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ABCB1 ATP-binding cassette, sub-family B, member 1
ASCO Zmerican Society of Clinical Oncology
ALT(GPT) alanine aminotransferase
AST(GOT) aspartate aminotransferase
AUC area under the concentration-time curve
Cinax maximum-plasma concentration
CTD Common Technical Document
CYP cytochrome P450 enzymes
P450
CMF Cyclophosphamide /methotrexate/5-fluorouracil
/ /5-FU
CSR Clinical Study Report
DIC disseminated intravascular coagulation
DPC Diagnosis Procedure Combination
EU European Union
ESMO European Society for Medical Oncology
EBM Evidence Based Medicine
FAC 5-fluorouracil/Doxorubicin/Cyclophosphamide
5-FU/ /
FDA Food and Drug Administration
FEC 5-fluorouracil/Epirubicin/Cyclophosphamide
HER-2/NEU I5—|L'1:ranz;n Epidermal Giowth Factor receptor 2 /neu
ITT Intent-to-treat
MTD maximum tolerated dose
NCI-CTC National Cancer Institute-Common Toxicity Criteria
PR partial response
RECIST response evaluation criteria in solid tumors
RBC Red Blood Cell
SNPs single nucleotide polymorphism
SD stable disease
Tipo elimination half life
TTP time to progression
WHO World Health Organization
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15
151
1511
ABI-007 Abraxis BioScience
ABI-007
ABI-007
2006 6
2008 3 2008 6
4 UAE 2009 7
FDA
ABI-007
ABI-007
1.5.1.2
1.5.1.2.1 /
1)
1999
9,885
1999 2 46.4
1
49,871 50,221
2005
46.4/10
60 2000
2001)
1995)

1988
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1
6
10 EU 30 2008 1
2008 9 2009
I I
36,139 2003
2005
10 1975 21.7
2 2020
37,077
1999 86.9
(Parkin DM,
(Wakai K, et al.
(Ziegler RG, et al. 1993)
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15122

(Bernard-Marty C, et al. 2004; Goldhirsch A, et al. 2004)

performance status

HER-2/neu
(Bernard-Marty C, et al. 2004)

(Bernard-Marty C, et al. 2004; Goldhirsch A, et al. 2004)

1970
5- / / (FAC) 5-
/ / (FEC)
/ /5- (CMF)
(Bernard-Marty C, et al.
2004; Goldhirsch A, et al. 2004; Gralow JR, 2005)
175mg/m?/3 13 29%(Nabholtz JM, et al. 1996) (60
100mg/m2) 53 58% (Nabholtz JM, et al. 1999; Ravdin PM, et al.

1995; Valero V, et al. 1995; Alexandre J, et al. 2000; Ando M, et al. 2001)

Cremophor®EL/

«y
Cremophor®EL

(Weiss RB, et al. 1990; Hayes FA, et al. 1985 ; Dye D, et al. 1980 ; Volcheck GW, et
al. 1998) Cremophor®EL
2 uL/mL
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(Van Zuylen L, et al. 2000)

40% (Michaud LB, 1997;
Rowinsky EK, Chaudhry V, et al. 1993; Rowinsky EK, Eisenhauer EA, etal. 1993) 15 3%
(Weiss RB, et al. 1990) 2004
4 1 2006 3 31 2
56
HP
)
Diagnosis Procedure Combination (DPC)
1
30
3 3 30
3
ABI-007
Cremophor®EL 3
1513
15131
ABI-007 ®
Cremophor®EL (RBC) 1/100 130 nm
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ABI-007

(Margolis RL, et al. 1978)

G2+M

(AC)

(Nabholtz JM, et al. 1996)

JA, 2000)

25 30%
2 3

1
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Abraxis BioScience

(Taxus spp)

(Schiff PB, et al. 1980)

1
(FAC) /
135 mg/m? 175 mg/im®> 3 24
22 29%
210 mg/m* 3 3
(Sparano
Cremophor®EL
|
&
60%

(Michaud LB, 1997 Rowinsky EK, Chaudhry V,

etal. 1993 Rowinsky EK, Eisenhauer EA , et al. 1993)

ABI-007

Cremophor®EL

30



Cremophor®EL

Chemical name:

