenever solution and container permit.

Stability: Unopened vials of ABRAXANE are stable until the date indicated on the package when

stored between 20°C to 25 C (68 F to 77 F). in the original package. Neither freezing nor refrigeration
adversely affects the stability of the product.
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Stability of Reconstituted Suspension in the Vial

Reconstituted ABRAXANE should be used immediately, but may be refrigerated at 2Cto8C(36F to
46°F) for a maximum of 8 hours if necessary. If not used immediately. each vial of reconstituted
suspension should be replaced in the original carton to protect it from bright light. Discard any unused
portion.

Stability of Reconstituted Suspension in the Infusion Bag

The suspension for infusion prepared as recommended in an infusion bag should be used
immmediately. but may be stored at ambient temperature (approximately 25 C) and lighting conditions
for up to 8 hours.

HOW SUPPLIED

Product No. 103450
NDC No. 68817-134-50 100 mg of paclitaxel in a single use vial. individually packaged in a
carton.

Storage: Store the vials in original cartons at 20 C to 25 C (68 F to 77 F). Retain in the original
package to protect from bright light.

Handling and Disposal: Procedures for proper handling and disposal of anticancer drugs should be
considered. Several guidelines on this subject have been published."® There is no general agreement
that all of the procedures recommended in the gnidelines are necessary or appropriate.

T.S. Patent Numbers: 5.439.686; 5.498.421: 6.096.331: 6.506.405:
6.537.579: 6.749.868:; 6.753.006
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PATIENT INFORMATION
ABRAXANE?® for Injectable Suspension
[generic name = (paclitaxel protein-bound particles for injectable suspension)
(albumin-bound)]

WHAT IS ABRAXANE?
ABRAXANE is a prescription cancer medicine. It is injected into a vein and it is used to treat
advanced breast cancer.

WHAT IS CANCER?

Under normal conditions. the cells in your body divide and grow in an orderly. controlled way. Cell
division and growth are necessary for the human body to perform its functions and to repair itself,
when necessary. Cancer cells are different from normal cells because they are not able to control their
own growth. The reasons for this abnormal growth are not yet fully understood. A tumor is a mass of
unhealthy cells that are dividing and growing fast and in an uncontrolled way. When a tumor invades
surrounding healthy body tissue it is known as a malignant tumor. A malignant tumor can spread
(metastasize) from its original site to other parts of the body if not found and treated early.

HOW DOES ABRAXANE WORK?
ABRAXANE is a type of medical treatment called chemotherapy. The purpose of chemotherapy is to
kill cancer cells or prevent their growth.

All cells. whether they are healthy cells or cancer cells. go through several stages of growth. During
one of the stages. the cell starts to divide. ABRAXANE may stop the cells from dividing and growing.
so they eventually die. In addition. normal cells may also be affected by ABRAXANE causing some
of the side effects. (see WHAT ARE THE POSSIBLE SIDE EFFECTS OF ABRAXANE? below).

WHO SHOULD NOT TAKE ABRAXANE?
ABRAXANE should not be given to patients with dangerously low white blood cell counts.

HOW IS ABRAXANE® GIVEN?

ABRAXANE is injected into a vein [intravenous (I.V.) infusion] over 30 minutes.

WHAT PREMEDICATION IS REQUIRED WITH ABRAXANE?

While reactions can occur to any medication. severe allergic reactions to ABRAXANE are uncomimon
and premedication is not required. However. you should make your doctor aware of any allergies you
may have so he/she can determine the course of action required.

WHAT ARE THE POSSIBLE SIDE EFFECTS OF ABRAXANE?

Most patients taking ABRAXANE will experience side effects. although it is not always possible to
tell whether such effects are caused by ABRAXANE. another medicine they may be taking. or the
cancer itself. Important side effects are described below: however. some patients may experience other
side effects that are less common. Report any unusual symptoms to vour doctor.

Important side effects observed in studies of patients taking ABRAXANE were as follows:

Hair Loss: Complete hair loss. or alopecia. almost always occurs with ABRAXANE. This usually
involves the loss of eyebrows. eyelashes. and pubic hair. as well as scalp hair. It can occur suddenly
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after treatment has begun. but usually happens 14 to 21 days after treatment. Hair generally grows
back after vou ve finished vour ABRAXANE treatment.

Infections Due to Low White Blood Cell Count: Among the body’s defenses against bacterial
infections are white blood cells. Between your ABRAXANE treatment cycles. yvou will often have
blood tests to check your white blood cell counts. ABRAXANE usually causes a brief drop in white
blood cells. fvou have a fever (temperature above 100.4°F) or other sign of infection, tell vour
doctor right envay. Semetimes serious infections develop that require treatment in the hospital with
antibiotics. Serious illness or death could result if such infections are not treated when white blood
cell counts are low.

Numbness, Tingling, or Burning in the Hands and/or Feet (Neuropathy): These symptoms
occur often with ABRAXANE® and usually get better or go away without medication within three
weeks of interrupting treatment. Be sure to tell your doctor about any numbness. tingling or burning
that yvou have in your hands or feet so that he/she can decide the best approach for relief of your
symptoms. Sometimes it is necessary to mterrupt treatment with ABRAXANE until these symptoms
improve. After improvement. treatment can be restarted at a lower dose.

Fatigue and Weakness: ABRAXANE may cause asthenia. fatigue. weakness. lethargy and
malaise. These side effects are usually self-limited and do not require dose modification or
interruption.

Low Red Blood Cell Count: Red blood cells deliver oxygen to tissues throughout all parts of the
body and take carbon dioxide from the tissues by using a protein called hemoglobin. A lowering of the
volume of red blood cells may occur following ABRAXANE treatment causing anemia. Some
patients may need a blood transfusion to treat the anemia. Patients can feel tired. tire easily, appear
pale. and become short of breath. Contact your doctor if you experience any of these symptoms
following ABRAXANE treatment.

Mouth or Lip Sores (Mucositis): Some patients develop redness and/or sores in the mouth or on
the lips. These symptoms might occur a few days after the ABRAXANE treatment and usually
decrease or disappear within one week. Talk with your doctor about proper mouth care and other ways
to prevent or reduce your chances of developing mucositis.

Joint and Muscle Pain: You may get joint and muscle pain a few days after your ABRAXANE
treatment. These symptoms usually disappear in a few days. Although pain medicine may not be
necessary. tell your doctor if you are uncomfortable.

Stomach Upset and Diarrhea: Some patients experience nausea. vomiting. and/or diarrhea
following ABRAXANE use. If you experience nausea or stomach upset. tell yvour doctor because
medicines can be given that almost always reduce or eliminate these symptoms. Diarrhea will usually
disappear without treatment: however. if vou experience severe abdominal or stomach area pain
and/or severe diarrhea, tell vour doctor right aveay.

Heart and Blood Vessel (Cardiovascular) Effects: ABRAXANE® may cause a drop in heart
rate (bradycardia) and low blood pressure (hypotension). The patient usually does not notice these
changes. These changes usually do not require treatment. You should notify your doctor if you have a
history of heart disease.
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Irritation at the Injection Site: ABRAXANE may cause irritation at the site where it enters the
vein. Reactions may include discomfort. redness. swelling. inflammation (of the surrounding skin or
of the vein itself). and ulceration (open sores). These reactions are usually caused by the IV,
(intravenous) fluid leaking into the surrounding area. [f vou notice anvthing unusual at the site of the
injection (needle), either during or after treatment, tell vour doctor right awav.

Ability to Drive and Use Machines: Adverse events may affect your ability to drive and use
machines.

Talk with your doctor or other healthcare professional to discuss ways to prevent or reduce some of
these side effects. Because this leaflet does not include all possible side effects that can occur with
ABRAXANE. it is important to talk with your doctor about other possible side effects.

CAN | TAKE ABRAXANE IF | AM PREGNANT OR NURSING A BABY?

ABRAXANE could harm the fetus when given to a pregnant woman. Women should avoid becoming
pregnant while they are undergoing treatment with ABRAXANE. Tell vour doctor if vou become
pregnant or plan to become pregnant while taking ABRAXANE.

Men should be advised not to father a child while receiving treatment with ABRAXANE.

Because studies have shown the active agent (paclitaxel) in ABRAXANE to be present in the breast
milk of animals receiving the active agent. it may be present in human breast milk as well. Therefore.
nursing a baby while taking ABRAXANE is NOT recommended. Because many drugs are excreted in
human milk and because of the potential for serious adverse reactions in nursing infants. it is
recommended that nursing be discontinued when receiving ABRAXANE therapy.

This medicine was prescribed for your particular condition. This summary does not include everything
there is to know about ABRAXANE®. Medicines are sometimes prescribed for purposes other than
those listed in a Patient Information Leaflet. If you have questions or concerns. or want more
information about ABRAXANE. your doctor and pharmacist have the complete prescribing
information upon which this guide is based. You may want to read it and discuss it with your doctor.
Remember. no written summary can replace careful discussion with your doctor.

ABRAXIS
ONCOLOGY

A Division of Abraxis BioScience, LLC
Los Angeles. CA 90025

This Patient Information Leaflet has been approved by the U.S. Food and Drug Administration.
Based on: ABRAXANE Package Insert Revised: May 2009
Revised: May 2009
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BEToOEH: BEICiE, ABRAXANE #EFIIF2 D 907720 E 97 RS AT HMLERH S
(ABRAXANE BREE 2N B MEDZHERE & IR EETTREMEIC RIET B 0L, R EOBER: BB, &
ABR, ZREOEEDL Y v a 5.

(e R) 7722 ABRAXANE [ZI3 b FLEN S5 (B b)) TATIUBNEEND. 2R
FFr—27 ) —=o LG RETREZER L TWD 00, ZOT LT I UMb 7 A L AMRE
MMei& T2 ) A7 13O THhTNTHD. /a4 Y7 )b b - ¥ a7IRCID)IMMEIET D &0 ) Hi
DU 27 b ThTNThHDEEZOND. TAT I TlE, UALAMEE T CID MafE L
TIEBIS ZAVE TRO AL TVR.

FHLEOEE
WM EAER: ABRAXANE Cl3ZEWH A ERRER 2N F20E S 1 Tuh7au

R A ORFNE CYP2C8 & CYP3A4 (2 L » Tl S 5. IE AR B AR S AR B4 A 3R BR A3 52
i STV R 2, ABRAXANE & CYP2C8 X i% CYP3A4 OBRER] (BFlz X7 ha) > —, 13
= )VRPIEEAR, =) A~ Ty, IVEXRET, FAT7 470N, VAFVL, Y MY
v, BXRTFTENL, £ T FTEAKPRRLT o FEL) UTFHEH BxIXY 77 o vTy, I
By, Vo=V, ZT77ELYY, XETEY) EEHKRETLGAICE, FEETHHLEN
b2 FEREBROEZ V3 o BH).

MR ~S— A T A RERFHEREY 1,500 cells/mm® A 0 H# 12 ABRAXANE 5 % F20ii L Cide &
72V HBEBIENEIR L2\ L) DT 5720, ABRAXANE %5 STV 5 B&IIINTR
b AR M BR G E & I M 2 = & SRR S NS . FRETTICEICE AR bR B,
ERE)Y > 1,500 cells/mm’ C, i/ MiELAS > 100,000 cells/mm® 0 L~WZ[EIfE % £ T ABRAXANE O
B 5% RADE R TiEie b7ew. ABRAXANE A H I B O 4 hERAME (<500 cells/mm”® 04k
AEAS 7 ARILL LB 2 b 0) 2 RBLLEBEAITE, ZO®ROYA 7 L TIIHREBET D 2 L2
Bahs (AE- BEO® 7Y 3 L 5R).

FEERABRAXANE (LK > TR =2 —a X —NEUL 2 2R ELHD. —&IZ, ZL—FK1X
X2 DR =2 —a X —ORBTIIHEEEZE LR, JL—R3DER=a—a X —»34T
TeHmallld, 71— R 1 X3 2 ICET 52 F TRAIOER G2 ARG o ERH Y, TO®RITETA
sNELHBEERELTCRETS (L AEO®Z v a v H).

FFBEREIEE « ITHEREREF D H 2 B ITH L TIE, N7 ) XX L OREEROEEZ RIS 2 L
Mo, WMEEDHLEBE~DT 77X H ORGITEENLETH L. PHEE, & OFFHEERE H
BT LTIMERGBEAHET 5 & THD (AR, Mk - &, FEEOHZM).

EHERAL K it : ABRAXANE (2 L » TEIVUSTHEFHBA RSB A U D0, BVE AU C IR E 7
LD ThoT-. MENRHOFRENENH D Z LD, AFIOBEFITIEANIZE L TWARWNNE H 7
P 2 BREEICEERT 5 & v,



FeE, TRFR, ZHREEDOREE: ABRAXANE BREMELZ AT 5008 9 NImEt ST,

N7 U H R, invitro (B R U URERTOYEKRET) L invivo (w7 22 WD /MERBR) T
Pt KB EHRMETHDH Z LA L NI EN TV S, ABRAXANE 1L, =1 L 2Bk T CHO/HGPRT
BIGTAERT v THOERFHRMEEZ RE Do T2,

HEMET v MCT AT L A3 U 2 KT 42 mg/m’ (6 b COMESE | H IR AR i [me/m’ #e
BRI 16%) 238 1 11 BRI - TR L0 bREGHIES » LBl SE5 &, ZHAED
HEICET L, SRSERMET v MOHTREROE T & RIEADB AN L LN, ZORBRTI,
3RO 12 mg/m® MO (b R COHENE | AR RIS R mghn® B OK 1~5%) Tb, Bl UK
TR O M7 R DI AENMER TS 2 LODORD ST, X, HEHRGHERRCE, 717 I
A7 ) Z X BRI T 54 mgm® A8 SN2 o I & 175 mg/m® 85 ST A XIS B O ZERE
VEWNBESNTWD (BEDE 7 v 3 VBR).

s fRAETTOEVER: FEARIEAERESEY 7 I —D: (BEOLT v a v 2H).

IR O 7 U X2 ne SEFHICHERES D0 E ) DT o TV, HERS
9HMBH 10 HDZ » M C-14 TR L7=/37 U X X2 V2 HIRNEG T2 &, FLHH T o aeiRE
IR E L 0 E< AR, MR L WAT L CTIKF L2, b PRI HE S B AN 72 <
2l BILTONRICEEREERGEZ SR TR H D 2 L 2vh, ABRAXANE LT3
HEFIETEONR I,

INBICRBITAER: /NEEEICEIT 5 ABRAXANE 022 & AT EEM S Tuzeu.,
EBEICBIT AR mIEL{LEER T ABRAXANE 25 X7 229 1D 5 5 11%1% 65 m L T,
75 LA FDOBFEIT 2% KN TH - 7-. ABRAXANE Z#5- S - @mEhBE ITHHC X S BB LT-5tk &

WO DI o7z,

BER R OB OBER - 57, MBIR, R/ & OFEFEROIBLILER K OWR O I 2 25 0
H L u.

BERTER (BERIFERI—T7vy b2HR)



BIYEH:

TOFEIL, BRI ORED 1= D ENE A L R © ABRAXANE  BUMUEE 337 ) Z X &L

HERNAPEEZ BB RB L -EERAERFROBEELZE OO THD.
ZIZBILHTERT Va2 — VTOEEZBILHERBR CTRIA L ERZBIERHOHEEE 2

2 FEL ORI LES R,



RIBBEILRERT V2 —VTOEESCEBTABR TRRA L ERRBIEROEE®, i

K 3 THEILDORMNLESR.

CHEO S L— RIgHESL.

® mg/m*/ AT HNT - e (43) T#d> L7z ABRAXANE O#¢ 5

¢ mg/mY /B AT TR (R TRD L7227 U F TR VERAI O S &

ST Y R VSR O BB IR RIE 2 F i L7z

¢ WBRIRIRICRIE A B D, FE Y BT E o TBEUE (B0, WAL, FEOREREE, Ko, (Sif)E)
AR N EET.

PEEOA R NI L—R3ULOFHEETH D EERSND.

& PRIED R .

Wb DH %



HREE KR = 2 — e N — IR TH o 7.

BEINCAHTEEESRREE: HIIHORVIRY, LUTF OERITEIEALH B T ABRAXANE B

Wik e 52 T TR 3L IR 229 WJ@%E%@%?‘F&N—X ERRLT-b0OTHD. RO TLIZ
ORBROEBELAEERORBME L BEE L F L7, BHITL > T, X7 U X 3BV EHH

THRLNTEENTEEDA X F) ABRAXANE f‘%%\éfﬁ?é EBEZONDZENDS.

MER: &b EERIMEENETH DA ERBUOMER, HEEKGFEL ORI TH - 72, WIER LR
TR & LB B E O 9 BIFHERES 500 cells/mm’ LT (7 L— K 4) (2 Lz B 0F
A1%, ABRAXANE 260 mg/m’ #% 5HETIZ 9% TH 7= DICK LT, 2327 U Z X ¥ /LEHHA] 175 mg/m?
B HRETIE 2% Th o 7.

AR ML O HEAE 2 (L ERBR T, 260 mg/m® & 30 23703 F Tl L7 BB BED 24%|\ R Yo Y — R
WENDHoT-. AfEh P RYE, ﬂﬁmm&U%%#W%ﬁi@gﬁotmméﬁﬁf%Ok.
ABRAXANE #f & /37 U & B VIERFIRED EA0E 0 2% M DN Y%l ZFEBE A R ER B IE DS R B L 72 &
DEERH -T2,

I/ IRAEITENTH > 7o, B OBIER R TIX, SREOZTHh 2% iz &
V= RRRBE LI L OWERH T,

IE{E 2 L3R C© ABRAXANE 285 X7 BE D 9 5 33%IC& MMHb< 11 g/dL)ABD L, ZD 9
H1%ITEEML<S gdL) THoTm. X—AT A VIF~NET B EVEBER Tho722H0 5 5 31%H
RERCEM Y, 1%NEEOEIME N L.

BB (HSR): S5 7L O BEVE AL LB T, ABRAXANE &5 L2 Y AIZZ7 L— R 1
Xid 2 D HSR HE U7z, WRRIZFFRINEE(1%) &L, Rl e, Be X ORIk (Wb <1%) T
otz X7V HAFEAERFN I T AT I L CEBEZ 2 LZBEERNS 2 EBE LR E
L 7= ABRAXANE O IZaf S Tinielo.

il AR, ABRAXANE (2 X 2 B OWMBIESISOFBN ENICEHRESNLTWD., N7 ) Z%t
NERFIX T F T V7 2 oxt L CGREiEE B L7EBEER S 5 B 2 x5 & L7 ABRAXANE O
i ITMRE STV e, ABRAXANE 12k L CEE OWBUIE RIS E 9 5 BF X, FFok5 %
B L Tide bau.

DMILE R B FURE O EE AR TIX, 30 290N THEFETIC 5% BE ITRMENE U=, 304
DT CHEBETPICRIRDAE U BEILI<1%ThoT-. SA XY A D) LIEBbIT L EREZ S
SEIEIRNIEPRDLEL, FEOBBE LMoL GHIELE L o7,
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HEVELALRBR TIE, £ 3%DHEFEIZ ABRAXANE HBRIE & b ) 0 5 AJREM: N & 2 B .0 i
BANRY SRR L. 29 LAy Maidfm, o5k, EsvEsE, @E, AR, fmiezE
MSE, BZERE N VB MENH - 7=, FS, MMERIE M) B8 O @ MM f 3 Ve 23 48]
HEENTWAS.

NR—=2 T A VR, BEITLERECGRFE N L Ao, @E, RO ECG B IER A2 Bl
THICEST, AEMRETIEZRL, BREE Lo T. BBMEILEOEELLRBRTIE, 60%0
BFIC Hﬁﬂ%#m@%ﬂt AR MY —HIZ ECG BIEH Th o 7= BE T, Bz afo
95 35%ICEE RN L2, b < @5 Sz ECG 21biE, FERr BIEF oM, ek
&Uﬁéﬁ%f%oh

Wk s MEVEZ LB ClX, ABRAXANE |2 X 2 1A%, MR IR EE(12%) M ONEIR(6%) D s 03 d> - 72
ABRAXANE | X B1RE%IC, KERBLZEOMENFI<KI%)ICH 2. X, "7 ) HZFE)L
R A O eV R A OB & U CRIEMMZ, M#RHERE R OMiZEIE DG 2 FIcZ 1 Tk,
Z 9 L7eA Xy MEABRAXANE FIETH AL D EBbivs. /"7 U & X LT RHAIIFRE & B R
HBEE 20 LT S BF BRI 3R B LT & O 2 £ Tvd. ABRAXANE & ik
SRR & 2 DR L2 RRBRIE 7.

PREESR: FRIRAEIR OFEBUBE & BAERE I, AITAMR K& OV ST R IERRIC & 2 DR IEIC AR ST

—f%1Z, ABRAXANE"BRTE % 52 1) TV 5 B OfE R O F BUM R & S T B R A Th -
7o. AVEALERBRTIX, ABRAXANE #5BED 71% (FEEF] 10%) & /37 U 2 2w L iE i Al R 5RO
56% (FSER] 2%) I =2 —a v —RA b, R = a—a XU —ORBEHEEL, BEES
BRHKRT DI T EA L7z, EAERBMRBR TR E Lz 229 Bl 7 F3%)IE, R =a—r /Ry
— 7/ ABRAXANE B¢ 59 (EDOJRNTH 72, Z OMIELILILEGER Tk, ABRAXANE #5850 24
Fl(10%)13 7 L— R3DORM =2 —a R —%2FME L. 2096 14 flIEHIRIE 22 HEZIZUGEE R
L7z, Z® 14 4 10 #liZ ABRAXANE O 5 &2 & L CTRELZ B L, 20l =a—r v
—DI=OIRFEERIE LTz, SEE RIS 1060 56 4 1, K= =2 —a /30 —07 Dbk
Zk L7z,

BRIRFRBRClE, 7L — F4 DR =2 —a /X —0RW L= OG22, Z Ot ik
WA, E#l—=2—mXY— (FL—R2) OBEANZNEN 1 HITOOHZBD LT,

ABRAXANE O£ AL FP I B RO B OV i R BB NS STV D, 204 X ME2)
FRICHRE SN TWD Z ED, BORBBHEZHTE T HZ LI TET, 42 b & ORIEBEGRI R
I TR,

X7 ) B RV IVERFIOZ M RGERBRO —BR & LT, MEMEA L 2287 0T HEM R =2 —n
IR —DWEEZIT TS,
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B arm 5Bk & #E1E 4 L3RBR C© ABRAXANE % # 5 S 72 26l(n=366)D 5 H 13%ICIRARRREENE T,
1%IZHHE T o7, B arm AR CHELEH B L 0 m A& (300 mg/m® X% 375 mg/m®) % #% 5 Sz

T, BHIER] (AR N OEM) PlE S, —&iS, 29 LB itz R L Tns. L

ML, CHERIZIE N7 U Z 2 L ER A 2 %5 S B IR AR ERENM IR bz & oAb
PNEIICH DI, KRR E 2 R LT 5.

REERE /R JE(E A LB TR 252 T 7= R O 44% 05 BAER /e 2 30E L7-. 8%ITEHE DSER %
FHLUT-. @, 29 LISERIE—i@BM <, ABRAXANE®#:H 2~3 H&IZALT, $HUMNICHEEL
7=,

B MAEAALRBR T, N—A T A VIEFHERENN IEH C ABRAXANE 2 5- X7 BE D 9 5 7%,

36% M N 39%ICFNEFNE VL E UAE, TN VKRAT 7 X —BEE O AST (SGOTED EF-2RH 5
iz, ZOEEAIREITIX, ABRAXANE 25 SN72BED OB 14% L "7 U # X EH %
B ENTBED I B 10% 27— K3 Xt 4D GGT EHANRBO LN EOWMENH 7.

IR B VERFIO RS DO —B & LT, PR ITEESE & OTHEIMIE D #is 2 F i
ZIFTEBY, T9 LA MIABRAXANEERETHAEL S EEbhb.

B 2R THN%OBREN LT Fo= i ERZ2 L, 1% TEETH-7-. BEthicERT 2% 531k
S R ST GBI LA DR o T

{HLER(Gl): MR LR T ABRAXANE 24 5 SN BH D O 6 33%IZEOMRM:, 27%I2 FHRI, 7%
CHEIER FEBL L T- & ORE R B - 72,

R U B X NAERBIOREVERGGRE OB E LT, B, IBFA, FEREKOREMYERIGROH
HEFNICZITTEY, 29 LA X2 MIABRAXANEBIETHA LD EBbhd. 7 ) %k
TR A O BMRIE 22 52 1 T i & oo b P RiE K & O PFIIRIE 252 T2 83F 12, G-CSF % [FAIRF G-
LTWe b DDGFFERBAMERIGR (EIBR) BEBLLTZ L OMENENICH BT

BEREAL IS : R4 LERARGBR C, ABRAXANE |2 X » CEIVCERELIENETTWND. 20
FORIFRE Ch o7, 7 U XA ERAEFIOEAICR ST 5 L, ZhE CICmEsMNRLZ & 2
L7 RGOSR TEFRET 2 & D Trecall) NEIUCHE STV 5.

RT B X NERBOZEMEMGTHAED B L LT, FRIRSK, MK, B, KERE, L,
FRMESED X 5 REED A N FOWEZ E1UTZIT TWD. N7 U Z XA ENAZ KRG S BE
(2, TESTEBAL BSOS SRR AT S B U 7ERT & Wi, 1#ERMS 10 BE THEBL L ZRER S W
7z.
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MAEINRHEOFTREMEN H 5 Z B E T, HHEHITIRAIDNZE L TR0 E 9 ST % jgk &
WCEERRT D & K.

I EAEALRER Tl ABRAXANE®ZH5-EN7-HBED S H 47% (EIER] 8%) TS PENF
WL DMENDH =, BIIEICIE, EIE, WY, B, BIREOESROMENH 7.

fLDEEIR A X I : ABRAXANE VL & BIfRDY & 2 ATRENE D & 2 /Ui /A ZE 1] Jo O AR E /ZEARE 1] )3
FHICHE SN TWD. X, IZERFICREBIRENGED bz, KOk (faFEihE DO UIITRD
B ITENTH o 7. FE (REITFE) 135 < 7o 7= (EALBR TR E LIEBED I H 10%).
BEOFHERNIIRD iz oiz.

R ) xR VERBI OGO —BR E LT, B recall (ZBIE T 25 K O B D1E D

Stevens-Johnson JEERE, R ZEEEAAR, R L OURROHEMN & W o 7o EN A EFR0NHE
INTEY, 29 LEAEFFRIIABRAXANE FIETHAE U S LEDILD. ABRAXANE Offffal A
D—Pg L LT, BHMEE XIIBER Z, fBEERNZ 2FEEZITILO ETHRERICHRBD LN TND.
BT, JEHRBIERS OB R recall BRR OIEFIRE K O~ &7 © U REEIRED 8 2 BEH O —FBIZ 7
BILDTHE - RERRHERAEZOWEEH/TND. 29 LA Xy MIBERICHRE SN TS Z L
No, BOBBBEZHEST S22 LITTET, A0 b e DRRBABRAHER S TWV7RU.

BRI ZIRE: BR72 ABRAXANECIRE OWEITZ T TV, LavL, 237 U Z 3B /L0l AR
(IR R, B, IROBEVER, MHIER M ONELAE U 2 ERRESATWS. JRFTREZ O A~
> MIEHE, RS R OVRARN S 5.

BERS
ABRAXANE Z i E#K G L2 E OB OMBHANT V. BERGICI-TELDLZ ERTHIEND
FEARAOHER, BHEIE, REMREELUHFEE TH DL EEbNnS.

R - &

B PESLIE (2T 2 OFA L RIE DN S T H 5 >, MiBMERRIER 6 » ALINICHR 2 A T-H L D
ABRAXANE {8 SR (7 V7 2 AEA /87 ) 2 2 VR -4 IR o F&IT 260 mg/m’
T, 3T LI 30 T TEARNE 59 5.

JFREE: WIS/ I RERR = B O L R OFRENT LB AoV, S K OVR B 22 TR RE R R ~ D
ABRAXANE OFH1E, X7 U ZXEALTHBILTWD RO U X7 ZINSE 5000 LitZgv. b
L #4753 AST > 10 x ULN or bilirubin > 5.0 x ULN T % %513 ABRAXANE Z . 5-9 %5~ & Tideu.
HELES 2 WIIE1 e 5 R OFHEI R & Tabled (/3. 4 B 7R FFHERERR TS O B TIAE x O ZRAFEITIE L E D
OB RE 200mg/m’ IR TE 5. BFITH L THRERE BET & Th o (AL : JiFH,
) EoVER - IFREEDOEHSM).
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Table 4: Recommendations for Starting Dose in Patients with Hepatic Impairment

SGOT (AST) Levels Bilirubin Levels ABRAXANE®
Mild <10x ULN >ULN to < 1.25 x ULN 260 mg/m”
Moderate <10x ULN AND 1.26 to 2.0 x ULN 200 mg/m’
Severe <10x ULN 2.01t05.0x ULN 130 mg/m*"®
= 10x ULN OR >50xULN not eligible

* Dosage recommendations are for the first course of therapy. The need for further dose adjustments in subsequent courses
should be based on mdividual tolerance.
® A dose mcrease to 200 mg/m’ in subsequent courses should be considered based on individual tolerance.

5B OWE: ABRAXANE 1% U HEE O 47 P ERBUE (47 7P ERELAS <500 cells/mm”® O4RAEAS 1 3 ]
DIEFET 25 0D) TEEDOKE =2 — /R0 —Z2 3B LB, £ D% ABRAXANE %54
DB A 220 mg/m’ ICHET HLERH D, T TS EE O HERB/DIE T EE O =
22— —RNHEETLEAIIE, FIC 180 mg/m® £ THET S, ZFL—F30E=a—n/80—
T, ZV— R 1 X2 ICWETHETREEEZELEZ, TOBOYA 7L TIIWTFvbEE L7-H
BEE5T 5.

TR L BB H T2 > TOEEEE: ABRAXANE [THlasmMiEEch Y, FE2ATHEE2DN
BT U ZXEAEMERI UL, MO MWNIZEENLETH D, FEAHEHT5 2 & AHE
&N 5. ABRAXANE (RS f2IRE TR SUTIEME U2 BIR) DG IS OWIZEAITIE, EbIThm
ERTREZRZ IS Z L. TV ZXRARRITICEET L &, i, OEVERORRR ERAEL
5L ENH 5. ABRAXANE S HEIEIC SOW =3 A 121, KE 2/ TRV

MENRHEORTREMEN H D Z E DB 2T, BeHGHITIEADNETE L TR0 E 9 0 siilsi0L % gk
WCEHRT 2008 . FBRLTWD L 912, ABRAXANE O S ERERNIL 30 ofElic e EE 5728, &
TCESE T 2 )OS 23 E U2 AlRetEidkyy (B EodE: BHEMNRIEO® 7 v a V5 H).

WEECME SO % B 197X < ABRAXANE % %59 2 HiICHIE 2 3 2 LB LR 0.

BRI 5D 7= OFHEL: ABRAXANE [FIEFH OISR AR & L iRt S TRV, &ML T
T 5. B EFIEDHIC, BEENCHMOFIEESKICERZET L.
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1. AT, K34 T U USP0.9%H kT U o A 7SR 20mL Z2EA L CIEfifd 5.
2. WEBEEREZZ AV, USP0.9%MHE LT b U 7 A7EFHEK 20mL %284 7V ORNEEIZIN > Tt
TEOILEDn6 1 GEIEL ENT T DIFEATS.

]
A
f‘f ]1,:'
&f
3. WA R E T USP 0.9%H b7 b U o ARSI A EEA LW Z & BETEATS &,
SVANET 5.
4, FEAPKET Le b, WS EREED LN HESEIC B b L5 5 oMU AL TV &
&35,

5. B RN TR T D5 F T, 20 EiZbizoTh o< Y &1 TV E2FHH)NZ]E
L2Vl 356, ZOB, KJENEL2NnEHIcT5HZ L.
6.  RIAREENE LA, KIANINE D £ T 15 R FIRK Z#HE T 5.

R UZ8A I mL i3 D Z AR smg G ENTNAHZ LIk b,
B E R 5 mg/mL BEIK O IEMe /e ke Gk E 2B HT 5. B 5K E(mL)=#H &(mg)/5(mg/mL)

Vi U7 RRBIR T B TR 25580 b LT, LR G OWEZRIBEIKIT e > TOHRITIUE R B, KL
TRV TR BN DG AT, AN A TV 2 BRI S U THEED D0 IR
SHEDL. KEYARONLEE, TOBBRIIERT L. RMEAZETTTHEET .

L6~ & ORI ABRAXANE® % 28 DR B #HEM S v 77 (AIER U L © =L (PVO)RIZ 257>
PVC X3 PVC TR WEEH Ny 7)) IZHEAT 5. ABRAXANE AEEEK ORI bR 512D,
DEHP % & F 72 WEHORWREROKR G At v b EFEHT 24T, £ T A 7 4 X —0ff
FTHEDE <720,

FERE P BANT, BERNCKLF L B AN HIIRNDE D, iR & Rar DWRREDS ATREZR GG I I
AR TR 20 ERDHS.

ZEME: ABRAXANE ORBAE O /SA TV, JEOTERIED £ F 20~25°C(68~77°F) THRE L7=54,
AR ENTVWAHRETLETHD. BERICE > THHBICH Lo Th, RSO EHTEE
BT IR

INA T IVICA o T IR R IR IR D 22 B
EfiE L7 ABRAXANE [ZE BIZHEH L2 T X 67200, BERSGEICE, KK 8KHETTHNI
1E 2~8CB6~46°F) THHMREFEL Th L. EBICHER LARWEAIZIE, R LI-BRBIKOS AT
NETEOFITR LT LT iudZze b, REMADIZTXTHERET 5.
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SR 2N > 70 N T VR R R R 0D 22 TE

HELT IR AL > TR U TR /S > IS AR T R BRI R B A L 722 1 AuiE 78 S 7203,
8 £ TTHIITEIE (F25C) LJAHMBSHT THRAFL TH L.

Rk

BMEE 103450
NDC#&ES 68817-134-50 Hi[EIEHH ASA T 134 TR Z U XX E/1100mg B A>THEY,
1 A T AT OR—=VFHITUIEIN TN D,

BFdE: A TV ITE O R — VFHIC AT 20~25C(68~T7°F) CIRAET 5. D=, TRk
DEFRETS.

B & BREE: HUR RO ER BV E EEO-OOFIEEZ BRI AN LEND D, Z O EY
HHA RGA BN OMHENTHE B 29 LA R4 THRINTW A FIERAONTRY
BN E DI OWT, W TN LR EDTHDENE D MITOWNT KA 7 RO —F & AT
UNZRU,

KEFFFFE 5 5,439,686, 5,498,421; 6,096,331; 6,506,405; 6,537,579; 6,749,868; 6,753,006

BE R

1. Recommendations for the Safe Handling of Parenteral Antineoplastic Drugs. Publication No.
83-2621. For sale by the Superintendent of Documents, US Government NIH Printing Office,
Washington, DC 20402.

2. AMA Council Report. Guidelines for Handling Parenteral Antineoplastics. JAMA, 1985;
253(11):1590-1592.

3. National Study Commission on Cytotoxic Exposure Recommendations for Handling
Cytotoxic Agents. Available from Louis R Jeffrey, ScD, Chairman, National Study
Commission on Cytotoxic Exposure. Massachusetts College of 21 Pharmacy and Allied
Health Sciences. 179 Longwood Avenue, Boston, Massachusetts 02115.

4.  Clinical Oncological Society of Australia. Guidelines and Recommendations for Safe
Handling of Antineoplastic Agents. Med J Australia, 1983; 1:426-428.

5. Jones RB, et al: Safe Handling of Chemotherapeutic Agents: A Report from the Mount Sinai
Medical Center. CA-A Cancer Journal for Clinicians, 1983; (Sept/Oct) 258-263.

6. American Society of Hospital Pharmacists Technical Assistance Bulletin on Handling
Cytotoxic and Hazardous Drugs. Am J Hosp Pharm, 1990; 47:1033-1049.

7. Controlling Occupational Exposure to Hazardous Drugs. (OSHA WORKPRACTICE
GUIDELINES.) Am J Health-Syst Pharm, 1996; 53:1669-1686.

8. ONS Clinical Practice Committee. Cancer Chemotherapy Guidelines and Recommendations

for Practice Pittsburgh, Pa: Oncology Nursing Society; 1999:32-41.
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BT E R
ABRAXANE®H: 5 SR IB IR
[~ = (TATIUAMEE/7 Y & VR FiEHNAREKR |

ABRAXANE & iXfin>
ABRAXANE [ZHEDMHFEAITH D, #HIRICES L, #ITHREOBEEICHWOND.

LT ED K D BRRED

EF7IREE T CIE, FROMIIIRFF 2R CTHII SN0 F T L, METDH. Mliosils
BRI, B FOFERPEZREL, VERGAICIACEZBEETATZOICKLERLOTHS. Ml
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Abraxane 5 mg/ml powder for suspension for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 100 mg of paclitaxel (as paclitaxel albumin).

After reconstitution, each ml of suspension contains 5 mg of paclitaxel (as paclitaxel albumin).
Excipients

The reconstituted medicinal product contains approximately 425 mg sodium per dose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for suspension for infusion.

The reconstituted suspension has a pH of 6-7.5 and an osmolality of 300-360 mOsm/kg.

The powder is white to yellow.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Abraxane monotherapy is indicated for the treatment of metastatic breast cancer in patients who have
failed first-line treatment for metastatic disease and for whom standard, anthracycline containing
therapy is not indicated (see section 4.4).

4.2 Posology and method of administration

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

The procedure for reconstitution is described in section 6.6.

The recommended dose of Abraxane is 260 mg/ m” administered intravenously over 30 minutes every
3 weeks.

Dose adjustments during treatment:

Patients who experience severe neutropenia (neutrophil count < 0.50 x 10¢/1 for a week or longer) or
severe sensory neuropathy during Abraxane therapy should have the dose reduced to 220 mg/m? for
subsequent courses. Following recurrence of severe neutropenia or severe sensory neuropathy,
additional dose reduction should be made to 180 mg/m’. Abraxane should not be administered until
neutrophil counts recover to >1.5 x 10¢/1. For grade 3 sensory neuropathy withhold treatment until
resolution to grade 1 or 2, followed by a dose reduction for all subsequent courses.



Patients with hepatic impairment:

Insufficient data are currently available to recommend dose modifications in patients with mild to
moderate hepatic impairment that ensure acceptable toxicity while maintaining efficacy. Patients with
severe hepatic impairment should not be treated with paclitaxel (see sections 4.4.and 5.2).

Patients with impaired renal function:

Studies in patients with impaired renal function have not been performed and insufficient data are
currently available to recommend dose modifications in patients with renal impairment (see section

5.2).

Paediatric patients:

Abraxane is not recommended for use in children and adolescents below age 18 years due to
insufficient data on safety and efficacy.

Elderly patients:

In the clinical studies, no toxicities occurred notably more frequently among elderly patients who
received Abraxane.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Lactation.
Patients who have baseline neutrophil counts < 1.5 x 109/1.

4.4 Special warnings and precautions for use

Abraxane is an albumin-bound nanoparticle formulation of paclitaxel, which may have substantially
different pharmacological properties compared to other formulations of paclitaxel (see sections 5.1
and 5.2). It should not be substituted for or with other paclitaxel formulations.

Hypersensitivity:

If hypersensitivity occurs, the medicinal product should be discontinued immediately, symptomatic
treatment should be initiated, and that patient should not be rechallenged with paclitaxel.

Haematology:

Bone marrow suppression (primarily neutropenia) occurs frequently with Abraxane. Neutropenia is
dose-dependent and a dose-limiting toxicity. Frequent monitoring of blood cell counts should be
performed during Abraxane therapy. Patients should not be retreated with subsequent cycles of
Abraxane until neutrophils recover to >1.5 x 109/1 and platelets recover to >100 x 109/1.

Neuropathy:

Sensory neuropathy occurs frequently with Abraxane, although development of severe symptoms is
less common. The occurrence of grade 1 or 2 sensory neuropathy does not generally require dose
reduction. If grade 3 sensory neuropathy develops, treatment should be withheld until resolution to
grade 1 or 2 followed by a dose reduction for all subsequent courses of Abraxane is recommended (see
section 4.2).
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Hepatic impairment:

Because the toxicity of paclitaxel can be increased with hepatic impairment, administration of
Abraxane in patients with hepatic impairment should be performed with caution. Patients with hepatic
impairment may be at increased risk of toxicity, particularly from myelosuppression, and such patients
should be closely monitored for development of profound myelosuppression.

Patients with severe hepatic impairment (bilirubin > 5 x ULN or AST/ALT > 10 x ULN) have not
been studied and should not be treated with Abraxane. The appropriate dose regimen in patients with
less severe hepatic impairment is unknown. A dose reduction in patients with bilirubin >2 ULN must
beconsidered since paclitaxel clearance is decreased in patients with high bilirubin levels (see section
5.2).

Cardiotoxicity:

While cardiotoxicity unequivocally related to Abraxane has not been demonstrated, cardiac events are
not uncommon in the indicated population, especially in patients who have previously received
anthracyclines or have underlying cardiac or pulmonary disease. Thus patients receiving Abraxane
should be vigilantly monitored by physicians for the occurrence of cardiac events.

CNS metastases:

The effectiveness and safety of Abraxane in patients with central nervous system (CNS) metastases
has not been established. CNS metastases are generally not well controlled by systemic chemotherapy.

Gastrointestinal symptoms:

If patients experience nausea, vomiting and diarrhoea following the administration of Abraxane, they
may be treated with commonly used anti-emetics and constipating agents.

Excipients:

When reconstituted, Abraxane contains approximately 425 mg sodium per dose. To be taken into
consideration by patients on a controlled sodium diet.

4.5 Interactions with other medicinal products and other forms of interaction
No interaction studies have been performed.

The metabolism of paclitaxel is catalysed, in part, by cytochrome P450 isoenzymes CYP2C8 and
CYP3A4 (see section 5.2). Therefore, caution should be exercised when administering paclitaxel
concomitantly with medicines known to inhibit (e.g. ketoconazole and other imidazole
antifungals,erythromycin, fluoxetine, gemfibrozil, cimetidine, ritonavir, saquinavir, indinavir, and
nelfinavir)) or induce (e.g. rifampicin, carbamazepine, phenytoin, efavirenz, nevirapine) either
CYP2C8 or CYP3A4.

Abraxane is indicated for mono-therapy. Abraxane should not be used in combination with other
anticancer agents.

4.6 Pregnancy and lactation

Pregnancy:

There are very limited data on the use of paclitaxel in human pregnancy. Paclitaxel is suspected to
cause serious birth defects when administered during pregnancy. Studies in animals have shown
reproductive toxicity (see section 5.3). Abraxane should not be used in pregnancy, and in women of



childbearing potential not using effective contraception, unless the clinical condition of the mother
requires treatment with paclitaxel.

Women of childbearing potential should use effective contraception during and up to 1 month after
receiving treatment with Abraxane. Male patients treated with Abraxane are advised not to father a
child during and up to six months after treatment.

Lactation:

It is not known if paclitaxel is excreted in human milk. Because of potential serious adverse reactions
in breast-feeding infants, Abraxane is contraindicated during lactation. Breastfeeding must be
discontinued for the duration of therapy.

Fertility:

Abraxane induced infertility in male rats (see section 5.3). Male patients should seek advice on
conservation of sperm prior to treatment because of the possibility of irreversible infertility due to
therapy with Abraxane.

Sexually active men and women should use effective methods of contraception during treatment and
up to six months after treatment for men, and one month after treatment for women.

4.7 Effects on ability to drive and use machines

Abraxane has minor or moderate influence on the ability to drive and use machines. Abraxane may
cause adverse reactions such as tiredness (very common) and dizziness (common) that may affect the
ability to drive and use machinery. Patients should be advised not to drive and use machines if they
feel tired or dizzy.

4.8 Undesirable effects

The following are the most common and important incidences of adverse reactions related to 229
patients with metastatic breast cancer who were treated with 260 mg/m” Abraxane once every three
weeks in the pivotal phase III clinical study.

Blood and lymphatic system disorders: Neutropenia was the most notable important haematological
toxicity (reported in 79% of patients), and was rapidly reversible and dose dependent; leukopenia was
reported in 71% of patients. Grade 4 neutropenia (< 0.5 x 109/1) occurred in 9% of patients treated with
Abraxane. Febrile neutropenia occurred in four patients on Abraxane. Anaemia (Hb < 10 g/dl) was
observed in 46% of patients on Abraxane, and was severe (Hb < 8 g/dl) in three cases. Lymphopenia
was observed in 45% of the patients.