15

Cremophor®EL
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(-)-(1S2S3R4S5R,7S8S10R,139)-4,10-Diacetoxy-2-benzoyloxy-5,20-epoxy-1,7-dihydroxy-9-oxotax-11-en-
13-y1(2R,39)-3-benzoylamino-2-hydroxy-3-phenylpropionate

1.5.13.2

2005

2006
2007

2008
2008

2009

UAE 2009

EMEA EU
151321

151311

6
10

2008

EU
2008 1
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1.5.1.3.2-1 2008 2
( )
ABI-007 260 mg/m*> 3 30
(ABRAXANE)|100mg 6 ccDs
2005
17
EUGBD ) ABI-007 260 mg/m* 3 30[EU
(ABRAXANE)|100mg EMEA
2008
11
16.1-1
152
1521
ABI-007
5 ABI-007 30 mg/kg/
13.4 mg/kg/ 4% ABI-007
ABI-007
(1) MX-1 ABI-007
(2) ABI-007
Cremophor®EL
@)
(Kiessling F, et al. 2002 Kim YW, et al. 1998)
1.5.2.2
15221
ABI-007 1998 7 11 (DM97-123)
I/ (DM97-123) FDA
3 ABI-007 |
135 mg/m?
3 3 ABI-007 3
30 (MTD) 300 mg/m?
I 1999 10
2 1 ABI-007
I CA002-0LD
175 mg/m® 3 CA002-0 ABI-007




15

MTD 300 mg/m? 3

47.6%(CA002-0 300 mg/m?)
90%
98%

mg/m?)
CA002-0LD
75% CAO002-0LD

1 (CA012-0)

Applications Covered by Section 505(b)(2)

Page 7 of 49

2
39.5%(CA002-0LD 175
152271
175mg/m?
300 mg/m? CA002-0
90%
274121

Guidance for Industry
Il

2 B B FDA
ABI-007
Il
MTD 2 1
FDA
175mg/m? 260 mg/m?
6
ABI-007 100
FDA (Meeting minutes with FDA, 5.4.87)
I (CA012-0) 2001 11
I (CA012-0)
(Time to
Progression:TTP)
15228
ABI-007  Cremophor®EL
30
Il
(CA012-0) ABI-007
FDA FDA 2005 1
2003 11

135 mg/m? 3



15
30
|
I (CA201)
2005 6
2006 4
200 mg/m?
FDA
6
FDA
2ol B N
ABI-007
15222
2.7.6.

ABI-007 15222-1
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MTD 300 mg/m?

1l (CA012-0)
1l (CA012-0)
I/ (DM97-123)
30 |
260 mg/m* 3
15.1.3.2
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1.5.2.2.2-1
o 3
(1)ABI-007 3 ABI-007 TTP 0S QOL
ABI-007 260 mg/m’ 2001.11-
I | cao12-0 2 3 PK 2003.4
3
175 mg/m?
ABI-007 3 TTP QOL 2000.7-
Il |cAo002-0LD 3 175 mg/n? 0s 2001.9
ABI-007 3 TTP QOL 1999.10-
Il | cAo02-0 3 300 mg/m? 0s 2001.9
/ ABI-007 3 MTD
2 PK 1998.7-
11l | DM97-123 (MT? 185 375 mg/m 2000.3
3 180 4 30
(1)ABI-007 3 ABILOO7
s _
1 CA008 ABI-007 @) omam 3 e 0058
(PK) 3 PK) 2005.8
175 mg/m?
ABI-007 ABI-007 3 TTP  0S 2004.3-
1 CA018 , 260 mg/m? 2005.6
D) ABI-007 3 , (MTD) [TTP OS 2003.11-
| CA101 3 135 350 mg/m 2005.3
(1)ABI-007 3 ABI-007 ABI-007
ABI-007 260 mg/m’ TTP 2005.6-
1l CA201 - 2 3 0s
3 PK
175 mg/m2 *r
J-0100 PK
(AR EH (MTD) ABI-007 3 , MTD 2006.07-
| Sl EE 200 300 mg/m
o 3 RD
L
10041010)
l¢]
ABI-007 4 1 (MTD) TTP 2000.10-
I | cao05-0 (MTD) 3 PK lprs  os 2004.12
80 200 mg/m?
ABI-007 4 1 TP 0S 2002.5-
Il | cao13-0 3 2005.6
100 or 125 mg/m?
ABI-007 4 1 TP 0S 2004.2-
1 CA014 3 2006.3
100 150 mg/m?
MTD
ABI-007 4 1
(MTD) 3 / 2003.12-
Im | CcAo01s 2006.3
100 150 mg/m?
J-0101 PK
(RS ABI-007 4 ! MTD 2006.04-
1| RHEEE (MTD) 3 RD
5 80 125 mg/m?
10041020)
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SPONSORED (1)
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15224
ABI-007