Nervous system disorders: In general, the frequency and severity of neurotoxicity was dose-dependent
in patients receiving Abraxane. Peripheral neuropathy (mostly Grade 1 or 2 sensory neuropathy) was
observed in 68% of patients on Abraxane with 10% being Grade 3, and no cases of Grade 4.

Gastrointestinal disorders: Nausea occurred in 29% of the patients and diarrhoea in 25% of the
patients.

Skin and subcutaneous tissue disorders: Alopecia was observed in 90% of the patients treated with
Abraxane.

Musculoskeletal and connective tissue disorders: Arthralgia occurred in 32% of patients on Abraxane
and was severe in 6% of cases. Myalgia occurred in 24% of patients on Abraxane and was severe in
7% of cases. The symptoms were usually transient, typically occurred three days after Abraxane
administration and resolved within a week.




General disorders and administration site conditions: Asthenia/Fatigue was reported in 40% of the

patients.

Table 1 lists adverse reactions associated with the administration of Abraxane to patients from studies
in which Abraxane has been administered as a single agent at any dose in any indication (N = 789).

The frequency of undesirable effects listed in table 1 is defined using the following convention:

Very common (_1/10); common (_ 1/100 to <1/10); uncommon (_1/1,000 to <1/100); rare (_1/10,000
to <1/1,000); very rare (< 1/10,000), not known (cannot be estimated from the available data).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1: Adverse reactions reported with Abraxane at any dose in clinical studies.

Infections and
infestations:

Common: Infection, urinary tract infection, folliculitis, upper respiratory tract
infection, candidiasis, sinusitis

Uncommon:  Oral candidiasis, nasopharyngitis, cellulitis, herpes simplex,
viral infection, pneumonia, catheter-related infection, fungal infection, herpes
zoster, injection site infection

Neoplasms benign,
malignant and
unspecified (including
cysts and polyps):

Uncommon: Metastatic pain, tumour necrosis

Blood and lymphatic
system disorders:

Very Common: Neutropenia, anaemia, leukopenia, thrombocytopenia,
lymphopenia, bone marrow suppression

Common: Febrile neutropenia

Immune system
disorders:

Uncommon®; Hypersensitivity

Rare: Severe hypersensitivity

Metabolism and nutrition
disorders:

Very common: Anorexia

Common: Dehydration, decreased appetite, hypokalaemia

Uncommon: Hypophosphataemia, fluid retention, hypoalbuminaemia,
polydipsia, hyperglycaemia, hypocalcaemia, hypoglycaemia, hyponatraemia

Psychiatric disorders:

Common: Insomnia, depression, anxiety

Uncommon: Restlessness

Nervous system

Very Common: Peripheral neuropathy, neuropathy, hypoaesthesia,
paraesthesia.

Common: Peripheral sensory neuropathy, headache, dysgeusia, dizziness,

disorders: peripheral motor neuropathy, ataxia, sensory disturbance, somnolence.
Uncommon: Polyneuropathy, areflexia, dyskinesia, hyporeflexia, neuralgia,
sensory loss, syncope, postural dizziness, neuropathic pain, tremor
Common: Increased lacrimation, blurred vision, dry eye, keratoconjunctivitis
sicca, madarosis

Eye disorders:

Uncommon: Eye irritation, eye pain, abnormal vision, reduced visual acuity,
conjunctivitis, visual disturbance, eye pruritus, keratitis




Table 1: Adverse reactions reported with Abraxane at any dose in clinical studies.

Ear and labyrinth
disorders:

Common: Vertigo

Uncommon: Ear pain, tinnitus

Cardiac disorders:

Common: Tachycardia, arrhythmia, supraventricular tachycardia

Rare: bradycardia, cardiac arrest

Vascular disorders:

Common: Flushing, hot flushes, hypertension, lymphoedema

Uncommon: Hypotension, peripheral coldness, orthostatic hypotension
Rare: Thrombosis

Respiratory, thoracic and
mediastinal disorder:

Common: Dyspnoea, epistaxis, pharyngolaryngeal pain, cough, rhinitis,
rhinorrhoea

Uncommon: Productive cough, exertional dyspnoea, sinus congestion,
decreased breath sounds, pleural effusion, allergic rhinitis, hoarseness, nasal
congestion, nasal dryness, wheezing, pulmonary emboli, pulmonary
thromboembolism

Rare: Interstitial pneumonitis

Gastrointestinal disorders:

Very Common: Nausea, diarrhoea, vomiting, constipation, stomatitis

Common: Abdominal pain, abdominal distension, upper abdominal pain,
dyspepsia, gastrooesophageal reflux disease, oral hypoaesthesia

Uncommon: Dysphagia, flatulence, glossodynia, dry mouth, gingival pain,
loose stools, oesophagitis, lower abdominal pain, mouth ulceration, oral pain,
rectal haemorrhage

Hepatobiliary disorders

Uncommon: hepatomegaly

Skin and subcutaneous
tissue disorders:

Very Common: Alopecia, rash

Common: Nail disorder, pruritus, dry skin, erythema, nail
pigmentation/discolouration, skin hyperpigmentation, onycholysis, nail
changes

Uncommon: Nail bed tenderness, urticaria, skin pain, photosensitivity
reaction, pigmentation disorder, pruritic rash, skin disorder, hyperhidrosis,
onychomadesis, erythematous rash, generalised rash, dermatitis, night sweats,
maculo-papular rash, vitiligo, hypotrichosis, nail discomfort, generalized
pruritus, macular rash, papular rash, skin lesion, swollen face

Musculoskeletal and
connective tissue
disorders:

Very Common: Arthralgia, myalgia.
Common: Pain in extremity, bone pain, back pain, muscle cramps, limb pain
Uncommon: Chest wall pain, muscular weakness, neck pain, groin pain,

muscle spasms, musculoskeletal pain, flank pain, limb discomfort, muscle
weakness

Renal and urinary
disorders:

Uncommon: Dysuria, pollakiuria, haematuria, nocturia, polyuria, urinary
incontinence

Reproductive system and
breast disorders:

Uncommon: Breast pain




Table 1: Adverse reactions reported with Abraxane at any dose in clinical studies.

General disorders and
administration site

Very Common: Fatigue, asthenia, pyrexia.

Common: Peripheral oedema, mucosal inflammation, pain, rigors, oedema,
weakness, decreased performance status, chest pain, influenza-like illness,

conditions: malaise, lethargy, hyperpyrexia
Uncommon: Chest discomfort, abnormal gait, swelling, injection site reaction
Common: Decreased weight, increased alanine aminotransferase, increased
aspartate aminotransferase, decreased haematocrit, decreased red blood cell
. count, increased body temperature, increased gamma-glutamyltransferase,
Investigations:

increased blood alkaline phosphatase

Uncommon: Increased blood pressure, increased weight, increased blood
lactate dehydrogenase, increased blood creatinine, increased blood glucose,
increased blood phosphorus, decreased blood potassium, increased bilirubin

Injury, poisoning and
procedural complications:

Uncommon: Contusion

Rare: Radiation recall phenomenon, radiation pneumonitis

1 The frequency of hypersensitivity reactions is calculated based on one definitely related case in a

population of 789 patients

Post-marketing experience:

Cranial nerve palsies, vocal cord paresis, and rare reports of severe hypersensitivity reactions have
been reported during post-marketing surveillance of Abraxane.

In some patients previously exposed to capecitabine, reports of palmar-plantar erythrodysaesthesiae
have been reported as part of the continuing surveillance of Abraxane. Because these events have been
reported voluntarily during clinical practice, true estimates of frequency cannot be made and a causal
relationship to the events has not been established.

4.9 Overdose

There is no known antidote for paclitaxel overdose. In the event of an overdose, the patient should be
closely monitored. Treatment should be directed at the major anticipated toxicities, which are bone
marrow suppression, mucositis and peripheral neuropathy.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Taxanes, ATC Code: LO1CDO1

Paclitaxel is an antimicrotubule agent that promotes the assembly of microtubules from tubulin dimers
and stabilises microtubules by preventing depolymerisation. This stability results in the inhibition of
the normal dynamic reorganisation of the microtubule network that is essential for vital interphase and
mitotic cellular functions. In addition, paclitaxel induces abnormal arrays or “bundles” of microtubules
throughout the cell cycle and multiple asters of microtubules during mitosis.

Abraxane contains human serum albumin-paclitaxel nanoparticles, where the paclitaxel is present in a
non-crystalline, amorphous state. Albumin is known to mediate endothelial transcytosis of plasma
constituents and in vitro studies demonstrated that the presence of albumin enhances transport of
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paclitaxel across endothelial cells. It is hypothesised that this enhanced transendothelial transport is
mediated by the gp-60 albumin receptor, and that there is accumulation of paclitaxel in the area of
tumour due to the albumin-binding protein SPARC (secreted protein acidic rich in cysteine).

Breast carcinoma:

Data from 106 patients accrued in two single-arm open-label studies and from 454 patients treated in a
randomised Phase III comparative study are available to support the use of Abraxane in metastatic
breast cancer. This information is presented below.

Single-arm open-label studies:

In one study, Abraxane was administered as a 30-minute infusion at a dose of 175 mg/m” to

43 patients with metastatic breast cancer. The second trial utilised a dose of 300 mg/m”as a 30 minute
infusion in 63 patients with metastatic breast cancer. Patients were treated without steroid pretreatment
or planned G-CSF support. Cycles were administered at 3 week intervals. The response rates

in all patients were 39.5% (95% CI: 24.9%-54.2%) and 47.6% (95% CI: 35.3%-60.0%), respectively.
The median time to disease progression was 5.3 months (175 mg/m*; 95% CI: 4.6-6.2 months) and 6.1
months (300 mg/m?; 95% CI: 4.2-9.8 months).

Randomised comparative study:

This multi-centre trial was conducted in patients with metastatic breast cancer, who were treated every
3 weeks with single-agent paclitaxel, either as solvent-based paclitaxel 175 mg/m” given as a 3-hour
infusion with premedication to prevent hypersensitivity (N = 225), or as Abraxane 260 mg/m’ given as
a 30 minute infusion without premedication (N = 229).

Sixty-four percent of patients had impaired performance status (ECOG 1 or 2) at study entry; 79% had
visceral metastases; and 76% had > 3 sites of metastases. Fourteen percent of the patients had not
received prior chemotherapy; 27% had received chemotherapy in the adjuvant setting only, 40% in the
metastatic setting only, and 19% in both metastatic and adjuvant settings. Fifty-nine percent received
study medicinal product as second or greater than second-line therapy. Seventy-seven percent of the
patients had been previously exposed to anthracyclines.

Results for overall response rate and time to disease progression, and progression-free survival and
survival for patients receiving > Ist-line therapy, are shown below.

Table 2: Results for overall response rate, median time to disease progression, and
progression-free survival as assessed by the investigator

. Abraxane Solvent-based paclitaxel
Efficacy variable (260 mg/m’) (175 mg/m’) p-value
Response rate [95% CI] (%)
> 1s-line therapy 26.5[18.98,34.05] (n=132) | 13.2[7.54,18.93] (n=136) | 0.006
*Median time to disease progression [ 95% Cl] (weeks)
> 1s-line therapy 20.9[15.7,25.9] (n=131) 16.1 [15.0, 19.3] (n = 135) 0.011°

*Median Progression Free Qurvival [95% CI] (weeks)
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Table 2: Results for overall response rate, median time to disease progression, and
progression-free survival as assessed by the investigator

Abraxane Solvent-based paclitaxel

Efficacy variable (260 mg/m?) (175 mg/m?)

p-value

Response rate [95% CI] (%)

> Ist-line therapy 20.6 [15.6, 25.9] (n = 131) 16.1[15.0, 18.3] (n=135) | 0.010°

*Qurvival [95% Cl] (weeks)

> 1st-line therapy 56.4 [45.1,76.9] (n = 131) 46.7[39.0,55.3] (n=136) | 0.020°

*Median Progression Free Survival [95% CI] (weeks)

*This data is based on Clinical Study Report: CA012-0 Addendum dated Final (23 March-2005)
a Chi-squared test
b Log-rank test

229 patients treated with Abraxane in the randomized, controlled clinical trial were evaluated for
safety. Neurotoxictiy to paclitaxel was evaluated through improvement by one grade for patients
experiencing grade 3 peripheral neuropathy at any time during therapy. The natural course of
peripheral neuropathy to resolution to baseline due to cumulative toxicity of Abraxane after

> 6 courses of treatment was not evaluated and remains unknown.

5.2 Pharmacokinetic properties

The pharmacokinetics of total paclitaxel following 30- and 180-minute infusions of Abraxane at dose
levels of 80 to 375 mg/m” were determined in clinical studies. The paclitaxel exposure (AUC)
increased linearly from 2653 to 16736 ng.hr/ml following dosing from 80 to 300 mg/m’.

Following intravenous administration of Abraxane to patients with metastatic breast cancer at the
recommended clinical dose of 260 mg/m’, paclitaxel plasma concentrations declined in a multiphasic
manner. The mean Cmax of paclitaxel, which occurred at the end of the infusion, was 18.7 pug/ml. The
mean total clearance was 15 I/hr/m’. The terminal half-life was about 27 hours. The mean volume of
distribution was 632 1/m?; the large volume of distribution indicates extensive extravascular
distribution and/or tissue binding of paclitaxel.

In a study in patients with advanced solid tumours, the pharmacokinetic characteristics of paclitaxel
following Abraxane administered intravenously at 260 mg/m” over 30 minutes were compared with
those following 175 mg/m” of the solvent-based paclitaxel injection administered over 3 hours. The
clearance of paclitaxel with Abraxane was larger (43%) than that following a solvent-based paclitaxel
injection and its volume of distribution was also higher (53%). Differences in Cmax and Cmax corrected
for dose reflected differences in total dose and rate of infusion. There were no differences in terminal
half-lives.

In a repeat dose study with 12 patients receiving Abraxane administered intravenously at the approved
dose, intrapatient variability in systemic paclitaxel exposure (AUCinf) was 19% (range = 3.21%-
27.70%). There was no evidence for accumulation of paclitaxel with multiple treatment courses.

The protein binding of paclitaxel following Abraxane was evaluated by ultrafiltration. The fraction of
free paclitaxel was significantly higher with Abraxane (6.2%) than with solvent-based paclitaxel
(2.3%). This resulted in significantly higher exposure to unbound paclitaxel with Abraxane compared
with solvent-based paclitaxel, even though the total exposure is comparable. This is possibly due to
paclitaxel not being trapped in Cremophor EL micelles as with solvent-based paclitaxel. Based on the
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published literature, in vitro studies of binding to human serum proteins, (using paclitaxel at 6uM) the
presence of ranitidine, dexamethasone, or diphenhydramine did not affect protein binding of
paclitaxel.

Based on the published literature, in Vitro studies with human liver microsomes and tissue slices show
that paclitaxel is metabolised primarily to 6 _-hydroxypaclitaxel; and to two minor metabolites,
3’-p-hydroxypaclitaxel and 6 _-3’-p-dihydroxypaclitaxel. The formation of these hydroxylated
metabolites is catalysed by CYP2CS8, -3A4, and both -2C8 and -3A4 respectively.

The pharmacokinetic profile of Abraxane administered as a 30 minute infusion was evaluated in 15
out of 30 patients with three levels of hepatic impairment based on serum bilirubin and liver enzyme
levels. Figure 1 shows the correlation between paclitaxel clearance and and total blood bilirubin as
measured just prior to dosing.

Figure 1 Correlation between paclitaxel clearance and total blood bilirubin
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The effect of renal dysfunction on the disposition of paclitaxel has not been formally investigated.

In patients with metastatic breast cancer, after a 30 minute infusion of Abraxane at 260 mg/m’, the
mean value for cumulative urinary excretion of unchanged active substance accounted for 4% of the
total administered dose with less than 1% as the metabolites 6_-hydroxypaclitaxel and
3’-p-hydroxypaclitaxel, indicating extensive non-renal clearance. Paclitaxel is principally eliminated
by hepatic metabolism and biliary excretion.

Pharmacokinetics of paclitaxel in patients aged over 65 years seems comparable to that in patients less
than 65 years. However, little information in patients over 75 years is available as only 3 patients over
75 years of age where included in the pharmacokinetic analysis.

5.3 Preclinical safety data

The carcinogenic potential of paclitaxel has not been studied. However, based on the published
literature, paclitaxel is a potentially carcinogenic and genotoxic agent at clinical doses, based upon its
pharmacodynamic mechanism of action. Paclitaxel has been shown to be clastogenic in vitro
(chromosome aberrations in human lymphocytes) and in vivo (micronucleus test in mice). Paclitaxel
has been shown to be genotoxic in vivo (micronucleus test in mice), but it did not induce mutagenicity
in the Ames test or the Chinese hamster ovary/hypoxanthine-guanine phosphoribosyl transferase
(CHO/HGPRT) gene mutation assay.
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Paclitaxel at doses below the human therapeutic dose was associated with low fertility and foetal
toxicity in rats. Animal studies with Abraxane showed non-reversible, toxic effects on the male
reproductive organs at clinically relevant exposure levels.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Human albumin solution (containing sodium, sodium caprylate and N-acetyl DL tryptophanate).

6.2 Incompatibilities

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

6.3 Shelf life

Unopened vials: 3 years

Stability of reconstituted suspension in the vial:

After first reconstitution, the suspension should be filled into an infusion bag immediately. However,
chemical and physical in use stability has been demonstrated for 8 hours at 2° C-8° C in the original
carton, and protected from bright light. Alternative light-protection may be used in the clean room.

Stability of the reconstituted suspension in the infusion bag:

After reconstitution, the reconstituted suspension in the infusion bag should be used immediately.
However chemical and physical in use stability has been demonstrated for 8 hours not above 25° C.

6.4 Special precautions for storage

Unopened vials:
This medicinal product does not require any special temperature storage conditions.

Keep the vial in the outer carton in order to protect from light.

Reconstituted suspension:
For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

50 ml vial (type 1 glass) with a stopper (butyl rubber), with an overseal (aluminium), containing
100 mg paclitaxel.

Pack size of one vial.

6.6 Special precautions for disposal and other handling

Preparation and administration precautions:

Paclitaxel is a cytotoxic anticancer medicinal product and, as with other potentially toxic compounds,
caution should be exercised in handling Abraxane. The use of gloves, goggles and protective clothing
is recommended. If the suspension contacts the skin, the skin should be washed immediately and
thoroughly with soap and water. If it contacts mucous membranes, the membranes should be flushed
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thoroughly with water. Abraxane should only be prepared and administered by personnel
appropriately trained in the handling of cytotoxic agents. Pregnant staff should not handle Abraxane.

Reconstitution and administration of the product:

Abraxane is supplied as a sterile lyophilised powder for reconstitution before use. After reconstitution,
each ml of suspension contains 5 mg of paclitaxel.

Using a sterile syringe, 20 ml of sodium chloride 9 mg/ml (0.9%) solution for infusion should slowly
be injected into a vial of Abraxane over a minimum of 1 minute. The solution should be directed onto
the inside wall of the vial. The solution should not be injected directly onto the powder as this will
result in foaming.

Once the addition is complete, the vial should be allowed to stand for a minimum of 5 minutes to
ensure proper wetting of the solid. Then, the vial should gently and slowly be swirled and/or inverted
for at least 2 minutes until complete resuspension of any powder occurs. The generation of foam must
be avoided. If foaming or clumping occurs, the solution must stand for at least 15 minutes until foam
subsides.

The reconstituted suspension should be milky and homogenous without visible precipitates. If
precipitates or settling are visible, the vial should be gently inverted again to ensure complete
resuspension prior to use. Some settling of the reconstituted suspension may occur. Complete
resuspension should be ensured by mild agitation before use.

Discard the reconstituted suspension if precipitates are observed.

Calculate the exact total dosing volume of 5 mg/ml suspension required for the patient and inject the
appropriate amount of reconstituted Abraxane into an empty, sterile, PVC or non-PVC type
intravenous bag. The use of specialized DEHP-free solution containers or administration sets is not
necessary to prepare or administer Abraxane infusions. In-line filters should not be used.

Any unused product or waste material should be disposed of in accordance with local requirements.
7. MARKETING AUTHORISATION HOLDER

Abraxis BioScience Limited

Rosanne House,

Parkway,

Welwyn Garden City,

Herts, AL8 6HG

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/428/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

11 January 2008

10. DATE OF REVISION OF THE TEXT

08/2009
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Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.cu
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i (N=229) oWFnne Liz.

BFE D64%I TR ERRFOP.S. (ECOG  1X132) MHEALL Tz, 79%ITITAEERE, 76%12133
T2 B 2 BN RS Dz, B O 14%ITRIER & L THEFRIEE 2T T ho 7.
27%XT 2 28 MFRIED Ix, 40% I THEEEHERETIRIR O, 19%IE W0 J7 DFEYE %2 21T Tz, 59%I1%
B GRPEE NI E N LB ORIGE L L CORRENRE SN, TT%IXLETT > R4 7 U V%R
AN DO 5% % Tz,

First line therapy CTH# G- SN2 EEI2RT 5, BEFHFR, ST, HEERAFHRE L AL
ROMEREZ LU TITRT.

3 2. Resultsfor overall responserate, median time to disease progression, and
progression-free survival as assessed by the investigator

Efficacy variable Abraxane Solvent-based paclitaxel p-value
(260 mg/m?) (175 mg/m?)

Response rate [95% CI] (%)

> 1St_1ine therapy 26.5[18.98, 34.05] (n=132) 13.2[7.54,18.93] (n=136) 0.006

*Median time to disease progression [95% CI] (weeks)

> ISt—line therapy 20.9[15.7,25.9] (n=131) 16.1 [15.0,19.3] (n =135) 0.011b

*Median Progression Free Survival [95% CI] (weeks)

> ISt—line therapy 20.6 [15.6,25.9] (n=131) 16.1[15.0,18.3] (n=135) 0,010b

*Survival [95% CI] (weeks)

> 1St_1ine therapy 56.4 [45.1,76.9] (n=131) 46.7 [39.0, 55.3] (n=136) o_ozob

AT —Z I XRBROMBIEREE (2005 4 3 A 23 H A& Fli CA0120-0) ([ZH-<.

A IRRE

Yu s gy RE

MAELLLIERABR T T 7 7 XV o2& 5 LT 229 BlRRE T 222 OWCHHME L 7=, ~~7
U & XL ORI ON T, RO WTNNORE T L —R3D=a—r v —%
WELLIZEREN 1 7L — REESNDINEINIC LTI L7z. 6 a—ALLEBRED T 75
XY DOREFMEIC L D =2 — =2 5 BRMERETE CTEIE T 5 BRI DV TUXEHm L 72
Mol=DT, FHTHS.




52 KYEEFHRME

FRRRBR T 7 7T 4 2858 80 mg/m” 7> B 375 mg/m® F T 30 43I 1% 180 43I0 T A
P L1, 327 ) 232 L OEYEHEIC SV CTRF L2, 80 mg/m? 7> 5 300 mg/m® Z# 5 L
T3, UiZEEAIOMEZE R (AUC) 13 2635 ng * hr/ml 7> 5 16736 ng » hr/ml £ TEARAICHMN L7-.

A ML R ICHESR & 260 mg/m” T 7 7 U 2R 5T 5 &, miEp s U 2k
JREEIXZ ARSI Lz, R TSR IT 58327 U 2 2/ L O @i 1L 18.7

ngml &7 oT 7 VT T ZAONVEEI 15 Uhe/m® Thh - 72, $EARAERNIL 27 BT, ¥4y
FAFEIL 632 1/m> & RE WA, AT N7 U X X2 LD MBS A b O SUTHRERE A B3 2
N I

WATE I R E 2 xR L LR T, 77 7 %% 2 260 mg/m® % 30 23 LL L) THARMHEE S L
WD U B X w O ENRESR IR E, AR S Te s U X X LTERNE 175 mg/m® & 3
BERLL BT TG Lo ZEn LB LT, 77X o7 V2Xerns VT 50 A
Wi Z2 ST "7 ) XX VR E RS LR D K& (43%), TONMBEHEb REh-oT-
(53%). Coax &E HEZ L7212 D Crp & OZEITHRB G & & RTREEICBIT 222 KM LTz, #
RERHN T A DN T2,

KRR TT 7% %5 S 12 56 ORIER 5RBRICHBN T, 87 U & 32104 i
FTOMENEEIL 19% FHPH & LT 3.21%-27.70%) Th - 7=. 2O Z EIFEEEBIOIRFE T2 Y ¥
X NLOERBIIRN & ETRT.

T RF U ARGHR O ) B XA OEAMOIIRANEGRIEC Lo TRElis . A2 U 2%
T DIEFESTIE TR 2 G e N7 ) Z 2w AERRQI%WHE L, 77 I7F% Y TIEHS
DITEVVVE6.2%) Th ol ZOZ ENBIEEH, IE-EEMEZTDIZ T U XX LKLY
BREEBI L TWT S, WIEZ T8 U 2 X AEHIR L i L, 775 3% Tl o
DRI Y B XELOENEHRBENGONDERE Lo, ZIURIREEZ G T 37 U 2 3| 1E
BEICEEND 7 LER—/VEL ICHHES AW Z U XX ADEOTHD EBLbNTE. &
RINTEFE B, B MEEBE~OFREE O invitro R BRIZEBWNT, 6uM X7 U XXt/
ZHERALT, 5=FV0, TXPAFUHHVNIY 720 RIIVOFEFTIIAZ U # %
TAOEBAMAEICEEL RIES o Tz.

NFRINTZLEIZE D L, B MIFI 7 v Y — 2 KORRRE 2 7z invitro 38k 6, X7 U ¥
FE/MIEIZ 60-8 RaFx 7 U XX o sh, SOICMETHLH, 2 BEOMHY 3
prE FEFIU ATV EFER D603 -p-P RaF iy U ZxvLicigians. 2hbot
R 2 2 BRI O RIZE N CYP2CS, CYP3A4 K ONEHIC L » Tt S5 = & 238
LN E T,

TTTXY 30 0BEGICBITAEYEIRET 0T Lk, MIGE VU VE Y K OWEESE ZfRIEIC LT
IS RERE 8 A 3 BRI H 7= 30 Blod H 5 15 il TEEM L 7-.

BT GEFNCHE SN 7 V22207 VT 50 A LMBRE Y ILE L & OB R
LTCTWA.

10



Paclitaxel ® &
clearance

(mlthim?)

Total bilirubin (pmol/l)

B1 R UsXxEILOIITI0REMBREYIILE Y &EDEENE

X7 ) B XV IVOERNGA « BATIC RIE T I EER 2D BB DUV CAKR AR FNT 2 &
VAR

AR PERLIE B IC T 7T 490 260 mg/m” & 30 430 T B LB A, AR DRk
DOIEI R R B IR 58D 4% % 5D, G 60- £ ReX 7 ) XX /L KN 3" p-
ERaXIor7 )&% e LTOPEMIT 1%RHECh o/, ZOZ ENLBEENTELRVKRED
VT T UANRBEE NIz, XY U X W EISHFGE & R PR L > TIHR TS

65 LA EDOBE TII N U X v O EIREIL 65 mRIICBIT A2 ZNERSETHDL EEZD
b, LU 75 U EOBFIZOWTOFRITITE A LR L, EYBhERR T iz 75 ML
FOBRE 3 HIOEHR LIS LI TR,
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53 RilEKRZEMT —#

X7V Z XL OFREMEICET 2RBRIIIM STy, Lo, ARSCEIC KiuE X7 ) F
F 2L O IRE ) LR ERRE P IC D < LR & TR R OB inmE 2 R T alREER H 5. X
7 U & %k/MTinvitro (B N Y REROPLEREFERER) K WNinvivo (=7 Z/NEaR) CTY
REREFHFELZ R L. £, invivo (=7 2/0ERER) Ciltfmathz R L7223, Ames B X
TF ¥ A =— AL AZ—JUEM/ e R F - T =0 RARIRIIL T AT 2T
—T¥ (CHO/HGPRT) % MW \oiBn T-28R A SRR TII AR FMEITFR S o Tz

b MEFEHEUTOHETONZ U 2803, 7 v MIBT 282 hRE & O w2 B
DTS SN. T IXY U2 KRG LEEERTIE, ARG E ISR PR 2wt R
DRI BV B9 £ MR B OB S Tz,

6. BIFIBHEEFIH

6.1 My —&
ERTAT IR (TR A, BTUAEET R AR OIN-TEZF/L-DL-c) 7 h 7 7 )

6.2 fhAl & DEAEME
ARENL, 6.6 HIZiLH L7m AN 2R, MoFEAEEA LRV L.

6.3 fEFAHRE
RBEEISA T L 24 fE A

IS T VN DO EEIRIRE IR O 22 i M
WIBIEAR U 75 OIRBIILE IS Ny ZICEAT D 2 L. 72171, ERFEOHAER L
TEPEIL, 2C 5 8°C, A U U Va2 CHREFTIZ T S B O ZEMENA T 5 Z E DR STV 5.
fhDME B 72 FEATHSE L TH Ko,

BN 7N ORISR ERIR DO 2 ETE
VAR, BE Ny ZTINOTRIR LT SRBIRITE IS HT A 2 L. 72771, O ERE
ZEMIX, 25CLA T T 8 B DOZEMENGBD 5N TS,

6.4 BTERIFORRIRER

RBAESA TV RENIFFR IR CORFRITMLE L L2V,
HEkE T, AFICANTAAS TV ETERT D Z L.

IR DAR|DORFESMCHONWTIZ 63 HAEBRO Z L.

6.5 BEOMERUONE
TN =T LATEEINZTTF NI LM 50ml 24 7107 A8ASA T 1.

12



6.6 BEERVZOMOBIKIZET AR EESEH

IR OG- \Z BT DR

RV EFRNMIFEEZET D EEZLNDIMOBMALAY EF U< MREEZ2 AT 2 H0EA <
L LD, 777XV ARV RHIEET L2 L. AR FRE, -7V KO
EIROERPLEE L. ZOREIRDEE AT E LTS SITE B LA E K TR WD
&L RRRICATE L2 aicld, K TR Wi T 2 &, 77 70k, MilamtEo & 2 3EHA|
DA L THEYRHE 2 Z J T2 B OB PR L OB G 2175 2 &, HIRLTWH A X v 71
T7I7FY R0 HFo TTRB 0.

BN DEE K O 5-
T 7TV T AR R R & U TR S, MEHBNCEAE L THW S iR O RRNE
WimZ\7 UV ZXELSmgad AT 5.

PR TEST 25 T 9 mg/ml (0.9%) ¥ bT R U U AJEREEMER 20 ml 27 7 7 X N AT A T v
W1 ENT T D EFEAT D, BARIRIZAA TIVONBEIZIN > TIHEATHZ L. HHEH
AR NI T D720, TERR 2 EHEEEANI T 72 n 2 &y

IR, NATIAUNLTTS U EREL, ERHRZ FoIREHSE2. Rz ERCE
BT LDET, 29U EAAT N EZP- Y LRERSHELY, MERSELHZ L. WAV TIHE TR
WZ &L HNES T2 W BRIZ R S 725 A1, A HA D £ TYRIER Z 15 7ML EfET 5.

T fiR#% OIRBIR T B DB —RiRIA T, WIRAIZIEB S & - T bRy, IEBY» & 5%
BT HRNC A T2 HE TEICKEEL, SRICHRBSE S 2 L. WRROMBIRICV &
DILEMRRELTEE L H D, MHANE IR LeaeMBik e 952 L.

LB D80 DN GAITIE, TR O L% BIRIIREIE T 5 2 L.
5 mg/ml BREIE D & BENNE L T 505 ELZ ERICEL L, BUR&E0T 77 3 U REk %

22 DR G A R IR B RS N  ZICEANT S, T 7 T Y U IR O 5 Bk T
DEHP 7 U —Ra X35 v MIMLER, BR 7 VX —3MEH L7222 &

A OB SUT BRI I THIROTERIC > THRIET L 2 &
7. EEMTHRABIRAE

Abraxis BioScience Limited
West Forest Gate
Wellington Road
Wokingham

Berkshire
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RG40 2AQ
United Kingdom

8. MRICARES
EU/1/07/428/001

9. FEIAR/BABEAR
11 January 2008

10. AXKFETHA A
08/2009
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775U REEERA 100 mg

EL1IE (FP1—)L1) BHEEHFTHER
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775X Y U REEERA 100 mg

E1IE (FP31—I)L1) BHEEZHFTHER

RURMXEICET H1FH

1.7 FEERMMm—ER

KIEERTEKRA =1
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SR SRR

1.7

1.7 [RIFE[RZh S — Bk Page 1 of 17

RERMAE—E

wangovc ARG e Lz ) 23 (D ~orerxer @

_) BF1T-1IR LT,

£171 RERDZ—ER1-1)

— A4 B NIVEAXEIL (FISFYURAFEEER)

744 777 %W v omilEE A 100 mg

St KM T3kt

HKREAR | —

FRHIEA A

FEAEAA

Bl X 5y

[#=2:3rF2

AR - AR ok 77 5 %Y~ A ErE_100 mg

7 NAT IV
gy - EEQ AT 7 Y HFE)L 100 mg
W (1 3 A 7 L) NMLIE7 L7 < > 800 mg

ShHE - R | 3L

WRE « BRI | AHIOIHT « MBI FRIEIT I 1T B A DM R OV ME I THENT LTV 7200,

B 26 H

FOEE

ik AR @, BACIE N2 U 2388 LT, 1A 1E 260 mg/m® (KRR &2 30 0200 TEEFHEL, 272< &b 20
AT 5. Znx 1 a—RE LT, B5%260 KT,
¥, BEOWRIEIC L EEHEHT 5.

ik - AR L OPTEMIELER & O FICOWT, AR OLEMEIIHET L T2,

BET 2R 2 AR OB GIZH T > UL FRUICEE L, MBS UK, HEsET 52 L.

FoEE I PR ERE O/ MR B D ZE BN 230 L, R 2 — AR BRI O BERRRE T P EREDS 1,500 /mm? A5 S iV
28 100,000 /mm? Kl THIVUE, BRIERENRIE T 5 £ TIREE A BN TS5 2 L. BE%, PERES 7 HREILL
iz 7z 5T 500 mm* Kl & 72 o A, /MRS 50,000 /mm? ARTEIC 72 o oA, FEEWE L FR BRSO E 28 %8
BUEHAIREIORGBEE2HET S Z L.

F£72, 1 (Grade 3) 7R RRAREEE 2SI L2 B-AIE, BPUEE (Grade | LLTF) 45 £ TG 28 L
el OB - B W LT B 2 b
<J R [ %>
ok Fec 2k #h&E
W 260 mg/m’
1 BeRdifk 220 mg/m’
2 B 180 mg/m’

RYSEGRIEO | AANIRM E LT MLEHEER Y2 EE L TEBY, BE L R g2 28821%, M, Yy

U2 ZICET|OBELZERT S L &b, WETRICEIT S —EORFEL - REWIS L% L, BYEIKT§ 5 7exfis

DHEBEE|HE L TWDA, b MIEEFEIE LTWD 2 LI K DBYYERIEDO ) A7 2 2CHRT D 2 LN TEX 202,

ki) | R OIRE EOMEMEE SRR O b, LEE/NEOMAICE Eos L. (A EoEE] OEBMR)

% & LAFKN % G Te s AALERIEIE, BARHC T3 TX D BRI IS8V C, BALEFRIEIC 0 7l - BB
FoOEMDO S & T, AFRENEY) &R SN DEGCOWTORFERT D Z L. £, BEBBIELD, &
FEXIZOFBRIZAIER NfaEttz +odA L, AEzEhroikbidsz L.

2B BEINH (EICFPEREY) SOEEARRIERANEZ 522 L03H50T, MENCHEHERE (EHmE, TTHAE
WA, BHREMAELS) 21ToR Y, BREORELHICBETL L.

3AKIOMERC ST - T, WMHIEEZAGL, RAOEL L, #EISE, EYBREENRMMO T ) X X& /158
FlERieDZ LB CHRETH L.

BSHORE |()FEE 2 BRI O & 5 B B BENHI3 A 2 HI IR #21E(Dose Limiting Toxicity) T ¥, BUMEZ £V, HELT S

ﬁ@ﬁﬁb@ RN DB, ]

QUEIIEZ AL CO D BBETEREMENC LY, MREAZEIE BTN H 5. ]
QARBIX T X7 Y Zx® v, TT 2 A LIBRUEOBEEIED & 5 B

@R SUIAIR L TV 2 et o b 2 m A (UEhR, ek, RIS ~0®RE ) OHSHR)
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x 1.7-1 FERERMDR—ER(1-2)

— XA R

RN YBRFREIL (FISFYUEREBIA)

EHEOEE

1LEEREXROBEICIIERICERETZL)

(V) EBEIIHI O & 2 BFE[ERMEIS R T 22N H 5 ]

QFFEED H 5 BENHHEEENMET L TWEDT, BIEARMRS HobhodBZnnbs. |

QVEEEDH HBE[BEENMET L TWAHDT, BIERANBRS HobNiBENRH 5. ]

@@ (TEE~ORE | DESR)

G VB PER SUIITRAE D & 2 BAPERZMEIE L2 BTN H 5. ]

QEELGEXNMER

(WBEZE~OBHA KL RAIMET VT 2 22O T
i) (BEADBMA) AFIOERICHIZ->TIE, FTrREBFICHHAL, Bf2EL 28052 L.

TR DIRIRIC BT D AHI D E
C AKFNITIM E LT MIEHEER S 258 LTS, BYHEDGEE LT 5720 DR HNH L
HRTVAR, b MISEAFEE LTWA Z LICHRT AIEYIEBTED VY X7 22k bRT 6 2 LN T
AN
DABIOTIMY T 5 ANMIET V7 2 o OFEE 72 5 oW Tid, HBs #iF, T HCV Filk, HTHIV-1 Hi
RO HIV-2 FUADRBEHETH D Z L 2B L TV D. &I, 7—/ LIRS Tid, HBV-DNA,
HCV-RNA, HIV-1-RNA, HIV-2-RNA }% U8 HAV-RNA (2 2OW CEEBEHETEMA(NAT) 2 £ L, @4 L-imiEs
AR OBGEIZHEH L TWED, 45% NAT ORHERFALLTO 7 A L ABEAN L TV D ATREMENHIFET 5.
FAEIZ, B R2ULER YA LR B19-DNA IZOWTIE 7 —/b L7 BR I T NAT 250 L, 105 IU/mL LA R T
BB L AR LA EEAMELZHNTWS, AE7 VT I ofETRTH S, Con (KR ¥ 2 —15y
KL TN 60+0.5C10~11 BRI ORRMBVLELX, HIV 210D ETHEMU A VAR L, BE - RiElk
PRERTDHZ ENHERSNTVED, AFIREIC & DEYYERAEDORIUIGETEX RV T, HHEHZORK
WE Bl T s L.

H)RIMICHE R L WD AMET V7 I v OBUEORGETR T, & MV R YA VA B9 RED T A VA%
SERICARTEAL - BRET D2 ENRETH D70, AFOEEIZL Y ZOBPEO A HEEE KETERVOT,
BHE#ORKRE HIcBgET s L.

WVBREE TICABIORGIC LW ERM 7 a4V 7 =)V b« ¥ a7 JK{ECID) e EWMEHE LTz & oA I, L
MRS, AROEMY THHANMET VT I ORETRICBWTRE 7 U AL 2K LE S & ok
BHDHHLOD, BRI vCID 72 EOBIED U A 7 52 2T BRTE 20O T, ARG OBRITIZBE ~
OFAE 21TV, 1B EOLEME - omEto ERET A L.

QEHMEHLEEDEELRBMEANEZ S LB3H 50T, HEICEKBRE (NKRE, FikRE THks
BE) 2179578, BEOREZ HSICBIERL, RENHED SN HAICITEE, KRS0 R 0E 21T
L. i, HANREYHMICH S LREWERANRLS HEbh, BIEEICHB T2 L8 H 0T, HEIX
BEIITH 2 &, ok, AMEREDDRETH - THERRAHERBD 2 REBLT HIEFZ RO TS Z &0
b, MERAEOEIZIE, AMIRSBEOREEFEMTHZ & o, RFOELGIZHT- - T G-CSF HH D
Bl i cB L CHBET D2 L.

Q)FRBAREE N FHEE I Z 20T, BEEZ 2TV, EIR (LUNRRE) 23& 5 bz Ha I3k,
WIRE DY) R MEZITH 2 8. EHANESMICh D ERBUEENEGL 258AICH D OT, #5ITHEE
12175 2 & (THE - FEICBEd 20 o) omESB ).

OHEELBBRENEZ S ZENRHH0T, BEE STV, EERBEUER (FPREEE, Mk, K,
SR, RUR, WAL, MAETRIE, FEITE) RNHSbhBecE, EbicEsaehibL, @YARLEEZITO
L REIF G HITBEENZ S Z A v (IE, IRAED) OE=%Y 7 %1757k L, BEOREE 7T
BETH L.

OVEME, miE, RIRENEZ 52 E03H 50T, KFEGHITHEENI AL 24 > (IF, /B o
E=X VT ETORYE, BEOREZTFSICBET L. EERNBEEEENH O bNIZHAIC

ke
toicBET Lz L.

(6)EAETER UBRRE N S I Z 2 0T, BEE 21T, RS H &b o 5E I X SEm A 55 0
Bl ALE #4795 Z L.

NREBNIEZDZENHDHOT, BEEZ DT, JERAD SN IZGA IR T2 EFE 2 01217
VN, BRI G O] R LE AT O T k.

(8)EsE, HMmE® ORHFIEIC - oEET 52 L.

OGO TEEA BORETHLETER R H S b D Z ERHHDOT, i EOEEICHSEERTSHZ L.

(10)AEFH T RE/R4E IR D BE TR 5T 2 MR B DAL, HIRCRT 2 BE2EETL 2 L.

3AEEEHA

AFNTE & L THEMRHEESE CYP2C8 K TN CYP3A4 TRETEN S (THEywEfE] OEBR).
SEREEBERICERT B2 L)

EH42E FRIREER - HHEAHE B - BIREF
TR R B ()32 Y & %R A~ O BRI & 0 | BEPF IR Th 528, B

L7cBaic, ERAREAUIMMMAS I L MRz T 2) T2 Y 2%
e DOWENRD L. HIAT5EITE, BED | K D BRI
WREICHEE L, MEOMEEERER LY | MABD LTS,
BT, AR OB G R OS2 B BT h
LU, EYIZREZTS 2 L.

QEBIEIHI LIRS 5 2 LRHLOT, GHH | BRSO PRI DEI
FTHHEEITE, BEOREZBELRNL, A |[EHEAPEHEL TV,
Bl 5 X GHEEIER T 52 L.




SR SRR
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1.7 FfERZ S — B R

REERMA—ER(1-3)
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— XA R

RN YBRFREIL (FISFYUEREBIA)

EHEOEE
(i)

Efla%E

FRIRER - HEHE

Wi - EREF

PUEMERE T

PRI &0 B BEHI S O RITER 23583 5 35
ENMRH L. PEIFEZT S BaICE, BF
OREZBE LR D, BT 50 X3R5
FRAZIER 52 L.

BHMHEO THRIN LA
ERREBE L TV 5.

VAL TF

(O LR LS ARAVA I e i 2 S i A sV ))
BTG LT, MolEF cR b L7288 S
X 0 EBEMHI AT B TR 5. HFA
RILEEAT O BEE, AR AT TF 0
AlcEE3 52 &

NIV EXENET AT T
FrOBRIEE Lt
gV EXEALDI )T T
APMETL, A7 U Z2FEL
DMmAHREN EFRT 2.

QPFAIC L 0 RS E S T 2 B2 i
BdHD. PHRAREEIT Y HAICL, BEOR
EABIEZ LN D, WET 50 X3 5-HE
IR T2 4.

FAEHh R E N PR SRS
BIfERE LTHEL TN,

FEvirres

WP, "7V 22X L% Ry LE S
DORNZES LT-5A, WolEFc&E L=
&R0 EBHAER T s BTN H D, O
FARRERIT O BAIIE, AHlE Ry ey
COBIEFTLZ L.

RV AFELE RF V)L
BV U ORI LTe A,
FEvrvesvrorz)7rs
VANKTFL, REFYLEY
COMFREN LT 5.