30

ABI-007 |
1 FDA 260 mg/m?

1. ABI-007
Cremophor -EL

no

FDA

FDA

15225

152251

I/ (DM97-123)
(CA008) I (CA012-0)
(CA201) | J-0100
| DM97-123
2.7.2.2.2.1-2
4 80 300 mg/m?

14

FDA

Cremophor EL

J-0101

CA005-0

2.7.2.2.2.2-2

Page 14 of 49

2005

(CA012-0)

TTP

(CA201)

20

(CA005-0)
1
27.251-1

2.7.2.3.2.1-2
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I J-0100 J-0101
AUC;¢ 2.7.2.3.2.1-1
I DM97-123 CAO005-0
ABI-007 260 mg/m? AUC; ¢ CL
2.7.2.3.2.1-1 2.7.2.3.2.1-2 6
ABI-007
I (CA201)
2.7.2.2.2.6-2
2.7.2.3.2.4-1
ABI-007
1.5.2.25.2
1522521
65 ABI-007
2.7.2.33.1
(Nakamura Y, et al. 2000; Fidias P, et al.
2001) Smorenburg (Smorenburg CH, et al. 2003) 70

70 50 %

Cremophor EL

1.5.225.22
2.7.2.3.3.2
Gelderblom  (Gelderblom H, etal. 1999)  °H-

20
mL/min 3H- 157.5 mg/m*  10% AUC
T 1.5

Gelderblom

/
(Cresteil T, et al. 1994)

15
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(Nannan-Panday VR, et al. 1997)

Venook (Venook AP, et al. 1998) I
87 |

(AST) ULN 2 15

mg/dL I 1.6 3.0 mg/dL i
3.0 mg/dL 3
(Common Terminology Criteria for Adverse Events v 3.0, 2003)
50 200 mg/m?

| 75 150 mg/m’ Il 50 75 mg/m? 1]
24 3
135 175 mg/m?
24
3
Venook
Venook

Cremophor EL

ABI-007
ABI-007
CA005-0 1 7
ABI-007 100 mg/m? 30
ABI-007
ABI-007
ABI-007

16
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1.5.2.2.5.3
1.5.2.2.6
Il
(CA002-0 CAO002-0LD) I (CA012-0) I
(CA201)
CA012-0
1.5.2.2.6.1 I
1.5.2.2.6.1-1 CA002-0 CA002-0LD
WHO 1979
(inVTLRR)
(CA002-0LD) invTLRR  39.5%(17/43)
(CA002-0) 47.69%(30/63) ABI-007
44.8%(13/29)
64.1%(25/39) ABI-007 (
2.7.3.3.3.1-1 )
1.5.2.2.6.1-1 CA002-0 CA002-0LD ITT
CA002-0 (N 63)Y CA002-0LD (N 43)Y
iNVTLRR % 47.6 (35.3-60.0)% 39.5 (24.9-54.2)%
TTP 26.6 (18.1-42.6)? (N=62) | 23.3(20.0-27.0)% (N = 42)
63.6 (46.7-78.0)? 59.6 (48.1-88.7)%
inv TLRR ;
1

2 95%

Source Data: 2.7.3.3.2.1-1,

Tablel5 CA002-0 CSR, 11.4.1. 9 Time to Disease Progression (p-103)
Tablel5 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)

1.5.2.2.6.2 1

(CA012-0)