QBFAIC L0 DEEREBRT 2B ENRH
5. DA ZAT O BAICid, BE oREz
B LS 6, P 2 A U3 5-fbE 2 5
452 L.

JEHHRtOFEEIC LD, R
Ve ROEOREY
ThdRXI ey ) —)
OIMFIREN R 5.

EX IV A, TYILRAEREA (R
aFY V) s u T4 RRA

BEANZ & 0 B REMEI ORI 23R 5 3
TR 5. GFRBEZTT O HacL, &%

PEHIZEAIAS CYP2CS,
CYP3A4 Z&ZHEL, /<27

F(mY 2n<A ), 2Fnq |OREEZBELRNRS, Wiy 203G | 2 XL oR#PIES
FEFRLELH (mForxz b5 |FRZERTLIL. 2R B B Lo e
VA—LE), Ve RREYVCR BERTS.

BN T T ¥ RN Ta sy h—
(=7 VE), TAT7x2F T,
I ARY v, RTRIL, Fo
BT A, TSR F
4.BI{EH

<EREHEROBE>

FREB 12 Bl 31T BRIVER ORBIRIL 100.0%(12/12 Fl) TH YV, FE2RIWER LA ek 83.3%), ek

(83.3%), RRYFHEIEE(83.3%), WiE(83.3%), fHiPIN(75.0%), Y > /BRI (66.7%), BAEE(58.3%), BLEKE(50.0%),

FIE(50.0%), TRIMERIA41.7%), HEIREGE1.7%), ETIREA1.7%), AiG3.3%), ~~ 87 U v ME(33.3%),

0(33.3%), BEAIE(33.3%) ThH o7z,

<5 EEROBE>

HEFIE T AHFRBR OFRIER 229 BIZF1T B RIVEH ORI 98.7%(226/229 H) TH 0, F/2EIWERIIHLE0.4%), I

BRI (80.1%), A IMERIAN(71.7%), FRAGMREFEE(71.2%), AML(46.5%), U 7Bk (45.6%), JE57(38.9%),

HifR(31.9%), HN29.3%), MHAIR(26.6%), TH#i(24.9%)TH 7.

(HEXGEMERE?

HEmMEKE DG EDQBEENF : 4 HER(80.1%), BIMER(71.7%), VU > 3Bk 45.6%), &l [~E/mE
A46.5%), ~v 7Yy MERAN0.4%), ARMERBA*E] |l IMORAN(11.9%), PLIERBA %236 b b
L2 ENRHDHOT, KEMBOBERE DTV, BENRO DNGAIE, B, RIESEYE 1T
Tl E, BRERIORRRIC KLY, FEWELF R ERBUE S ORBYYE ORI HE ST 5.

D)FMMIEEE, B L OV & ORNMEE(T1.2%), FEE(04%), FHRRE, REFRE D H Sbns 2 L
HDHDOT, ZOXDBIERN B S OIIHAITIE, Wi, REEEEORLEEZIT 2 L.
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ARHNOHTRT - AR REIC I T D H MR OV ki
THESE L TR0, :

(A% - AE]
BE BAICZ/AY ) 2% E LT, 18 1H 260 mg/m*(&
REWE 09T TABHEL, P ES 20 BRET
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b OO HEITIE, R, KIE, PILSED s A
TH52¢&.

Hoavy, PFI245F—8ER: vavs’, T
4 T HRU—ERIER13%E RS ZENDH DO TRERE
FATAT, PEIRIREE, Mo, ARE, SR, RAR, W
AL, MR, FEITEORE D b HE IS
ZHIb L, #@URREEITO Z L.

SRS, FERHMERE | MR, MARHEE 23S O
DI ENHDDT, BlEETITATV, FEE, %K,
% ] 80 e OV 1S SRR 75 5 5 5 88 D B VT2 3 A I
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BEAHIEL, FIERERLVEH OB L% 723 L
BEITH 2 &

6)BMEFEIRES B | ST RN S B
LZENHHOT, BEETHITITY, BEICETT S
WP R, EERSEAE, M EONE AR 2 o i
XAREF NGRSO LN HEITE S 2 IR L, @Y
WEZATH T L.

NLHERE, 5 --miELFL, MEEER, MESR M
HEEpARSs, MiZEth, FKEE . OAREZET, 9 o MMELARA
(0.4%), TM=EFE0.9%), MhTEe", miaarEFRy’, Mz
1(0.4%), MAKIE 2 HSbhbZ Lndhd0T, BlEse+
IITATV, BENRD NG EE2 P IET5 2 L.

Q)BkHE, HIUB : ¥, HIEW04%)0H6DNDZENHD
DT, BBRETSIATY, BRENBD LN HAICITHE
HadiEd252 &

9)HILEIRIE, HEEEA, HLEHMmM, HEERE W
{EEEEIE™, LB 2L, LB I, WSS 2 H
LB ENRHDLDOT, BEE+HITITV, BEBTE
O LN III KRG 2 IET B 2 B R s 21T 9
z L.
10)EEGRS : it RIGR™, BFERGR, itk
R ENRH SDbND T ENHHDT, BEETHITITWD,
MUV - THZDN D O b aicidd 54 F kL,
WY 2R EZITH &

IDIEEEAE, BB A%, BERE (B E,
ML - R, FHUVVER, B8R, SIS H D OITER
R R BN O 5 >#5%) ZkL, FEMEA LT A
ICBATT 22 nHDDT, BERAE, BERERD S
NG &E S 2 RIE L, S REESE oMY 2
BEITOZ L.

12)FFBEERES, BE : ITHEAEREE(0.9%), #EIF(0.4%)0% &
LbhdZENHDLOT, BEETHITITV, BENGE
O LT EICIEER S & PIET 25 70 EiE ) e ALE 21T D
z k.

IR R NHEDNDEZENBHEDT, BEL+
ATV, MiE7 I 7 — Bl R 2S500 b gHEIc
G EPIET 57 R AEEZTO Z L.

IHBMUBRLE  AMEBLRENHLOLNIZENHLDT
B A 431247, BUN, M7 V7 F=r, 7 LT F
=2 I UT T U AMESICRE RRO DG A IR
L&k T 57 CEy R E AT Z L.

15) R REEIEREER (Stevens-JohnsonfEER), hEl
REIRTCAE (Lyel EMREF) : HHREMTHRE (A AE
(Stevens-JohnsonJEBERE) *, HREEVER BCHIBEAE (Lyellfi
BE#E) "NHHNDZENHBHDT, BEEZTHITITH,
BEPRO NG EICITR G2 PIEL, #WYR0NEE
1To22¢&.

16)BFE M I B AR EAEIRER(DIC) : FRFIME: 8 PN ok [0 5 1%
FEDIC) " RHHbND Z ENHDHDT, BEET5ITIT
VY, RS, IIEFDPAE, fET ¢ TV S RS
O MIRIRAEICBENBD SN GEIT G2 L
WYIRIEEITH Z &

15 2) SEE TSNS IR BRICESEEH L.

* BEEERE : WA I FRRRBR LIS (MRS RLEIRTE4 1%
ETe) TROLNIERTHY, FERPLE L.

*efh D7 Y A VB OIS E R L.

1.8 IRfFICE (%)
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FRHREE

RO RHAE (K GE)

RE R AR A y-GTP L5, ALT(GPT) -5, J VT
AST(GOT) k5., (K&EW, Al-P | = E&-
=t

[REES I R, PRI GE, Ok, i

o9\ a0N K, gag, S

Hobm R

AP A SE, IR, AR AR,

AR,
iR

KR RIRJE, R%

EREE L, AL, R

B L OUR PRI

PR

LR BR, AEENR IR

EVA o

PR

FERHA M LI

g?LEK%

Q%D DBIERE?
SYEENE | 20000 L | 5~20% 5%A AR
i3 i
FERRE  |[%% ZOPE, INDYHE, el | FEAERE
FFREAE OE) JiE, BIRNERR, =5 i3
i
PR RRE | BT B WEHR, 6O FE VN, SER, VRS,
& H TEENRTE, IRk, SRS,

BAmE
SLEE | ME (ERE, KW, MR, RIS
JRTHkHE i
BRI [ EL, (e, E | MW, ER R, R (50 ,
T, | A IR, D NRLE
A%

iR | BIER, | DU,
B OEE | A | H 9

TR, WORER, KT

T 3) R OHE R/ AR BRI D = Fdk L, ¥
SN T FHRRBR LIS (M LS RGE M I A i) O
X, R E L.

5.ERE~NORE

ElinE CIE— I AEBSREDN R T L0 Z E & Bl

HHZERH &b T VO T, HET IR SFEICEE

L, MEENCEERRELIERE, ISR, BHREMREL)

ETORELTERETLIL.

6.5T0%, EiR RILBF~OEE

(IS SUTAEIR LT 5 AIREMED & 2 m ANIZIE 5 L\
L. [EER(T v N TRATBIEER SRS Ty
5. ]

QAP OB, FAE NI ST & [BERT
v B TR P~ OBIT RIS TRESN TS, ]

TINRE~ADRE

R AERER, FrER, LR, SESUTNRICHT %4
PEIEFENL LTy (B FRREBR 2 220 .

8BRS

A OB GEEOMRBRNII SN TV, wER 5

WP S a ERAOHER, BHEmE, RAE R &

O Th 5. mEERGDITOIZHAITE, A 4L

YA IR T L.

9EALDIE

(1) A
DISIBIEORRUC Y 72> TIE, SPAEAERAEFEHT S
k. e, ABREBRIIMOER S ITRE LRV &

DAFNTHMATFEE A BT D70, FHRIE X TR A2 5T
D ENEE L. FEICARFIUTIRBIE A 35 LT-t
B, BEBIZEBEOHRAL AT ATIELEWIKT Z &.

3B X B BN 20y, JUIFICRE L, Hik

Ji (2~8°C) [T HEYEARAE LT 8 ME LA 3% = &

HEEAS y TR AN IR IO ERT 5 2 L.

S5)fil A R R, TR 3R B, IR S
BT HILBD RO SN Lanz &,

QEBERRE - LTAREHIRNEES &L, BT, RN
BE LW L.

Q&5

DEFAIRNBEGICER L, A ME MmN D &, ERNEME
R - AR T LN H D DT, RN MBI
WRWE D ICEET 52 L. £72, DENCRRSE %
HL U T2 AL &L R 72 D0 U X XL & %
5. L7256, URIOESEAICFRKIEE HE TS 0o
7=, Wb [Recall BlG:] MBBH LN EORENRH
5.

DAFIFRGHEIL, A TFA T4 NZ—FFEH LR
L

MDA & OELE XILIFR UEHET A > TORIBFEAT
WETDHZ L.
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<BEKAMAE>
DIEFEIEREE NI C, B OERERHICHDOENE R A1

1.8 IRfFICE (%)

TR L, TAa—LTdatezits.
)ESEF S L EREE AW, 1307
VBT AR 20 mL &, 1470 RO
BRI % 20T, NA TV ONBEEMZ DT
A TIVZHEAT D, Zo b X, A

Page 5 of 16

KO3 -p-& R ¥ %7 U220 Rt i
B 1% U T Th otz EPIZITREGEOR 20%05 HEE S
.

5.FEEEEE
ASTRORE U L BV CHFSRERE B OFREE &2 3 L,
ZOREEOREIST 3 A& (130 mg/m?, 200 mg/m?, 260
mg/m’) FHEL, RFOIRBBREIZ OV TRFT L.

R & B, RS — e Rk D
1235 (ZOBEMEIL, KIBOFRAEER/DNR
T A DICHEETHD).
NAEWIBFERITTRAD L 5 5Ll A
AT NEHETS.

HNBEV DRI TS Z & R L

Teth, NEMBRT X CTHERAARNLE
BOREIRIZIRD ET, 2 ML EIThT
ST, Il ERI< X oicE LY,
BRI BT IS 2 VR L7z LT
RET5 GEPLERNE IITT D).

=

|', i J
S
)

FFRERRTE DR Bl AUCiue CL

AST B (n) (ng-h/mL) | (L/v/md)

>ULN - >ULN-<1.25x [260 mg/m?| 119834335 | 23.8+7.5
<10x ULN (5)

ULN  |%>2[ 1.26-2.0x ULN [200 mg/m*| 8660+2891 | 24.9+7.0
“4)

2.01-5.0x ULN [130 mg/m’| 7146+1326 | 18.7+3.1
(5)

10.ZDDERE

()BT BRFRIEC BESE U 72 BR TSI oD B2 JE
WERBELZBEEOLDBREIC A7 AL EE L
7o, REAIC AR KGR 2 5T D Loz, W
5 [Radiation recallBiZ | 238D Bz & DHRENDH 5.
)37 U & &b & o UM IE A R R & O
L7-BE T, atkamiE, & REEEEEEMDS) 2 JE 4
L2 DHRERDD.

(EMmEIE]
1M EAE"
H A G (41 BB |2 A 80~300 me/mi % 30 43 1 4006
BHE LT & & DM /<2 U & 52 L I SARME O

Je&R L, AUCK UChauxld 80~300 mg/m*E T EEFH
oA 7R U, THIEEIE 16.5~40.2 Rl TH o 7=,

100000

W 80 mg/m’
—~ O : 100 mg/m’
E 10000 A 125mg/m’
é A 1200 mg/m®
% ® : 260 mg/m’
S 1000 O : 300 mg/m’
N
A
_
= 100
NS
P
<
'
&
= 10
£
1
0 12 24 36 48 60 72
MBS B O WER (hr)
A5 5-1% o i 4 v
2
2.9

(BEB) 7 v MIAFIO HEG K% B 5 L= 24 B2 81T
DAFRN BT REIREE 1T, MM A bR < SRS - MRk Cm <, Ee
DNTRAT LT, iz, BT, TN, N, FE2E, s, sk,
WL, BiECilmE - mIEX 0 mro7=. 120 BRIk
D ST REDS B > o ToRBRR VTR, Fili, BB OWRB T o 7.
3_1—&%3),4)
(BB)t MTBW T, 237 U Z FE2FEIC CYP2CS 12
D 60-t R ¥ R0 U X5/ IR S, CYP3A4 |
D 3p-b ReXxo 7 Zxe L cREand. £75,
no 2 BOMRHYITENE CYP3A4 KL TY CYP2CS I &
HIZ 60,3-p-PE RrX v 7 U2 X cfiiansg o
ERHBITND.
b ONREIE, AMEAILREERFEORT, Fh O E
FIZHBO BT,
4.5y
S0 E N FLFE BB IS ARH 260 mg/m* % 30 AR AR L2 &
X DORBALE Y U X X1 0RO LR
4% ThY, ZIIBICOMENERPRIRK CHDLZ &
ZRLTWA. R TH 5 6o-8 FaFi 7 ) Zxt L

X
X
UJ

ULN : FE¥EME FBR. AUC oM O'CLIT ) AZ R AEZ R LT-.
AST>10 x ULN®H A UMEIE U L E >5.0 x ULNOD iFHERERE &=
BEIZOWTIRF STV,

(ERERRLAR]
TR R B AR

WES TN L 7= AFH & oD/ U & 8 VB & % TAHE
BROERABRAIIUA TO LB Th 5.

foo,R27 U & X VB

AF(260 mg/m?) 2
\ Eam L o S (175 mg/m~)
(30 T3 /RIRHE 38 Z L BTY, 3 pepmine 3 0 = - 5 )

ViE BiI%R(151) 229 225
) 55 25
A S 250 (%) 24.0 11.1

95%({E HE X (%) 18.48~29.55 7.00 ~ 1522

€3 E-3:5)
1LEHHE

X— K~ 2aBiHlkE e b ILEMX-1)0 K TRkt
L, MESRAEZ R & D GRS R AR BT
5.

2B
WoMEBRABES ZRET 5 2 & IC K W BUNEORIELL - i
Rz SR L, MEROMELZmEESSZ LIk
MRSy 2 A B U CHUESE M E 4 65T 5.

(B 5 ICB T SEIEFHIR]
HEE

—fh
L4

1 N7 U & %t L (Paclitaxel)

1 (—)-(1S2S3R4S5R7S8S10R,135)-4,10-Diacetoxy-2-
benzoyloxy-5,20-epoxy-1,7-dihydroxy-9-oxotax-11-en-1
3-yl
(2:;,3S)-3-benzoylamino-2-hydr0xy-3-phenylpropionate

(1 CyHsNOyy

it : 853.91

(ML EDTE]
LERORE
AFNTHEEAD R RIS T2 b, ARlEERY
L7eAg, EERMARIE4), € oRER 5 T RiER
B(vy NER), HHAFAR, HLEZBREOKRALA, (EHT
EEFEL, D L 20 FEMRGFETL L.
2 EVEBRE S &S, T ERBICANTIRET 5 2 L.

(8 %]

T 77XV EMEEM 100mg : 131 TV
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[FEXHER U XBEERE] 2. XMEERSE ) -
LEEH 3%&%:5&&@@?%%:0%3& LTh FRiC JfR<
1) AR AR TERERES 1RSI 351F % ABL007 rEwe. S
B 515 D FEMBIET — & & V7= B B o AT KM Sy TR bt San g P intly o
(2008) T 101-8444 HURUHR T4 FH AR HERMT 1-27
2) Sparreboom et al. :Clin Cancer Res., 11(11), 4136(2005) TEL 0120-20-4527 FAX 03-3293-2451

3) Rochat B. :Clin Pharmacokinet., 44(4), 349(2005)

4) Barnett :£EPNEEH2004)

5) Iglesias £ EEH2009)

6) Gradishar WJ et al. :J Clin Oncol., 23(31), 7794(2005)

7) Neil Desai, et al. :Clin Cancer Res., 12(4), 1317(2006)

8) Schiff PB, et al. :Nature, 277, 665(1979)

9) Schiff PB, et al. :Proc. Natl. Acad. Sci. USA, 77, 1561(1980)

— @xﬁﬁ.ﬁmﬁ%ﬁ 0 .
LU TR 27 Abraxis 3=

Bip%cience
6
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\

182 #hEE- PR, BAE - BHE () RUZTOHRTEEN
1.8.2.1 BhEE - R (B) RUZDOFRTERRL
1.8.2.1.1 BREEY 8 - R

AHNOHEFET H206E « 2R ZLL IR LTz,

FLyE

1.8.2.1.2 BREET S AL - IR DERERM

2% — VL TEUE ) OWHE - DR CTERINTRY, BB, T bisk Ok
EFIRIEICRT L CBRIC S O BT VAR SN TR Y 2, FUmOEERE & L CHRRD
BTSN TS,

AHNOHIEIETEMERN R TS 7 UV E B L THE L, XXV —/LEARRIEL LT
BNMED HHRF 24T 5 726, —WRIRIRGI UL RIBHE LG 2 & Telnf ML g 2 65
&Lt%%%%%nﬁ%ﬁ&ﬁ%(@mnﬂ)%%mbt.

CAO012-0 BRDFER, FEFHMEEE Th DBkl L5570 T — & & v M-SR
DRI, ABI-007 £, # XYV —ARBETENZEI 24.0%(95%Cl: 18.48-29.55) &
11.1%(95%CI: 7.00-15.22) T~ 7=. £z, TOFEHROLE (ABI-007/% ¥V —/1) %, 2.11
THY (95305%CI: 1.368-3.254) , FHIE L7 CI O TR 0.75 22 T2 Z & )25 ABI-007
DH X =X T HIELMEDRRFE S AL72. RIS, FRAIIRZE O 2233 OB E DT %
ITo T bR, RBEHEDLD 95%CI O FRN 1 Z# A 5fERE /25722 LD ABI-007 O X &
V= AT DR DS REE S L7z

BT, —RIBEGIZIRE L 72 ERR AR O ROBEMHEREIZB VTS, TOREEOL
D 95%CI D FIRIT 1 M2 TRV, EHEBMHEFRICKTT 2 —RIEGI 2 x5 & L7z ABI-007 @
B — RS DR DS RREE S U7

F72, BIRGHEEE TH 5 WHEELARM (Time to Progression ; TTP) @ Rl |ix & &%V — /1
BE & B L TRl W TREFFIICAE REICE > 72 (ABI-007 # 23.0 8 {53 »H} , #
XY —/VEE 16.6 1 {3.8 »H} , HR=0.726, 95%CI: 0.589-0.895, P=0.002) .

LLEDZ Lonn, KRNOEE « 2RI, ZF Y=/ OhEe - IR EFRRIC TR &RE
THZLIEIZYTHD LWLz,

235 3Lk

1 BAFETSR. BHPRORIUCE S S HIBWAT A 74 1. EWRE, 2007 R &5
HiR;2007.75-94.

2 HARANRAERT Y U —27 (JCCNB)R. =BT, NCONER PR EE AT A KT 1 >,
FL¥E, 2008 4F, &5 1 i)l. JCCNB;2008.38-50. JCCNBA — A ~—
(http://www7a.biglobe.ne.jp/ jecnb/01_ncen.html)
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1.8.2.2 B - B2 () RUZDHRTEIREN
1.8.2.2.1 RETHSHE - B=E
AFIOHFEST DML - HEEZUTIORLE.

WE, A N7 ) 2208 LT, 1 H 11 260 mg/m* (R i) & 30 4320 T A
L, D7 b 20 HIREKT D, k1l a—2E LT, &E542#0 kT
723, BEOREICLETHETS.

1.8.2.2.2 REET HHZE - HEDRTERN

& /AL BB 2 k5 & Lo ABI-007 OWCKE VI AERER (DM97-123) TlE# %Y —/b
THERR CK[E FDA) SNTAEMERERAr V2 — L ThD 3BT L EEEEZBRALE

DM97-123 SERIT A BERABR T, # XV — 2BV TEKZE CKEFDA) STV AEIK
AED 135 mg/m* 2B HAREE LT, 38 2 L #5353 M CRlfET2 2 £ 0
Ih L7=. ABI-007 % 3 B CAAMERE LT-BROZL M2 8 L7712, ABI-007 % 30 43 T
MEHET DL & Lz, ZORBRLY 30 5 TREMEHET 25 A O KME (MTD) 1% 300
mg/m°C, DLTIZZ L— K 3 OAEE, TR, KMEERREHREES, DAREKOT L— K40
TP ERIVDE Tdb > 72, WWBUE T D720 D & 2 — )L O SCEICEEH S T 5 piiE
7O Ten, WEFEFEOMBEE R 58 FFRIBD DR,

WK IAHFRBR (CA002-0LD, CA002-0) TiX, CA002-OLDFRER(175 mg/m?®, 3 #H = & &5
%) KOCA002-0 3BR (300 mg/m?®, 3 Z & 5ik) o 2 B Tbh, BHRiIEnEh
39.5%M N 47.6% CTdh - 7=

CA002-0 B (300 mg/m*) TZ L — R 3 LU LEOHAEFEZEREIRRN 10%LL L ThH - -H%
I%, HFHPERBUE 46% (29/63) , 5 13% (8/63) S VKM MHRIEE 11% (7/63) T
Holz. (2.5.1.52.1 &)

CA002-0LDFBR (175 mg/m®) CTZ L— R 3 LA EOFEFGRIEN 10%LL ETHo72F
G0%, MFPERBUE 12% (5/43) Thot-. (2.5.1.52.1 BHR)

CA002-0 7Bk (300 mg/m*) T, AFHERIE & RRSMERR AR E DR BRI 2> 7=
78, HERGED 90%LL L3 5T & 7= B3 OFEIA X 75% & CA002-0LDFAER (175 mg/m?)
D 9% L LT -T2 (2.7.4.1.2.1 BHR) .

VL EORERFE RN D, 7' L— K 3 LI EOAEREGIEIET 175 mg/m*IZ 2 300 mg/m*# 5-
BOHNEL, HEOHE - AROEZEHEIT 300 mg/m’ 2~ 175 mg/m* 5B )5 RN R AR &
EzbnTz.

ABI-007 OF&E5EBEOFTEIZE L TIiX, ABI-007 DFMEN X % — /U~ T ER S 722 &
INCERET D LRI N7 U X2 X VRAIE UClRERIRY mHAEZR 5T 52 kD
IO EEEEZFRE L, WCKERS A ERGER (CA012-0) Z24T-7-.

CA012-0 RBR T34 RO K H i85 £ CTH 5 ABI-007 260 mg/m* D #5826 L TH ¥
—/L 175 mg/m’ % % IRSE & U 7- bhiakBR 2 920 U 7= 55, [1.8.2.1.2 HIFET D 4hHE - ZhR D%
TEARL ) IR L7 & B 0 AR S Tz,
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WIZ ABI-007 IZ A LN ERAEESRIT, BB, RMMEREMREE, %5, Hhekid
SE, BEVR, L, @i, TRTHU X7 VXX L THRESN TV DOBEHO LD TH -7,
23— VAT ABI-007 T X< A LN A FHERITRHMERERIEE Th o 7. AH
ERRBEIR D & D KPR IR EIL 85% N/ L— R 1 HDWE2 THY, TDIFEAL
NEGEHIEE, BIET 52 ERMHERES N,

LEPEIZ DUV TIE CA012-0 FRERDAE R, FR LRI & 72 5 G ERHL OB K Y
TR ORI BT 59k, HEEZBE LI AR OLZ SIS XY — I TH LR
EEZ LN

Flo, WEIETBIOTZOD & X Y — /L OR SCEICFTH SN TV A RIEREIT TR ) > T
25, WOKERIRER T FH ELEERER  (CA012-0) DEGARIZIWT, HEOWMBUEILR b7
ZEnb, ZXV =L RERRDOFHERITRHCHBER RN E B R T

ENICBWTH, SRIOAZRHEFRE - AETH S 260 mg/m*D 3 Z & 30 45 SilHET
FBIFHFRER(J-0100) % Fh L7258, A RIOKGEH AL - 2O AR Ky Ehie < F
— A DRECKDOEAE UL TWD Z EEMHR LI D, WBHAOT —XE4METDHZ 1T
AIRE &R L7

DEDZ Enn, AL - ARl M@y, mAFE 7281t LT, 1H1
6] 260 mg/m® (KK MAE) % 30 020 CHEMEREL, L72< &6 20 BRIET S, 2ha 1l a—
2L LT, WEEBYIRT. Ak, BEOREBICLYEERETS. | LRELE.

LL, BARMNMIFFAREBEN Y A7 CRWEHARBBUCET 2 5M7a@m Wi Holcmat s
TV, HARNIZEIT S ABI-007 DAL - AETOMHAZ L V272t DIZT D701
GEVET — 2 B AGR% O AGERE I CIET 25 TH 5.
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EH EOERE (2) 12O\ TIE, Wk 94 4 A 25 HF3EFEE 607 5 L OERZH 59 5129
VY, ARANOEEARRER I T 2 B, MRFmE, mRAEFIRE, REEREZ
B F %, KIE Abraxis BioScience L2317 5 CCDS (4.0 i) MK ONEIFE[E%h S O R EoOEE

FBREICTHEH L.

A LR (%) A EAR AL
(B &) LM AR 5 72D dh
VAR 2 G e ALTFHRIET, BRSO TE DIERR| HARFHE ML, BEL

IZBWT, DAALRIEIC 07 mid# - BB a2 ROEMO b &
T, APEENED) L CHI SN DIEFICOWTORERT S Z
&L oFE 7, RIEBRRICSI D, BE T OFECAIER O
fatEZ+oPA L, REZETHO®RETDH L.
2CEBEIH (FICFFERED) FOEEREWERANEZ 22 &0
HDHOT, HENCHEERE (LKA, ITEERE, BHEAER
r”E) 27O E, BEORRELZ IR L.
3ARKIEHICH 2> UL, IR SCEEZRAG L, AR O#K G55,
WCE, BRSNS Mo N7 U 2 2w L BRI L B L D L&
R L CRETHZ L.

[

2UEAERRBRIC BV T, EE
7B BEENH D FE O H AL TV
HZ B, CCDS LDV 7
U & X VBB O U SCE
BEI\CRE L.
3R EMIRT D72 DIT
T RIE LB L, REL
7=.

[ E] (ROBHICEEBRELEWLZ L)

(WEE GBS O & 2 B3 [H BE M) 13 & R #%E (Dose
Limiting Toxicity) T& ¥, EYYEZ EVy, BB 5 AlRetEs
H5. ]

QEIUEL AL TV DB ERENSENC LY, EYYELHES
TEBENRHD. ]

CAAIT N7 V2 xR, THT 2 Ak LiBEUE O BEE R
DI 5 BHE

@R TR L C WD ATREtE D & D@ A (TiEhs, PEfs, %3
IS~ O | DIEZR)

(HCCDS KW "7 ) Z X &L
AN DORMN LEESE IR
ELT.

Q)37 U & X' VRHF| O EAF
NEEBEITRE L.

GARFISUT T U Z w0, IR
Mo 7T VT N LB
BUEN BT D2 08B D
7=, CCDS, /37 U %Xt
VLRI R OV T L7 S LK
DI LEEZSEITHEL

(HAANCRB T 2B EER (T
N) TRBTMERRE ST

WHZ ED, RELT.

<HEERUSRICEET H2FERLDEE>
AFNOHTET « MBI FIEIE IS BT D A 530 e V22 1 e ST
L CUWRu,

FLFE RS 2 fiv Al - Tt b1k
FRAEIZ BT D AAN 2 T
RRRERY BRI 5 T

RN LG, RE L.

<AZERUVAZEICEET 2EALOEE>
L OHEMEEES & OFRIZOWNT, A0 & OV TS
L TR0,
DAFNOEEEZ BT > TIX TRICEE L, MBS UK, HiE
EETHI L.
T EREE K QML MR DO E BN 0B E L, IRa— A FE 5RO
B R R A CAF P ERELAS 1,500 /mm3 A L i/ MR %A 100,000
/mm3 Kiii THIVUE, B RERENEIE TS £ TlIRG & 9
5 & FeH%, AFREREDY 7 BRI EICi 72 - T 500 /mm3
Rt & 72 o 12354, /MY 50,000 /mm3 A2 72 > T2 34,
FEEMEAT TP BRI E DS R L 7= S 13k ml 0¥ BB A R
HZk.
F£72, " (Grade 3)72 AR E 238 B L2 56120%, BRIk
XA (Grade 1 LA TF) T 5 F TR G- ZEH L, kelo#R 5 &%
BWELTEETH L.

<BED HE>
Vi B Bh
bR 260 mg/m”
1 B i i 220 mg/m”
2 B 180 mg/m”

AFRNZ I T D RRER 1T 7
WZ EnD, BB IT AR
FIDOWRF LEEBEZICET L
7.

10



VA A SV R 1.8 W rE ()

Page 11 of 16

A EoEE (%)

A EARL

[(ERLEDEE]
1EEREROBFICIEEICERETHIL)

()E B O o 5 BATHHIHEI AR T D803 & 5]

QUITFFEE O & % BAREKRESFMET L TW LT, EEMA
ML HOLONLBENR DD, ]

Q)EEEDH 5 BE[BEHRENMET L TWLHOT, BEIEMAGE S
boPONLIBENLDD. ]

@ming (TRlRE ~OB G ) DHSM)

() EMEG 2 SUTMTRRAEIE D & 2 BEPER ZHE ST DB
N5, ]

(DA G R R BRI BV TE 3
IH ORBE N EHNZ &M
BOLNLTWVWDEZ EMnHE
ELT.

QFEEDH D BFIZXT D
TEMIIHNY. L TE LT,
CCDS KON 7 U Z X+
AN ORAT CEE B E I
ELT.

QBEEDH L BEHEIHT D
TEMIIHNY. L TE 6T,
CCDS KON 7 U Z X+
AN ORA CEE B E I
ELT.

(D UFIERFRER BT, Sl
FCHEICRAEHEE DR\
PEITERO LIV TV RS, —
BRI EE L LT U H
FEALRFOERMN CEE S
ZITHRE LT,

GYARFNC I T B 22 I3 E ST
SILTWRWA, N7 U Z %
Y AVRA|I DR L EESE
WCERELT-.

2EELGEARNEE

(1) BE~OFHLOPANMIET VT I AZDNT

) (BEADHRA) AFOFEHICHZ>TIE, FTiaBEIcinm
L, BfgEED L2805 L.

« BIR OIRIRIT IS T D AH| D T
cAFNIETIMY & LTk MBS EER L TWDH28, K
YUEDARIE A B IE T D720 D2 XKL SN TVDHR, B
MIAEZ B E LTV D Z L ICH R DIEYERED ) A 7
BERICHERT A M TER NI L

AR ORI T D AMTE T VT 2 DJFRE 72 5 o
TIE, HBsHUR, HtHCVHUA, HLHIV-1 HTiL L OBTHIV-2 HLR)
e ThHDHZ L 2R LTS, &b, F— L-RBriiiE
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RN REH T Z ENHERINTWDER, AABEEICLD
BYYEREDORBUIHE TERWDO T, HE5HOBBE T2
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DY A7 ZE2IITHERTE 2D T, AEERG OBIZIZHA
FA~DOFAE 51T, 1BE O MLEMNZ - aiato FiEd
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(WARBANTIT VT 2 v U
ELTHEHLTWSDZ &En
5, 7T I BIEI OB
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QAFIOHEHIREEOO &
DOIXEREAE G EkED)
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B3Nl KEERSIZXZVE
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L.
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L LT, N7 ) 2L HH
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ZREMEIXFESL S TV n
N, N7 Y ZXFEMZEBWT
HMONTWDZ END, X7
U 2 %2 VR O U SCE
BB ICRIE L.

3.fBE{ERA
AFNTE & U TEMHTEESR CYP2C8 N CYP3A4 TR &
% (IZEwEhie) OHEBR).
SERFEGERICEET S L)

TR BRAIETR - BB

BRFF - frlR Ik -

JEUF BRI A

S EES TS S
O H SRR R 2 OFH L7245
A, EE e AE K LM
N DN FEFR L 7= & DA
H5. AT IIHAICL, &
FEOWREIZEEL, AEE
RMffER SN B LZgGA
WX, ARFI OB G O
MR EESICPI L,
DI LEEATH T &

WX A TH
505, @R
(FTA)TRT Y
2 XENVIZLD
T R 32 1 1
IMPIFR D BT
(AN

QYEHEMEIE LIRS 5 Z
ERHDHOT, PFHT L5
BITiE, BEORE 2B
L7Ris b, KAl Z 4 %
IR R T 5
k.

UL

PERIZ L0 B REPNH] 2 D E
TERD R T 2 B8ENNH
5. BFRAREEIT ) HBEIC
%, BEOREZBLE LR
NH, WRT L2 TERE

BRI %O T
mansEfEM
NEELTWD.

AFNZF T D AEAERICEET
DM IHENL STV
N, X7 ) ZFE TRV TH
ENTWNDZ MG, X7 U H
FENVHHIORMN LEESE
IR E LT-.
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MgAItET25Z L.
TATTF N ANV AEE RV E R
EVATTF DB AV AT TTF
L, WONEF TR | O®BIZRE LT
L7236 L0 EMmENE |54, X7 0 X
WEARBENLRHA. fH|FELDZ UT
FRIEEAT O WA, A7 2ANETFL,
EUATTFUDRNCES | N7 U HX XL
THI L. O I R RN -
73 5.
Q)PF T L0 AR AR RERE T | R A 8 [ 55 8
NEEmT2B8ZNNH 5. | THRENDEIE
PERREEZITOSHAIWE,|HE LTEEL
BEOREZBE LRG| TS
SRR WA A s ST R
JIEETHZ L.
NS S (PFARE, X7 D ZFEL[T7 ) ZFEL
ZRXYALET ORI |E R¥ Y e v
L L7 A, HOlEF | ORIICHE L
G LA L0 ERimEIn | 2546, KXY
M s2B8Fnnbs. fFlrevrroszy
AREEITOHEBIE, KT 7 ABNKT
Hlze ey ro%ic|L, FEYre
BETHZ L. v o o
N EFHT5.
QOFHIC LD LEFME R | JE T HE i O 5 &
THERBENR DS, JEAE|ICEID, K%Y
BEEITHIHAIE, BEO|VE YV EOF
REZBELLENL, HE|OR#HTH D
TAENIFEGEMEEZEE| Ry re sy )
THI L. — L o I
DEFRT5.
EX IV A, TV R|DEHIC X 0 BREEIE ORI OF H E Al A
PEHEA(S 2 Y =V ({EAN BRI 2820 % | CYP2CS,
), ¥~/ u 74 R 5. PFHABEEZITOSHEIC|CYP3A4 %%
EF(m) 2a~f o |lE, BEORELZBELR|EL, X7 U4
), AT A RRANMND, BET 20 IHEE|F Lo RN
EVA(=F ==X N HEREEETD L. L= &, N7
TIVF—NE), Ve R V& xELOIM
oYU RINLTY o EE AN E R
NS RV V=R 5.
—(=T7 = VEVE), T
NTzFTv, I aA
KUY, RTRXI), F
=Uv, IF T, T
= FkF
4.8l{ER [EINEE 1 AERER K OEA 26 1T
<ERNEEADOEE> MHRBR O Z S LTt L

FER] 12 B3 1T 2 RIVER O3 BLFIL 100.0%(12/12 F)y TH D,
T2 RIERNT A M ER A (83.3%), A ERIA(83.3%), RS
b5 (83.3%), MiE(83.3%), FHATA(75.0%), U >/ Bk (66.7%),
RAHR (58.3%), HEKIFAN(50.0%), F&I5(50.0%), I Bk
(41.7%), TETIIEM41.7%), EEEEE1.7%), EM(33.3%), ~~ b
7 U MEA(33.3%), HLN33.3%), BACRIE(G3.3%)TH - 7.
<@ E{ERADBIE>

RSN T ARRRBR ORIES] 229 B2 31T 5 BIVEH O3 FRIX
98.7%(226/229 Fly TH v, EREIERIIME(90.4%), I HHERRECD
(80.1%), HIMERIA(71.7%), RIEAFREEE(71.2%), & [f1.(46.5%),
U SR (45.6%), 2 57(38.9%), FAHIIE(31.9%), Hi:29.3%),
AR (26.6%),  THI(24.9%) CTh - 7-.

7.

OEXRLGEERE?

HBMmBRE D % EDBEREMF : 4 ERE(80.1%), H ek
(71.7%), U > ek (45.6%), &l [~F 7 = el
(46.5%), ~~ ~7 U v MERD(0.4%), SRMERE/AD*ZE], il
AR (11.9%), PLIMERA*E R B L bbb Z ERHDH D
T, KMIMEOBEL +HmIdTVy, BERRD LNHEEIC

CCDS KOV 7 U X 1l
KO SrEOZRHE S 12,
YO EKME L RBUERF| O &
BENDEKRRRWEROHEIZ
FLEL L, BEREOXSIZOWNT
HIEEMIE 21T o 72, 7R BRI
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B Z2 51247, BRENRD ONEHEAICIIER G2 ik
Lzl
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ZEMBHHOT, BEHZE, BEREND D DLNEAICIX
BehZdik U, BERBIEESEO@E R VEEITH 2 L.

12)FFHEREIEE, #|E : THEAEREE(0.9%), FIE(0.4%)13H H b
NHZENHDHDT, BEETSITITY, BERRBD LN
BAEIIIBREZ DI 572 PEYRMEEIT) Z L.

IR  ER* DN HOLDONDZ ENHDHDT, BEE 5127
W, MiET X7 —PHESEICEENRED NG EICITR S E
k427 CEY) e EEITH T &

1HEUBRE  SMBRENHLDbNDAZZENHDHOT, Bl
2% 431247y, BUN, Iy 2 V7 F =2, 7L T7F=> -
I VT T v AMEEICRENRD SN A IR S Ak
57 EEU B EITO b

15K B HEIEEREEE B (Stevens-Johnson fEMEEE), PEMRK
BRI (Lyell SEREE) : G KEEARAEERE  (Stevens-Johnson
JEWERE) *, gt REE (Lyell JEERE) *2d bbb
ZENHDHOT, BERETZITITY, BRENEOLNTHE
WZIEE G AR L, WEYIRMEEITD Z L.

BEFE I Z DUV TSN T AERR
BrakiE (229 ) &= L ICEE
L, MESMEE I ARRRER DA (M
S ELENR B G A B Te) TR
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7=, 728, N7 U X kL HE
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7-ORE LT,
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1.9 —MELHIERLIXE

1.9.1  JAN
Rk 64F 4 H 1 BAPHESHEEEE 14 Sl kv @k,
AN (AAA4) "7 U Z2%8L
(3 4) paclitaxel

G
W
H.
O s
A5
Hyo n
19.2 INN
paclitaxel

(2aR4S4aS6R,9S511S512512aR,12bS)-1,2a,3,4,4a,6,9,10,11,12,12a,12b—dodecahydro—4,6,9,11,12,
12b-hexahydroxy—4a,8,13,13-tetramethyl—7,11-methano—-5H—cyclodeca] 3,4]benz[ 1,2—b] oxet—5—
one 6,12b—diacetate, 12—benzoate, 9—ester with (2R,3S)—N-benzoyl-3—phenylisoserine

[Rec. INN List 35, WHO Drug Information Vol. 9, No. 3, p21, (1995)]
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110 5 - BIEFOREEFREEHDT LD

b54% - B4 (—)-(1S2S3R4S5R,7S,8S 10R,139)-4,10-Diacetoxy-2-benzoyl oxy-5,20-epoxy-1, 7-dihydroxy-9-oxotax-11-en-13-yl
(2R,39)-3-benzoylamino-2-hydroxy-3-phenylpropionate (51% /X7 U # & L) KO O HIA|
S
[PV S
C-0 H ¢g-Ccus
ZhEE « B F Ly
FE - R B, RACIE A7 U Z % s LT, 1A 1 260 mg/m” (K&K ERD % 30 234 TAURFHEL,
Pl EH 20 HIREET D, Tk 1a—RL LT, H5EBEVIET.
ok, HHRIE, BEOREICLVEERETS.
ISR DFRE
TS R OER) | 7Y 2 %81
K5y - oy BHF 77T Y EEEREMH 100mg (LS 7Lt s ) 2%+ 100mg & A)
=k 2 M LDg(mg/kg) FRIR ER/Eh IR FHTA
~UA 447.4 ARl BA=Reach
Zvh 7% >120 FEES *i%g%?
4 X I >8.4 AR FE DI
7 xS ARl >6 ARl
Atk @k RGHIR RERK Bh& mENEE EAT)
~ A 5 HR FRRA 30 BA=Rtacl LDso
69 76.2 mg/kg
103
2 M FEEEd
&IVEH BEIVERIE 758 51,789 11=96.1% FRARAR AT S D FEBLR DO REF 2 L
BIVER OfE%E 145 R AR AR A A1 B D FAH (e
ESE 73.4% 579/789 F=giil 755% 585/ 775
KIS 63.0% 497/789 I H BRI E 725% 562/ 775
HLL 36.1% 285/789 H if BRI E 72.3% 560/ 775
9T 31.6% 249/789 U 2 RBRIBDE 54.6% 423/ 775
T 26.0% 205/789 & IR S 14.6% 113/775 &
=1t KGR o Tkt