(CA012-0)
1l

ITT
ITT

454
2.7.3.2.1-1

17

460

ABI-007 4
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6 ABI-007  32% (75/233) 27% (61/227)
6 PD ABI-007  43% (100/233)
50% (114/227) 2.7.3.3.1.6-1
ABI-007  42% (97/229) 40% (89/225)
ABI-007  58% (132/229) 60% (136/225)
2.7.3.2.1-1
ABI-007  77% (176/229) 78% (175/225)
ABI-007  50% (115/229) 58% (130/225) 2.7.3.2.1-1
1
1.5.2.2.6.2-1 1 (CA012-0)
RECIST
1)
6 (recTLRR) ABI-007 24.0%(55/229)
11.1%(25/225) ABI-007 2.1
95.305% 1.4 3.3(p 0.001)
ABI-007
(invORR)
ABI-007 33.2%(76/229) 18.7%(42/225)
1.8 ABI-007 (p 0.001)
recTLRR  invORR
2)
TTP ABI-007 1.4 23.0 16.6 p
0.002 ABI-007
ABI-007
65.0
55.3

18
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1.5.2.2.6.2-1 Il (CA012-0) ITT
95%
ABI-007 p
(N=229) | (N 225)
recTLRR % 24.0 111 | 2.1(1.4-3.3)" - <0.001?
invORR % 33.2 18.7 1.8 (1.3-2.4) - 0.001?
TTP 23.0 16.6 - 0.73 (0.59-0.90) | 0.002%
22.7 16.6 - 0.73 (0.60-0.90) | 0.003?
65.0 55.3 - 0.90 (0.73-1.11) NS?
NS
recTLRR
invORR

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

(2
1.5.2.2.6.2-2 1l (CA012-0)
1)
186 recTLRR  ABI-007  34.0%(33/97)
18.0%(16/89) 1.9 ABI-007
95% 11 32 (p 0.013)
invORR ABI-007 42.3%(41/97)
27.0%(24/89) 16 ABI-007
(p 0.029) recTLRR
invORR
ABI-007 265% 13.2% p 0.006
invORR ABI-007
2)TTP
ABI-007
TTP 12 13
ABI-007 56.4
467 p 0.024 71.0 77.9

19



15 Page 20 of 49
1.5.2.2.6.2-2 " CA012-0 ITT
95% p
ABI-007
recTLR % 34.0(N = 97) 18.0(N=189) | 1.9(1.1-3.2) - 0.013Y
42.3(N =97) 27.0(N=89) | 1.6(1.0-2.4) - 0.029%
265(N=132) | 13.2(N=136) | 2.0(1.2-3.4) - 0.006Y
341(N=176) | 183(N=175) | 1.7(1.2-25) - 0.002Y
invORR % 27.0(N=115) | 13.8(N=130) | 1.9(1.2-3.3) - 0.010"
2 23.4(N = 64) 13.1(N=84) | 1.8(0.9-3.6) - 0.101(NS)?
3 32.0(N = 50) 152(N=46) | 2.1(1.0-4.6) - 0.054(NS)?
5 276(N=127) | 162(N=142) | 1.7(1.1-2.7) - 0.024Y
TTP 24.4(N = 97) 19.7(N = 89) - 0.75(0.53-1.07) NSY
20.6(N=132) | 16.1(N =135) - 0.72(0.55-0.94) 0.014%
24(N = 97) 19.7(N = 89) - 0.78(0.55-1.10) NS
20.6(N=132) | 16.1(N =135) - 0.72(0.56-0.94) 0.013%
71.0(N = 97) 77.9(N = 89) - 1.20(0.85-1.69) NS
56.4(N=132) | 46.7(N =136) - 0.73(0.56-0.96) 0.024%
NS ;
recTLRR ; invORR
! chi-square test; p<0.05
2 3
3 3
4
6
% log-rank test. p<0.05
Source Data: Table 36, 37, 41 CSR-CA012-0
2.7.3.2.1-6, 1-7, 1-8, 1-9, 1-12,
1.5.2.2.6.3 (CA201)
| (CA201) 15.2.2.6.3-1 1.5.2.2.6.3-2
CA201
1.5.2.2.6.3-1 Il (CA201) PP
ABI-007 p
(N =104) (N 106) 95%
invORR % 54 (56/104) 29(31/106) - <0.001Y
TTP 7.6 6.2 0.710(0.484-1.041) 0.078?
7.6 6.2 0.740(0.506-1.081) 0.118%
17.8 17.8 0.954(0.604-1.506) 0.847%
NS ;
iNVORR