775X Y U REEERA 100 mg

E1IE (FP31—I)L1) BHEEZHFTHER

RURMXEICET H1FH

1.12 HHEH—F

KIEERTEKRA =1



SR SRR

112 #fTER— Page 1 of 18
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£38 REICHTINE
31 H3H (FEY=2—3) HIR
32 T TS E
3.2.8 JFEE (N7 ) 2 %E))
CID %% | Wi E®k> WiEES A b
32.8.1 (3281 — R E
3.2.8.1.1 |3.2.8.1.1 AN
32.S.1.2 (3.2.8.1.2 s
3.2.5.1.3 [3.2.8.1.3 —
3282 |3.2.S82 ik
3.2.8.2.1 |3.2.8.2.1 fslEE
3.2.8.2.2 [3.2.8.2.2 HOEFEE NI e R gy har—)L
3.2.8.2.3 [3.2.8.23 JERA D H
3.2.82.4 (32824 TR K OV R OB
3.2.8.2.5 [3.2.8.2.5 Tuk A« RN)F—gr,/ T ak AFHE
3.2.8.2.6 |3.2.8.2.6 HE TR ORI DR
3283 (3283 B
3.2.8.3.1 |3.2.8.3.1 FaE F O D B D fi A
3.2.8.3.2 [3.2.8.3.2
Indena CoA
Indena Report
-
Indena Report
-
Indena Report
-26
Indena
Certification
32.84 (3284 JRERDOE B
3.2.54.1 |3.2.84.1 HR& S OB 714
3.2.84.2 (3.2.84.2 g HE (O FE)
SOP Summary of Test Method 10-08-01-6067: Assay of Paclitaxel and
10-08-01-6067 |Determination of in Paclitaxel Raw Material
SOP Summary of Test Method 10-08-01-6196: Determination of Paclitaxel
10-08-01-6196  |Impurities per USP Test |
SOP Summary of Test Method 10-08-01-6170: Determination of Residual Solvents in
10-08-01-6170 |Indena Paclitaxel Raw Material by Headspace Gas Chromatography
02 Indena Analytical Procedure HOZ
- Indena HPLC Method for Paclitaxel Assay and Related Substances Determination
- Indena GC Method for Residual Organic Solvents Determination
3.2.54.3 (3.2.84.3 RERGE (O HE) o) 5T —v g0
PD97-PR/A-009 |HPLC Method for Paclitaxel in Paclitaxel Raw Material
PD97-PR/A-012 |Validation of the Method for the Determination of Impurities in Paclitaxel Raw
Supplement I Material
PDO04-NP-A-007 | Verification of the USP Impurity Test 1 Method
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https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1682-indenarep-21-97-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1682-indenarep-21-97-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1682-indenarep-21-97-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1683-indenarep-29-06-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1683-indenarep-29-06-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1683-indenarep-29-06-lr-6-26.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1567-ovi-indena-may06.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s3-charac/1567-ovi-indena-may06.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s4-contr-drug-sub/32s43-val-analyt-proc/0119-cmc-app-hplc-val-rep-pd97-pr-a-009-dot.pdf
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3.2.8.4.3 |PR-001466 Validation of the HPLC Method for Determination of Impurities in Paclitaxel
Final Report Raw Material (Test Method #10-08-01-6196)
PD02-PR/A-043 | Validation of the Method for the Determination of Residual Solvents in Indena
Paclitaxel Raw Material by Headspace Gas Chromatography
PD02-PR/A-043 |Validation Headspace Gas Chromatography Residual Solvents in Paclitaxel Raw
Supplement 1 Material
PR-07-00247 Additional Validation (DOE) of the method for the Determination of Residual
Solvents in Indena Paclitaxel Raw Material by Headspace Gas Chromatography
for Japan (Test Method 10-08-01-6350)
PR-07-00248 Additional Validation (DOE) of the Method for Determination of Impurities in
Paclitaxel Raw Material by HPLC According to USP Test 1 for Japan
(10-08-01-6319)
PR-07-00250 Additional Validation (DOE) of the Method for Determination of Assay of
Paclitaxel and Determination of - in Paclitaxel Raw Material by HPLC
for Japan (il Method)
PR-07-00268 Determination of Accuracy of Heavy Metals Test Method (10-08-05-6025) (USP
<231> | For Paclitaxel Raw Material for Japan
PR-07-00310 Equivalency Study Between USP and JP Heavy Metals Limit Test for Paclitaxel
Raw Material for Japan
PR-07-00322 Equivalency Study Between Paclitaxel Raw Material Assay and -
Method (10-08-01-6067) for US and Paclitaxel Raw Material Assay and
B Mcthod (10-08-01-6327) for Japan
PR-07-00323 Equivalency Study Between Paclitaxel Raw Material USP Test 1 Impurity
Method (10-08-01-6196) for US and Paclitaxel Raw Material USP Test 1
Impurity Method (10-08-01-6319) for Japan
PR-07-00330 Equivalency Study Between Paclitaxel Raw Material Residual Solvents Method
(10-08-01-6170) for US and Paclitaxel Raw Material Residual Solvents Method
(10-08-01-6350) for Japan
PR-07-00331 Determination of Accuracy of the Method for Determination of Water Content
by in Paclitaxel Raw Material for Japan
- Indena Validation of HPLC Method for Paclitaxel Assay and Related Substances
Determimation
- Indena Validation of GC Method for Residual Organic Solvents Determination
- Indena Validation of HPLC Method for hm
and [ P-clit2xel Determination
3.2.84.4 (32544 oy NoAT
3.2.8.4.5 [3.2.84.5 B S OB 15 D 2 24 1
- 2006 USPC, Inc. Official 8/1/06-12/31/06. USP Monographs: Paclitaxel
3285 |[3.2.8.5 TEYE N TR
3285.6 |[3.2.5.6 Aen M ONAe %
32.8.7 |3.2.8.7 e
3.2.8.7.1 |3.2.8.7.1 HEMDF L LR
32872 1328.7.2 At D2 EMERBRE 8 D VR RR M O S it
32.8.73 [3.2.8.7.3 TEMT —H
Indena report Indena Paclitaxel Stability Data
32 BA (777 %Y miliEHEM 100 mg)
CTD %% | WiEHHK WEEL S SA PV
3.2.P.1 3.2.p.1 HIAN R QML 57
3.2.P2 3.2.P2 LI BR 7 D 8
32.p21 |[3.2.P2.1 BN A% 4y
32.p22 |32.P22 LA
3.2.P.2.2.1 |3.2.P.2.2.1 BRI E

PDO03-NP/F-022

_ of Paclitaxel from ABI-007

PD06-NP/N-005

Comparative Study of ABI-007 Manufactured at _

Iand I iics using [ Human Albumin and [

% Human Albumin

PDO7-NP/N-037

Equivalency Report for ABI-007 Manufactured with

% Human
Albumin, USP/EP with Process and % Human

Albumin, USP/EP, with Process

2


https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32s-drug-sub/paclitaxel-indena-s-p-a-01/32s4-contr-drug-sub/32s43-val-analyt-proc/1691-validindenaassayrelatedsubst.pdf
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32.p23 |32.P23 BE TR OB Ofi#
32.p24 |32.P24 o M Ohike 2
PDO03-NP/F-035- | Summary of ABI-007 Stopper Leachable - Amendment 1
Amendment 1
32.P25 |32.P25 A FERIBLIE D b AT R
32P.2.6 |32.P.2.6 RO F D4 TR & o1k
32.P3 32.P3 HlE
32.P3.1 |3.2.P3.1 "lEE
32.P32 |3.2.P32 s
32.p33 |32.P33 BOETEERN e R - a3y ha—L
- Media Fill Summary - 2006
- Media Fill Summary - 2006
32.P34 [32P34 T TR K OVE E A O & B
32.P35 [32.P35 Tat A - NYF—va /T ak AR
PR-000125 Process Validation Final Report -
PR-001199 Process Validation Final Report -
- Report No 10262 FM
- Report No 10719 FM
- Microbiological Validation Summary: Sterile Filtration Validation
- Microbiological Validation Summary: Prefiltration Bioburden Test Method
Validation
3.2P4  [3.2.P4 ANl oA B
32.P41 |3.2.P4.1 JRAR N OBk 7 1
32.p42 |32.P42 REBRAHE (O HE)
SOPpP Summary of Test Method: Identification of Albumin
10-08-03-6221
SOPpP Summary of Test Method: Raw Material Endotoxin Analysis
01-10-08-0011
SOP Testing of | NEEEEEEN (N
10-08-01-0006
32.P43 |3.2.P43 RERFE (DT FE) O F—v g
PDO03-NP/A-045 |Optimization and Validation of _ Test Method for the
Identification of Human Albumin for ABI-007
32.P44 [32P44 HS e ORI 7 1k D2 Mk
3.2.P45 |32.P45 v SOTENE R O RN
32.P46 |3.2.P4.6 HERERINA
32.P5 32.P5 HIA DS B
32P51 [32.P51 Bkg e OREBR )7 15
32.P52 |3.2.P52 RERTE (O HE)
SOP Appearance of Lyophilized Cake, Reconstitution Time, Completeness of
10-08-03-6173 | Suspension and Appearance/Visual Color, and Particulate Matter (Visual)
SOP Particle Size ( ) Measurement of Abraxane Nanoparticles
10-08-03-6183  |by
SOP Assay and Identification of Paclitaxel in Abraxane (Product Code -) by
10-08-03-6061 |HPLC
SOP Assay for Human Albumin in Abraxane (Product Code -) and Human
10-08-03-6063 | Albumin Solution by
SOP Determination of Residual Ethanol and Chloroform in Abraxane by Headspace
10-08-03-6123 | Gas Chromatography
SOPpP Determination of Impurities in Abraxane (Product Code -) by HPLC
10-08-03-6165 (-)
SOPpP Summay of Test Methos: of ABI-007 Reconstituted
10-08-03-6172 | Suspension
SOPpP Container Closure Integrity Test for ABI-007 by _
10-08-03-6215
SOP Procedure for Container Closure Integrity
10-08-00-6015 | Test Using
32.P53 |32.P53 RERFE (DN FE) O F—v g



https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32p-drug-prod/abi-007-lyophilisate-for-suspension-for-injection-5-mg-per-ml-01/32p4-contr-excip/human%20serum%20albumin/0250-cmc-app-tr-albumin-pd03-npa-045.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32p-drug-prod/abi-007-lyophilisate-for-suspension-for-injection-5-mg-per-ml-01/32p4-contr-excip/human%20serum%20albumin/0250-cmc-app-tr-albumin-pd03-npa-045.pdf
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3.2.P.5.3 |PD02-PR/F-039 |Validation of the Method for Particle Size ( ) of ABI-007
Amendment 1 Nanoparticles by
PD98-PR/A-003 |Validation of the HPLC Method for the Determination of Paclitaxel in ABI-007
Supplement IV
PDO01-PR/A-061 |Validation of the HPLC Method for the Determination of Impurities in ABI-007
A Supplement I (.)
PD98-PR/A-002 |Validation of the | Assay Method for Human Serum Albumin in ABI-007
PDO00-PR/A-010 |Validation of the Method for the Determination of
Supplement I I i ABI-007 by
PDO03-NP-F-047 |Validation for _ of ABI-007
PDO03-PR/ Validation of the Container Closure Integrity Test for ABI-007 (Product Code
woss N e
PR-07-00243 Additional Validation of HPLC Method for the Determination of Impurities in
Abraxane by HPLC for Japan
PR-07-00287 Determination of Accuracy of the Method for Determination of Water Content by
Coulometric Titration in Abraxane for Japan
PR-06-00180 Additional Validation (DOE) of the Method for the Determination of
_ in Abraxane by ﬂfor
Japan (10-08-03-6342)
PR-07-00202 Additional Validation (DOE) of the Method for Assay and Identification of
Paclitaxel in Abraxane (Product Code -) by HPLC for Japan (Test Method
10-08-03-6402)
PR-07-00203 Additional Validation (DOE) of the Method for Determination of Impurities in
Abraxane by HPLC for Japan (Test Method 10-08-03-6340)
PR-07-00204 Additional Validation (DOE) of the Method for Assay and Identification of
Human Albumin in Abraxane by || for Japan (Test Method 10-08-03-6343)
PR-07-00271 Equivalency Study Between ABI-007 Paclitaxel Assay Method (10-08-03-6061)
for US and ABI-007 Paclitaxel Assay Method (10-08-03-6402) for Japan
PR-07-00274 Equivalency Study Between ABI-007 Impurity Method (10-08-03-6165) for US
and ABI-007 Impurity Method (10-08-03-6340) for Japan
PR-07-00275 Equivalency Study Between ABI-007 Human Albumin Assay Method
(10-08-03-6063) for US and ABI-007 Human Albumin Assay Method
(10-08-03-6343) for Japan
PR-07-00276  |Equivalency Study Between ABI-007 _W
(10-08-03-6123) for US and ABI-007 Method
(10-08-03-6342) for Japan
32.P54 |32P54 oy oA
32.P.55 |[32.P55 R O R
32.P5.6 [32.P5.6 B K ORBR T 15D %2 5 1%
3.2.P.6 3.2.P.6 FEE IR EY)
32.P.7  [32.P7 P K OV Az 5
- Extractable Profile USP <381> Solvent B Protocol
- Formulation Technical Data - Rubber Formulation
- Cytotoxicity Study
- Product Specification - -
3.2.P.8 3.2.P8 B ENE
32.P8.1 [32.P8.1 LEMED F & &R
32.P82 |32.P82 AR D2 TEMERBRET Il DAER K O
32.P83 |3.2.P83 LEMNT — X
32A £ 0fth
CID &% | #WEEEs BELL, 51 v
32.A.1 32.A.1 BE i E% & O p,z{f*
32.A2 32.A2 IS R M 2R
— _ TSE Fact Sheet
- _TSE Risk Assessment
- Abraxis BioScience TSE Risk Assessment
32.A3 32.A3 Al



https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32p-drug-prod/abi-007-lyophilisate-for-suspension-for-injection-5-mg-per-ml-01/32p7-cont-closure-sys/1740-stelmi-form-techdat-rubform.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32p-drug-prod/abi-007-lyophilisate-for-suspension-for-injection-5-mg-per-ml-01/32p7-cont-closure-sys/1741-stelmi-cytotox-study.pdf
https://abraxis.hostpilot.com/taiho/Shared%20Documents/08feb08%20-%20JNDA/JNDA/0000/m3/32-body-data/32p-drug-prod/abi-007-lyophilisate-for-suspension-for-injection-5-mg-per-ml-01/32p7-cont-closure-sys/1742-stelmi-prod-spec-6720gc.pdf
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33.1 Paal K, Joazsef Miiller J, Hegedas L. High affinity binding of paclitaxel to human serum
albumin. Eur J Biochem. 2001;268:2187-2191. (CTD %% 3.2.P.2.2)

332 Ringel I, Horwitz SB. Taxol is Converted to 7-Epitaxol, a Biologically Active Isomer, in Cell
Culture Medium. J Pharmaco Exp Therp 1987;242:692-698. (CTD %75 3.2.P.5.5, 3.2.P.5.6)
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F 48 FFERERFBRIREE

41  H4E (EVa—4) HK
42  ARABEHEE
4.2.1 PR
4.2.1.1 ) % AT % R
CTD %5 | W& s s EA
42.1.1.1 -L—l Binding of Paclitaxel to Albumin, Microtubules, and Cells. Inhibition of binding
by Cremophor-EL and Comparative analysis of ABI-007 versus Taxol
42112 -2 Analysis of the partitioning of paclitaxel formulated as either Taxol or ABI-007
onto Human Serum Albumin (HSA) using Native Polyacrylamide Gel
Electrophoresis(PAGE)
42.1.1.3 -L-3 Cellular Expression of SPARC Studied by Confocal Microscopy
42.1.14 L-4 Cellular elaboration of SPARC and its colocalization with internalized albumin
(version2)
4.2.1.1.5 -F-l Colocalization of SPARC and albumin in solid tumor tissue
4.2.1.1.6 -F-2 SPARC Expression in Normal Mouse Tissues
4.2.1.1.7 -F-3 SPARC Expression in Normal Human Tissues
4.2.1.1.8 -F-4 SPARC Expression in Human Fetal Tissues
42.1.19 -Y—l Paclitaxel transport across endothelial cell monolyers. A comparative analysis of
ABI-001 vs. Taxol
4.2.1.1.10 -2 ABI-007 paclitaxel transport across endothelial cell monolayers. Data
supporting gp60 mediated vesicular transport
4.2.1.1.11 001 IN VITRO ANTITUMOR ACTIVITY OF CAPXOL"™ AND TAXOL"
42.1.1.12 9.2 Comparison of Effects of ABI-007 and Taxol” in Athymic Nude Mice with
PC-3 Human Prostate Tumor Xenografts
42.1.1.13 Comparison of Effects of ABI-007 and Taxol” in Athymic Nude Mice with
NCI-H522 Lung Tumor Xenografts
4.2.1.1.14 Comparison of Effects of ABI-007(3 Formulations) and Taxol® in Athymic
Nude Mice with SK-OV-3 Human Ovarian Tumor Xenografts
4.2.1.1.15 Toxicity Determination and Efficacy Studies of VivoRx Compounds Capxol ™
VR-3 and Capxol™ VR-4
4.2.1.1.16 Antitumor and Antiangiogenic Studies of Taxol and ABI-007 in
Immunodeficient Mice Bearing MX-1, MES-SA, and MES-SA/Dx5 Tumors
42.13 22 SRR
CTD 5 | w5 W A
42131 B Myelosuppression by ABI-007, TAXOL, CREMOPHOR EL/EtOH(the vehicle
(ZEZEE for Taxol), POLY SORBATE 80/EtOH(the vehicle for Taxotere), and
TAXOTERE IN RATS
42132 -002 PILOT STUDY OF MYELOSUPPRESSION IN RATS WITH CAPXOL™
(2%&%¥k)  |AND TAXOL® FOLLOWING A SINGLE INTRAVENOUS
ADMINISTRATION
42133 -007 INVESTIGATION OF DOSE RESPONSE TO MYELOSUPPRESSION IN
(EE&E RATS FOLLOWING INTRAVENOUS ADMINISTRATION OF CAPXOL™
422 S E e AR
4.2.2.1 OHHER O 7= g U lEE
CTD &7 | AABR&E S WG EA
42211 |[EACO METHOD VALIDATION REPORT FOR THE DETERMINATION OF
(&EEE PACLITAXEL IN RAT WHOLE BLOOD (K3EDTA) USING LC-API/MS/MS
42212 -.Al METHOD VALIDATION REPORT FOR THE DETERMINATION OF
(ZEEE PACLITAXEL IN RAT WHOLE BLOOD (K3EDTA) USING LC-API/MS/MS
42213 [FACO BIOANALYTICAL PROCEDURE FOR THE DETERMINATION OF
(BEEE PACLITAXEL IN RAT WHOLE BLOOD (K3EDTA) USING LC-API/MS/MS




77T XY 112 IRfTER—% Page 7 of 18
4222 Wz Y
CTD &F%= | #HBEE W EA
42221 |03 BLOOD KINETICS AND TISSUE DISTRIBUTION STUDY ON *H-TAXOL™
FOLLOWING A SINGLE INTRAVENOUS DOSE IN THE RAT
42222 |oo! BLOOD KINETICS AND TISSUE DISTRIBUTION OF PACLITAXEL
FOLLOWING A SINGLE INTRAVENOUS DOSE OF CAPXOL™ IN THE RAT
42223 |03 BLOOD KINETICS OF *H-PACLITAXEL DERIVED RADIOACTIVITY
FOLLOWING SINGLE INTRAVENOUS DOSES OF CAPXOL™ IN THE
RAT AT 9, 30, 90 AND 120 MG/KG
4223 pariil
CTD &F= | #HBEE W EA
42231 -0-1 Distribution of [*H] labeled ABI-007 and Taxol® in tumor bearing mice
42232 -1 2 Distribution of [3H] labeled ABI-007 and Taxol® in female tumor bearing mice
42233 |02 PHARMACOKINETICS AND METABOLISM OF *H-ABI-007 AND TAXOL
® FOLLOWING A SINGLE INTRAVENOUS DOSE IN THE RAT

zofh, ctD42221 GERES3) . ctp42222 EHE S s

4224

(]

ctp 42221 5% 2 oos) . ctpa2222 w2 o) 2o cTp 42233
s oo s

4225

P

ctp 42221 %S oo» . cpa2222 @mE ooy . cp42223
5% S oo» 2o cpa2233 @mE o2 aEs.

4227 Z DAth D FEMEh e ER

CTD %75 | & s EA

42271 |14 |BLOOD KINETICS STUDY COMPARING THREE BIOSOURCES OF
PACLITAXEL IN ABI-007 FOLLOWING A SINGLE INTRAVENOUS DOSE
IN THE RAT AT 50 MG/KG

42272 |06  |BLOOD KINETICS STUDY ON THREE FORMULATIONS OF ABI-007
FOLLOWING A SINGLE INTRAVENOUS DOSE IN THE RAT AT 50 MG/KG

42273 [NANO-001/2007 | DISSOLUTION STUDY OF NANOPARTICLE ALBUMIN BOUND nab-

paclitaxel (ABRAXANE™, ABI-007) IN SIMULATED PLASMA SOLUTION

42274 |NANO-002/2007 | IN VIVO DISSOLUTION OF NANOPARTICLE ALBUMIN BOUND nab
(&% ¥k)) |-paclitaxdl (ABRAXANE™, ABI-007) IN PIG

4.2.2.7.5 |NANO-003/2007 [IN VITRO DISSOLUTION STUDY OF NANOPARTICLE ALBUMIN
(5%%E)  |BOUND nab-paclitaxel (ABRAXANE™, ABI-007) IN PIG PLASMA

423 aEMERER
42.3.1 Hi a4 G- alER

CTD 7 | B~ Wi EA

42311 [loo3 DETERMINATION OF THE LDs, IN MICE FOR CAPXOL™ AND TAXOL®
(Z2£EF)  |FOLLOWING A SINGLE INTRAVENOUS ADMINISTRATION

42312 |oos Determination of the Toxicity in Rats of Capxol' " Following a Single

Intravenous Administration

4.23.1.3 006 Fourteen Day Acute Intravenous Toxicity Study of Capxol™ in Beagle Dogs

423.14 001 Fourteen Day Acute Intravenous Toxicity Study of Capxol™ in Beagle Dogs

42315 001 Toxicity of Systemic Delivery of Nanoparticle Paclitaxel(ABI-007) in Swine
(ZEEED




77T XY 112 IRATER—5E Page 8 of 18
4232 PG R
CTD # 7% |  wBrE = W EN
42321 |loo4 DETERMINATION OF THE LDs, IN MICE FOR CAPXOL™ AND TAXOL®
(Z25%#)  |FOLLOWING MULTIPLE INTRAVENOUS ADMINISTRATIONS
42322 |08CA21 One-month intravenous intermittent dose toxicity study of ABI-007 in rats with
a 4-week recovery period
ZOff, CTD42.1.1.15 (%ﬁ%ﬁ?é%h4.2, SZEBRD Sl
4235 A G5 A ER AR
42351 ZMEERLOVER £ COPMIMIEAEIZRE T 5 3R
CTD %5 | W& e T
4235.1.1 -002 INTRAVENOUS FERTILITY AND GENERAL REPRODUCTION TOXICITY
STUDY OF PACLITAXEL IN MALE RATS
42352 & - BRIEREAICEIT 5B
CTD # 7% | B~ W EH
423521 -001 INTRAVENOUS DEVELOPMENTAL TOXICITY STUDY OF PACLITAXEL
IN RATS
4.2.3.6 JE TR AR
CTD %75 | #BEs s 4
423.6.1 -005 LOCAL TOLERANCE EVALUATION OF ABRAXANE ADMINISTERED
INTRAVENOUSLY, INTRA-ARTERIALLY, SUBCUTANEOUSLY, AND
PARA-VENOUSLY TO NEW ZEALAND WHITE RABBITS
423.7 Z DO MR
423.7.6 RO RS
CTD %75 | #HREs s EA
423.7.6.1 o1 COMPARISON OF THE 28-DAY TOXICITY OF ABI-007 FOLLOWING A
SINGLE INTRAVENOUS DOSE OF DRUG PRODUCT CONTAINING
USUAL AND ELEVATED LEVELS OF -PACLITAXEL IN RATS
423762 |oo3 COMPARISON OF THE 7-DAY TOXICITY OF ABI-007 FOLLOWING A
SINGLE INTRAVENOUS DOSE OF DRUG PRODUCT CONTAINING
USUAL AND ELEVATED LEVELS OF -PACLITAXEL IN RATS
43  ZECE

CTDE# EEA

4.3.1 |Anderson CD, Wang J, Kumar GN, McMillan JM, Walle UK, Walle T. Dexamethasone induction of
taxol metabolism in the rat. Drug Metab Dispos. 1995;23:1286-1290.