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
2.7.3.23.1-1,1-2,1-3,1-4

20
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1.5.2.2.6.3-2 I (CA201) PP
ABI-007 P
56(N = 61) 27(N = 64) <0.001
iNVORR % 51(N = 43) 33(N =42) 0.181
48(N = 60) 33(N=72) 0.132
invORR
1 CMH Test p<0.05
Source Data: 2.7.3.33.11-2
2.7.3.3.3.2.1-2
1.5.2.2.6.4
1.5.2.2.6.4-1 3
3
(invTLRR)
I 2 (CA002-0LD)
(CA002-0) ABI-007 300 mg/m?
CA002-0 260 mg/m? CA012-0
CA002-0
ABI-007 47.6% CA012-0 31.4%
CA002-0 62%(39/63)
CA012-0 42%(97/229)
2.7.3.3.1.3-3
TTP 3
ABI-007
2
ABI-007  24.0% 11.1%, 2.1
(p<0.001) ABI-007
1.5
I (CA201)
ABI-007

21
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15
1.5.2.2.6.4-1 ABI-007
[ABI-007 ]
CA012-0[260 mg/m?] CA002-0[300 mg/m? | CA002-0LD[175 mg/m?|
(N = 229) (N =63)Y (N =43)Y
invTLRR % 314 47.6 39.5
TTP 2 23.0 26.6 (N = 62) 23.3(N=42)
65.0 63.6 59.6
invTLRR
! N
2
Source Data: 2.73.3.2.1-1, 273.21-6 2.7.3.2.1-7

1.5.2.2.7
152271

3
ABI-007

229)
ABI-007

1522711

15227111

NCICTC

(Rowinsky EK, Eisenhauer EA, et al. 1993)

ABI-007

/
ABI-007

Table15 CA002-0
Tablel5 CA002-0LD

CA002-0 CSR, 11.4.1.10 Patient Survival (p-104)
CA002-0LD  CSR, 11.4.1.11 Patient Survival (p-104)
ABI-007
ABI-007 3 175 mg/m?
(CA012-0) ABI-007 (N
(N 225)
Il (CA012-0) ABI-007
2.74.21.1-2
(CA012-0)
(CA201) I (CA012-0)
ABI-007
I (CA012-0)
2.74.21.1-3
2.7.4

22

CSR, 11.4.1. 9 Time to Disease Progression (p-103)
CSR, 11.4.1.10 Time to Disease Progression (p-104)
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15
1.5.2.2.7.1.1-1 " (CA012-0)
(%)
NCI CTC p *
ABI-007 (N =229) | Taxol(N 225)
Neurology: Neuropathy-sensory 163(71) 125(56) 0.001
163(71) 124(55) -
3 24(10) 5(2) -
4 0 0 -
Blood/Bone Marrow: Neutrophils 78(34) 110(49) 0.002
77(34) 110(49) -
3 45(20) 56(25) -
4 24(10) 48(21) -
Gastrointestinal: Nausea 69(30) 48(21) 0.041
67(29) 46(20) -
3 6(3) 1(<1) -
4 0 0 -
Gastrointestinal: Diarrhoea 60(26) 33(15) 0.002
57(25) 29(13) -
3 1(<1) 2(<1) -
4 0 0 -
Gastrointestinal: Vomiting 42(18) 22(10) 0.010
37(16) 19(8) -
3 4(2) 2(<1) -
4 1(<1) 0 -
Dermatology/Skin: Flushing 6(3) 32(14) <0.001
6(3) 30(13) -
3 0 0 -
4 0 0 -
*Fisher
Source Data: CA012-0 67 71 74 76 79 83
15227.11.1 ABI-007
1l (CA012-0) ABI-007
I
63% 1
ABI-007  69% 1 2.74.2.1.1-3
1 ABI-007 69% 1 2.7.4.2.1.1-10
7% 1 ABI-007 93% 1 2.7.4.21.1-12
ABI-007 (p=0.029)
CA012-0 14 21
CA201 7 21
Cremophor®EL

(Gelderblom H, et al. 2001)

23

(CA201)

63%

ABI-007
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ABI-007

1
2.7.4.2.1.7-27

15227112

ABI-007

(CA012-0)

ABI-007

ABI-007

Cremophor®EL

Page 24 of 49

8%
274217

(Lipton RB, et al. 1989; Postma TJ, et al. 1995; Rowinsky EK, Chaudhry V, et al. 1993)

i (CA012-0)

1 (CA012-0)

ABI-007

(Rowinsky EK, Chaudhry V, et al. 1993 Postma TJ, et al. 1995)
NCI CTC
(Cella D, et al. 2003)

1 (CA012-0)

FACT-Taxane

ABI-007
1 1 2
2.7.4.2.1.1-8
2. 3
ABI-007 22
2742116
3. 3
4 (17%)
(80%) 28
ABI-007
SAE
ABI-007

24

2.7.4.2.1.1-5
859%(139/163)  SAE
24 1 2
79 p 0.028
24 28
3
2.7.4.2.1.1-7
4
ABI-007
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1 (CA012-0) ABI-007
ABI-007
3 3% <1% 2%
4 1
ABI-007
6%
ABI-007
/
I (CA201) /
11 (CA012-0) ABI-007
2.7.4.2.1.1-3
1.5.2.2.7.1.2
1
i (CA012-0) ABI-007 28%(63/229)
35%(78/225)
ABI-007
21%(48/225) ABI-007  10%(24/229) CAO012-0-CSR, In-Text Table 97
1
CA012-0-CSR, In-Text Table 96
2.
ABI-007 7%(15/229)
4%(9/225)
(CA012-0-CSR, In-Text Table 99)
3.
ABI-007 69%(14/229)
4%(8/225)
2.7.4.2.1.5-6
1.52.27.1.3
I (CA012-0) 4
ABI-007 (CA012-0-CSR, In-Text Table
72) ABI-007

25



7%

ABI-007

(Rowinsky EK, Eisenhauer EA, et al. 1993)

ABI-007

1522714
"

CA012-0

ABI-007 83%

1522715
"

ABI-007

1.5.2.2.7.2 ABI-007

1522721

ABI-007
(CA012-0)
1
(N=229)
12

1 I
260 mg/m*> 3

(CA012-0)

1%

ABI-007

84%

ABI-007
(CA012-0)

(CA012-0)

Page 26 of 49

p 0003  CA012-0-CSR, 344
2.7.4.4
1 (CA201)
90%
96% 94%  CA201
274121
I (CA201)
ABI-007
/
i
2003 4 7
(CA012-0)
229
N 229
30 ABI-007

26
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2 3 N 445
30 ABI-007
11 (CA012-0) 12
3 N 789
3 30 ABI-007
1522722
NCI-CTC
/
NCI CTC
1.5.2.2.8.2.3
1.5.2.2.7.2.3 0.38%
1,000 300 1
(Fletcher AP, et al. 2006)
789 0.38%
95% 0.38%
15.2.2.7.2.3-1

27
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1.5.2.2.7.2.3-1 " (CA012-0) 3
ABI-007 0.38% Q)
CA012-0 260mg/m?; i (CA012-0)
ABI-007 q3w 3 ALL Pastients
CA012-0
System Organ Class MedDRA PT 260 mg/m* | ABI-007 g3w | All Patients
(N=229) (N=445)* (N=789)*

Patientswith at Least 1 Treatment-

Related AE

226 (199%)

439 ( 99%)

758 (96%)

Skin and subcutaneoustissue disorders

209 ( 91%)

399 (90%)

626 ( 79%)

Alopoecia 207 (90%) 392 (88%) 579 (73%)
Rash 15 ( 7%) 30 ( 7%) 89 (11%)
Nail disorder 1(<1%) 1(<1%) 53 ( 7%)

Pruritus 11 ( 5%) 28 ( 6%) 49 ( 6%)

Dry skin 3( 1%) 7( 2%) 25 ( 3%)

Erythema 3( 1%) 4 (<1%) 16 ( 2%)

Nail discolouration 0 4 (<1%) 12 ( 2%)

Skin hyperpigmentation 0 9 ( 2%) 12 ( 2%)

Onycholysis 0 0 8 ( 1%)