4.3.2 |Blagosklonny MV, Darzynkiewicz Z, Halicka HD, Pozarowski P, Demidenko ZN, Barry JJ, et al.
Paclitaxel induces primary and postmitotic G1 arrest in human arterial smooth muscle cells. Cell Cycle.
2004;3(8):1050-1056.

4.3.3 |Brouwer E, Verweij J, De Bruijn P, Loos W], Pillay M, Buijs D, et al. Measurement of fraction
unbound paclitaxel in human plasma. Drug Metab Dispos. 2000;28:1141-1145.

4.3.4 |Cavaletti G, Cavalletti E, Oggioni N, Sottani C, Minoia C, D'Incalci M, et al. Distribution of paclitaxel
within the nervous system of the rat after repeated intravenous administration. Neurotoxicology.
2000;21:389-394.

4.3.5 |Collins JM. Inter-species differences in drug properties. Chem-Biol Interact. 2001;134:237-242.

4.3.6 |CunhaKS, Reguly ML, Graf U, Rodrigues de Andrade HH. Taxanes: The genetic toxicity of paclitaxel
and docetaxel in somatic cells of Drosophila melanogaster. Mutagenesis. 2001;16:79-84.

4.3.7 |Derry WB, Wilson L, Jordan MA. Substoichiometric binding of taxol suppresses microtubule
dynamics. Biochemistry. 1995;34:2203-2211.

4.3.8 |Desai PB, Duan JZ, Zhu Y-W, Kouzi S. Human liver microsomal metabolism of paclitaxel and drug
interactions. Eur J Drug Metab Pharmacokinet. 1998;23:417-424.

8



77T XY 112 IRfTER—% Page 9 of 18

439

Digue L, Orsiere T, De Méo M, Mattéi MG, Depetris D, Duffaud F, et al. Evaluation of the genotoxic
activity of paclitaxel by the in vitro micronucleus test in combination with fluorescent in situ
hybridization of a DNA centromeric probe and the alkaline single cell gel electrophoresis technique
(comet assay) in human T-lymphocytes. Environ Mol Mutagen. 1999;34:269-278.

4.3.10

Dorr RT, Snead K, Liddil JD. Skin ulceration potential of paclitaxel in a mouse skin model in vivo.
Cancer. 1996;78:152-156.

43.11

Ellis AG, Webster LK. Inhibition of paclitaxel elimination in the isolated perfused rat liver by
Cremophor EL. Cancer Chemother Pharmacol. 1999;43:13-18.

4.3.12

Ennis M, Lorenz W, Kapp B. Comparison of the histamine-releasing activity of cremophor E1® and
some of its derivatives in two experimental models: the in vivo anaesthetized dog and in vitro rat
peritoneal mast cells. Agents Actions. 1985;16:265-268.

4.3.13

Fanara P, Turner S, Busch R, Killion S, Awada M, Turner H, et al. In vivo measurement of microtubule
dynamics using stable isotope labeling with heavy water: Effect of taxanes. J Biol Chem.
2004;279(48):49940-49947.

4.3.14

Gelderblom H, Verweij J, Nooter K, Sparreboom A. Cremophor EL: The drawbacks and advantages of
vehicle selection for drug formulation. Eur J Cancer. 2001;37:1590-1598.

4.3.15

Hales BF, Robaire B. Reversibility of the effects of chronic paternal exposure to cyclophosphamide on
pregnancy outcome in rats. Mutat Res. 1990;229:129-134.

4.3.16

Harris JW, Katki A, Anderson LW, Chmurny GN, Paukstelis JV, Collins JM. Isolation, structural
determination, and biological activity of 6a- hydroxytaxol, the principal human metabolite of taxol. J
Med Chem. 1994;37:706-709.

4.3.17

Henningsson A, Karlsson MO, Vigano L, Gianni L, Verweij J, Sparreboom A. Mechanism-based
pharmacokinetic model for paclitaxel. J Clin Oncol. 2001;19(20):4065-4073.

4.3.18

Henningsson A, Sparreboom A, Sandstrom M, Freijs A, Larsson R, Bergh J, et al. Population
pharmacokinetic modelling of unbound and total plasma concentrations of paclitaxel in cancer patients.
Eur J Cancer. 2003;39:1105-1114.

4.3.19

Jagetia GC, Adiga SK. Influence of various concentrations of taxol on cell survival, micronuclei
induction, and LDH activity in cultured V79 cells. Cancer Lett. 1995;96:195-200.

4.3.20

John TA, Vogel SM, Tiruppathi C, Malik AB, Minshall RD. Quantitative analysis of albumin uptake
and transport in the rat microvessel endothelial monolayer. Am J Physiol. Lung Cell Mol Physiol.
2003;284:L187-L.196.

4321

Kadota T, Chikazawa H, Kondoh H, Ishikawa K, Kawano S, Kuroyanagi K, et al. Toxicity studies of
paclitaxel (I). Single dose intravenous toxicity in rats. J Toxicol Sci. 1994;19(1s):1-9.

4.3.22

Kadota T, Chikazawa H, Kondoh H, Ishikawa K, Kawano S, Kuroyanagi K, et al. Toxicity studies of
paclitaxel (II). One-month intermittent intravenous toxicity in rats. J Toxicol Sci. 1994;19(1s):11-34.

4.3.23

Kadota T, Kondoh H , Chikazawa H, Kuroyanagi K , Hattori N, Ishikawa K, et al. Toxicity studies of
paclitaxel (IIT). Six-month intermittent intravenous toxicity in rats. J Toxicol Sci. 1994;19(1s):35-55.

4.3.24

Kai S, Kohmura H, Hiraiwa E, Koizumi S, Ishikawa K, Kawano S, et al. Reproductive and
developmental toxicity studies of paclitaxel (I). Intravenous administration to rats prior to and the early
stages of pregnancy. J Toxicol Sci. 1994;19(1s):57-67.

4.3.25

Kai S, Kohmura H, Hiraiwa E, Koizumi S, Ishikawa K, Kawano S, et al. Reproductive and
developmental toxicity studies of paclitaxel (II). Intravenous administration to rats during the fetal
organogenesis. J Toxicol Sci. 1994;19(1s):69-91.

4.3.26

Kai S, Kohmura H, Hiraiwa E, Koizumi S, Ishikawa K, Kawano S, et al. Reproductive and
developmental toxicity studies of paclitaxel (III). Intravenous administration to rats during the perinatal
and lactation periods. J Toxicol Sci. 1994;19(1s):93-111.

4.3.27

Kiessling F, Fink C, Hansen M, Bock M, Sinn H, Schrenk HH, et al. Magnetic resonance imaging of
nude mice with heterotransplanted high-grade squamous cell carcinomas: Use of a low-loaded,

covalently bound Gd-Hsa conjugate as contrast agent with high tumor affinity. Invest Radiol.
2002;37(4):193-198.

4.3.28

Kim YW, Park YK, Lee J, Ko SW, Yang MH. Expression of osteopontin and osteonectin in breast
cancer. ] Korean Med Sci. 1998;13:652-657.

4.3.29

Klecker RW, Jamis-Dow CA, Egorin MJ, Erkmen K, Parker RJ, Stevens R, et al. Effect of cimetidine,
probenecid, and ketoconazole on the distribution, biliary secretion, and metabolism of [3H]taxol in the
Sprague-Dawley rat. Drug Metab Dispos. 1994;22:254-258.

4.3.30

Koukourakis MI, Giatromanolaki A, Brekken RA, Sivridis E, Gatter KC, Harris AL, et al. Enhanced
expression of SPARC/osteonectin in the tumor-associated stroma of non-small cell lung cancer is
correlated with markers of hypoxia/acidity and with poor prognosis of patients. Cancer Res.
2003;63:5376-5380.

4331

Liebmann J, Cook JA, Lipschultz C, Teague D, Fisher J, Mitchell JB. The influence of Cremophor EL
on the cell cycle effects of paclitaxel (Taxol®) in human tumor cell lines. Cancer Chemother
Pharmacol. 1994;33:331-339.




777X g 1.12 BT ER—5 Page 10 of 18

4.3.32 |Long BH, Fairchild CR. Paclitaxel inhibits progression of mitotic cells to G, phase by interference with
spindle formation without affecting other microtubule functions during anaphase and telephase. Cancer
Res. 1994;54:4355-4361.

4.3.33 |Loos WJ, Szebeni J, Ten Tije AJ, Verweij J, Van Zomeren DM, Chung K-N, et al. Preclinical
evaluation of alternative pharmaceutical delivery vehicles for paclitaxel. Anticancer Drugs.
2002;13:767-775.

4.3.34 |Lovich MA, Creel C, Hong K, Hwang C-W, Edelman ER. Carrier proteins determine local
pharmacokinetics and arterial distribution of paclitaxel. J Pharm Sci. 2001;90:1324-1335.

4.3.35 |MaH-Z, Wang Z-Q, Liao M-Y. Genetic toxicity of taxol. Chin J Pharmacol Toxicol. 1996;10:173-177.
4.3.36 |Mark M, Walter R, Meredith DO, Reinhart WH. Commercial taxane formulations induce
stomatocytosis and increase blood viscosity. Br J Pharmacol. 2001;134:1207-1214.

4.3.37 |Monsarrat B, Alvinerie P, Wright M, Dubois J, Guéritte-Voegelein F, Guénard D, et al. Hepatic
metabolism and biliary excretion of Taxol in rats and humans. J Natl Cancer Inst Monogr. 1993;
(15):39-46.

4.3.38 |Nuijen B, Bouma M, Manada C, Jimeno JM, Bult A, Beijnen JH. In vitro hemolysis and buffer
capacity studies with the novel marine anticancer agent kahalalide F and its reconstitution vehicle
cremophor EL/ethanol. PDA J Pharm Sci Technol. 2001;55:223-229.

4.3.39 |Paal K, Miiller J, Hegedis L. High affinity binding of paclitaxel to human serum albumin. Eur J
Biochem. 2001;268:2187-2191.

4.3.40 |Ribatti D, Nico B, Vacca A, Roncali L, Dammacco F. Endothelial cell heterogeneity and organ
specificity. ] Hematother Stem Cell Res. 2002;11:81-90.

4.3.41 |Rowinsky EK. The development and clinical utility of the taxane class of antimicrotubule
chemotherapy agents. Annu Rev Med. 1997;48:353-374.

4.3.42 |Satya-Prakash KL, Hsu TC, Wheeler WJ. Metaphase arrest, anaphase recovery and aneuploidy
induction in cultured Chinese hamster cells following exposure to mitotic arrestants. Anticancer Res.
1984;4:351-356.

4.3.43 |Schiff PB, Fant J, Horwitz SB. Promotion of microtubule assembly in vitro by taxol. Nature.
1979;277:665-667.

4.3.44 |Schiff PB, Horwitz SB. Taxol stabilizes microtubules in mouse fibroblast cells. Proc Natl Acad Sci
USA. 1980;77(3):1561-1565.

4.3.45 |Schnitzer JE, Oh P. Albondin-mediated capillary permeability to albumin. Differential role of receptors
in endothelial transcytosis and endocytosis of native and modified albumins. J Biol Chem.
1994;269(8):6072-6082.

4.3.46 |Soderstrom K-O, Roytta M. Short-time effects of taxol on the seminiferous epithelium of the rat. Cell
Tissue Res. 1986;245:591-598.

4.3.47 |Sparreboom A, Huizing MT, Boesen JJB, Nooijen WJ, Van Tellingen O, Beijnen JH. Isolation,
purification, and biological activity of mono- and dihydroxylated paclitaxel metabolites from human
feces. Cancer Chemother Pharmacol. 1995;36:299-304.

4.3.48 |Sparreboom A, Van Telligen O, Nooijen W1, Beijnen JH. Nonlinear Pharmacokinetics of Paclitaxel in
Mice Results from the Pharmaceutical Vehicle Cremophor EL. Cancer Res. 1996;56:2112-2115.
4.3.49 |Sparreboom A, van Zuylen L, Brouwer E, Loos WJ, de Bruijn P, Gelderblom H, et al. Cremophor
EL-mediated alteration of paclitaxel distribution in human blood: Clinical pharmacokinetic
implications. Cancer Res. 1999;59:1454-1457.

4.3.50 |Sparreboom A, Verweij J, Van der Burg MEL, Loos WJ, Brouwer E, Vigano L, et al. Disposition of
Cremophor EL in humans limits the potential for modulation of the multidrug resistance phenotype in
vivo. Clin Cancer Res. 1998;4:1937-1942.

4.3.51 |Sukhacheva TV, Bogush TA, Kolomiets OL. Damaging effect of taxol on mouse spermatogenesis. Bull
Exp Biol Med. 2001;132:1087-1092.

4.3.52 |ten Tije AJ, Verweij J, Loos WJ, Sparreboom A. Pharmacological effects of formulation vehicles:
Implications for cancer chemotherapy. Clin Pharmacokinet. 2003;42(7):665-685.

4.3.53 |Tinwell H, Ashby J. Genetic toxicity and potential carcinogenicity of taxol. Carcinogenesis.
1994;15:1499-1501.

4.3.54 |Van Zuylen L, Karlsson MO, Verweij J, Brouwer E, De Bruijn P, Nooter K, et al. Pharmacokinetic
modeling of paclitaxel encapsulation in Cremophor EL micelles. Cancer Chemother Pharmacol. 2001;
47:309-318.

4.3.55 |Walle T, Walle UK, Kumar GN, Bhalla KN. Taxol metabolism and disposition in cancer patients. Drug
Metab Dispos. 1995;23:506-512.

4.3.56 |Wang T-H, Wang H-S, Soong Y-K. Paclitaxel-induced cell death: Where the cell cycle and apoptosis
come together. Cancer. 2000;88:2619-2628.

4.3.57 |Yeung TK, Germond C, Chen X, Wang Z. The mode of action of Taxol: Apoptosis at low concentration
and necrosis at high concentration. Biochem Biophys Res Commun. 1999;263:398-404.

10



777X g 1.12 BT ER—5 Page 11 of 18

FE58 ERKEBRHRES
51 HSE (eYa—15) Ak
52 ERAREBR—ER
53 ERREBRERSEE

53.1 A ) A B s

53.1.4 AW K OB b 2 B A BTl i e i o

CTD &% | #ERE WEES
53.14.1 -168 THE VALIDATION OF AN HPLC/MS ASSAY TO MEASURE PACLITAXEL,

6-ALPHA HYDROXYPACLITAXEL AND 3-P HYDROXYPACLITAXEL IN
HUMAN BLOOD

53.14.2 -172 The application of an HPLC/MS assay to measure paclitaxel, 6-alpha
hydroxypaclitaxel and 3-p hydroxypaclitaxel in human blood. Study CA012-0

53143 (7 THE VALIDATION OF AN HPLC/MS ASSAY TO MEASURE PACLITAXEL,
6-ALPHA HYDROXYPACLITAXEL AND 3-P HYDROXYPACLITAXEL IN
HUMAN URINE

53.14.4 -173 The application of an HPLC/MS assay to measure paclitaxel, 6-alpha
hydroxypaclitaxel and 3-p hydroxypaclitaxel in human urine. Study CA012-0

53145 |74 THE VALIDATION OF AN HPLC/MS ASSAY TO MEASURE PACLITAXEL,
6-ALPHA HYDROXYPACLITAXEL AND 3-P HYDROXYPACLITAXEL IN
HUMAN FAECES

5.3.14.6 -175 The application of an HPLC/MS assay to measure paclitaxel, 6-alpha
hydroxypaclitaxel and 3-p hydroxypaclitaxel in human faeces. Study CA012-0

53.14.7 ‘76 Measurement of the recovery of paclitaxel from a single human faecal sample

53.14.8 AC1 BIOANALYTICAL PROCEDURE FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN BLOOD (K;EDTA) USING LC-API/MS/MS

53149 [JAC! METHOD VALIDATION REPORT FOR THE DETERMINATION OF

PACLITAXEL IN HUMAN WHOLE BLOOD (KsEDTA) USING
LC-API/MS/MS

53.1.4.10 [N A1 METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN WHOLE BLOOD (K:EDTA) USING
LC-API/MS/MS

53.1.4.11 || A2 METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN WHOLE BLOOD (K;EDTA) USING
LC-API/MS/MS

53.14.12 [~ X1 BIOANALYTICAL PROCEDURE FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN PLASMA USING TurboionSpray™ LC/MS/MS
53.1.4.13 R ANALYTICAL METHOD VALIDATION REPORT FOR THE
DETERMINATION OF PACLITAXEL IN HUMAN PLASMA USING HIGH
PERFORMANCE LIQUID CHROMATOGRAPHY TURBO-IONSPRAY
TANDEM MASS SPECTROMETRY (LC/MS/MS)

53.14.14 01 |DM97-123: PHASE /Il STUDY OF CAPXOL™, A CREMOPHORE-FREE
FORMULATION OF PACLITAXEL IN PATIENTS WITH SOLID
TUMORS/BREAST CANCER

(Whole Blood Sample Analysis)

53.1.4.15 ||l 01 | DM97-123: PHASE /Il STUDY OF CAPXOL™, A CREMOPHORE-FREE
FORMULATION OF PACLITAXEL IN PATIENTS WITH SOLID
TUMORS/BREAST CANCER

(PLASMA SAMPLE ANALYSIS)

53.1.4.16 |IAC7 BIOANALYTICAL PROCEDURE FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN WHOLE BLOOD (K;EDTA) USING
LC-API/MS/MS

53.1.4.17 A C7 METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN WHOLE BLOOD (K;EDTA) USING
LC-API/MS/MS

5.3.1.4.18 _—04 Bioanalytical Report for the Analysis of Paclitaxel in Human Whole Blood
(KsEDTA)

53.1.4.19 [ACs METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN PLASMA (SODIUM HEPARIN) USING
LC-API/MS/MS

11



777X g 1.12 BT ER—5 Page 12 of 18
53.1.4.20 [N A2 METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN PLASMA (SODIUM HEPARIN) USING
LC-API/MS/MS
5.3.1.4.21 -ACS BIOANALYTICAL PROCEDURE FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN PLASMA (SODIUM HEPARIN) USING
LC-API/MS/MS
53.1.422 [N A1 METHOD VALIDATION REPORT FOR THE DETERMINATION OF
PACLITAXEL IN HUMAN WHOLE BLOOD (K;EDTA) USING
LC-API/MS/MS
53.1.4.23 _—01 Analytical Report for the Determination of Paclitaxel in Human Whole Blood
and Plasma
5.3.1.4.24 |CA201 EHMEEE (AEAMEE) HREME RS T EL S EE TRy
AT (—raifuls, BEHLIR, = iﬁt"l:lf“ﬁ 5t)
[Pharmacokinetic studies of Paclitaxel for Injection (Albumin Bound) and
Paclitaxel injection in Chinese breast cancer patients (A single-centre, randomized
control, open label clinical study)
Clinical Pharmacokinetic Study Report]
5.3.1.4.25 _—02 Bioanalytical Report for the analysis of ABI-007 (paclitaxel) in Human Plasma
Using LC-API/MS/MS
5.3.1.4.26 _ Bioanalytical Report for the Analysis of Paclitaxel in Human Plasma
A2
5.3.1.4.27 _—02 Analytical Report for the Determination of Paclitaxel in Human Whole Blood
and Plasma
533 [ PR SE M Bh B (PK) ki g 2
53.3.2 BFIZBT D PK RO RA MR BR R E
CTD # 7% | wBrE = B EA
53321 |CA012-0 Study CA012-0 Pharmacokinetics Report
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(a Cremophor®-Free, Protein Stabilized, Nanoparticle Paclitaxel) And Taxol” in
Patients with Metastatic Breast Cancer
5.3.3.22 |DM97-123 Phase I/II Study of Capxol™ (ABI-007): A Cremophor' " Free Formulation of
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53.5.1.1 |CA012-0 A Controlled Randomized, Phase III, Multicenter, Open Label Study of ABI-007
(A Cremophor®-Free, Protein Stabilized, Nanoparticle Paclitaxel) and Taxol” in
Patients With Metastatic Breast Cancer
Clinical Study Report
5.3.5.1.2 |CA012-0 A Controlled Randomized, Phase 111, Multicenter, Open Label Study of ABI-007
(A Cremophor®™-Free, Protein Stabilized, Nanoparticle Paclitaxel) and Taxol® in
Patients With Metastatic Breast Cancer
Clinical Study Report Addendum
5.3.5.1.3 |CAO012-0 A Controlled Randomized, Phase III, Multicenter, Open Label Study of ABI-007
(A Cremophor®-Free, Protein Stabilized, Nanoparticle Paclitaxel) and Taxol” in
Patients With Metastatic Breast Cancer
Clinical Study Report Addendum 2
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Clinical Study Report Addendum 3
53.5.1.5 |CA012-0 A Controlled Randomized, Phase III, Multicenter, Open Label Study of ABI-007
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Patients With Metastatic Breast Cancer
Clinical Study Report Addendum 4
5.3.5.1.6 |CA201 A Controlled, Randomized, Open Label Study to Evaluate the Efficacy and
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Clinical Study Report
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Clinical Study Report
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Clinical Study Report
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53.52.8 |CA005-0 A Phase I Trial of ABI-007 Administered Weekly for 3 Doses Every 4 Weeks in
Patients with Advanced Non-Hematologic Malignancies
Clinical Study Report

13




77T XY 112 IRfTER—% Page 14 of 18
5.3.529 |CA013-0 A Phase II Clinical Trial of ABI-007 (a Cremophor”-Free, Protein Stabilized,
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