Nail bed tenderness 0 0 7 (0.89%)
Urticaria 2 (0.87%) 4 (0.90%) 7 (0.89%)
Pain of skin 1 (0.44%) 2 (0.45%) 6 (0.76%)
Photosensitivity reaction 2 (0.87%) 3 (0.67%) 6 (0.76%)
Pigmentation disorder 1 (0.44%) 3 (0.67%) 6 (0.76%)
Rash pruritic 1 (0.44%) 2 (0.45%) 6 (0.76%)
Skin disorder 0 6 (1.35%) 6 (0.76%)
Hyperhidrosis 0 4 (0.90%) 5 (0.63%)
Onychomadesis 1 (0.44%) 2 (0.45%) 5 (0.63%)
Rash erythaematous 3 (1.31%) 4 (0.90%) 5 (0.63%)
Rash generalised 0 4 (0.90%) 5 (0.63%)
Dermatitis 0 4 (0.90%) 4 (0.51%)
Night sweats 0 0 4 (0.51%)
Rash maculo-papular 1 (0.44%) 3 (0.67%) 4 (0.51%)
Vitiligo 0 0 4 (0.51%)
Hypotrichosis 0 0 3 (0.38%)
Nail discomfort 0 0 3 (0.38%)
Pruritus generalised 0 0 3 (0.38%)
Rash macular 0 1(0.22%) 3 (0.38%)
Rash papular 0 0 3 (0.38%)
Skin lesion 0 0 3 (0.38%)
Swelling face 1 (0.44%) 1 (0.22%) 3(0.38%)

Nervous system disorders
Peripheral neuropathy

167 (73%)
155 ( 68%)

302 (68%)
189 ( 42%)

522 ( 66%)
189 ( 24%)

Neuropathy peripheral 0 8 ( 2%) 139 ( 18%)
Neuropathy 15 ( 7%) 36 ( 8%) 111 (14%)
Hypoaesthesia 43 (19%) 68 (15%) 90 (11%)
Paraesthesia 29 (13%) 50 (11%) 85 (11%)
Peripheral sensory neuropathy 6 ( 3%) 32 ( 7%) 52 ( 7%)
Headache 7( 3%) 20 ( 4%) 50 ( 6%)
Dysgeusia 6 ( 3%) 8 ( 2%) 43 ( 5%)
Dizziness 8 ( 3%) 10 ( 2%) 30 ( 4%)
Peripheral motor neuropathy 1(<1%) 1 (<1%) 13 ( 2%)
Ataxia 4 ( 2%) 4 (<1%) 11 ( 1%)
Sensory disturbance 1(<1%) 8 ( 2%) 8 ( 1%)
Somnolence 3( 1%) 5( 1%) 8 ( 1%)
Polyneuropathy 5 (2%) 6 (1.3%) 6 (0.76%)
Areflexia 0 0 5 (0.63%)
Dyskinesia 1 (0.44%) 2 (0.45%) 4 (0.51%)
Hyporeflexia 2 (0.87%) 2 (0.45%) 4 (0.51%)
Neuralgia 0 1(0.22%) 4 (0.51%)
Sensory loss 0 3 (0.67%) 4 (0.51%)
Syncope 0 1 (0.22%) 4 (0.51%)
Dizziness postural 0 0 3 (0.38%)
Neuropathic pain 0 0 3 (0.38%)
Tremor 1 (0.44%) 1 (0.22%) 3(0.38%)
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1.5.2.2.7.2.3-1 1 (CA012-0) 3
ABI-007 0.38% 2)
CA012-0
System Organ Class MedDRA PT 260 mg/m* | ABI-007 g3w | All Patients
(N=229) (N=445)" (N=789)°
General disordersand administration
site conditions 111 (48%) 238 (53%) 473 (60%)
Fatigue 27 (12%) 70 ( 16%) 249 (132%)
Asthenia 63 (28%) 93 (21%) 131 (17%)
Pyrexia 19 ( 8%) 66 ( 15%) 99 (13%)
Oedema peripheral 13 ( 6%) 17 ( 4%) 72 ( 9%)
Mucosal inflammation 14 ( 6%) 23 ( 5%) 53 ( 7%)
Pain 5( 2%) 17 ( 4%) 39 ( 5%)
Rigors 1(<1%) 5( 1%) 22 ( 3%)
Oedema 0 2 (<1%) 21 ( 3%)
Weakness 0 20 ( 4%) 20 ( 3%)
Performance status decreased 0 10 ( 2%) 18 ( 2%)
Chest pain 3( 1%) 7( 2%) 13 ( 2%)
Influenza like illness 1(<1%) 4 (<1%) 13 ( 2%)
Malaise 4 ( 2%) 5( 1%) 12 ( 2%)
Lethargy 7 ( 3%) 9 ( 2%) 10 ( 1%)
Hyperpyrexia 7 ( 3%) 8 ( 2%) 8 ( 1%)
Chest discomfort 1 (0.44%) 2 (0.45%) 7 (0.89%)
Gait abnormal 1 (0.44%) 1 (0.22%) 7 (0.89%)
Swelling 0 0 3 (0.38%)
Gastrointestinal disorders 108 (47%) 215 (48%) 460 ( 58%)
Nausea 67 (29%) 137 (31%) 285 (136%)
Diarrhoea 57 (25%) 93 ( 21%) 205 (26%)
Vomiting 38 (17%) 79 (118%) 156 ( 20%)
Constipation 15 ( 7%) 33 ( 7%) 105 ( 13%)
Stomatitis 31 (14%) 60 ( 13%) 95 (12%)
Abdominal pain 6 ( 3%) 11 ( 2%) 36 ( 5%)
Abdominal distension 3( 1%) 5( 1%) 21 ( 3%)
Abdominal pain upper 2 (<1%) 7 ( 2%) 19 ( 2%)
Dyspepsia 4 ( 2%) 7 ( 2%) 19 ( 2%)
Gastro-oesophageal reflux disease 1 (<1%) 1 (<1%) 8 ( 1%)
Hypoaesthesia oral 2 (<1%) 4 (<1%) 8 ( 1%)
Dysphagia 1 (0.44%) 1 (0.22%) 6 (0.76%)
Flatulence 0 0 5 (0.63%)
Glossodynia 2 (0.87%) 2 (0.45%) 5 (0.63%)
Dry mouth 2 (0.87%) 2 (0.45%) 4 (0.51%)
Gingival pain 1 (0.44%) 1 (0.22%) 4 (0.51%)
Loose stools 1 (0.44%) 3 (0.67%) 4 (0.51%)
Oesophagitis 1 (0.44%) 2 (0.45%) 4 (0.51%)
Abdominal pain lower 1 (0.44%) 1 (0.22%) 3 (0.38%)
Mouth ulceration 2 (0.87%) 2 (0.45%) 3 (0.38%)
Oral pain 0 0 3 (0.38%)
Rectal haemorrhage 0 0 3 (0.38%)
Blood and lymphatic system disorders 86 ( 38%) 162 (1 36%) 344 ( 44%)
Neutropenia® 8 181 (80.1%) | 327 ( 74.3%) | 562 ( 72.5%)
Anaemia’ 8 105 (46.5%) | 289 (65.7%) | 585 ( 75.5%)
|_eu|(openia3 8 162 ( 71.7%) 304 ( 69.1%) 560 ( 72.3%)
Thrombocvtopenia® * 27 (11.9%) | 56 (12.7%) | 113 (14.6%)
Febrile neutropenia 2 (<1%) 7 ( 2%) 14 ( 2%)
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1.5.2.2.7.2.3-1 1 (CA012-0) 3
ABI-007 0.38% (3)
CA012-0
System Organ Class MedDRA PT 260 mg/m® | ABI-007 gq3w | All Patients
(N=229) (N=445)* (N=789)“
M usculoskeletal and connective tissue
disorders 113 ( 49%) 230 (52%) 342 (43%)
Arthralgia 73 (32%) 125 ( 28%) 172 ( 22%)
Myalgia 55 (24%) 129 ( 29%) 172 ( 22%)
Pain in extremity 28 (12%) 30 ( 7%) 61 ( 8%)
Bone pain 13 ( 6%) 24 ( 5%) 30 ( 4%)
Back pain 3( 1%) 7( 2%) 23 ( 3%)
Muscle cramps 0 11 ( 2%) 19 ( 2%)
Pain in limb 0 18 ( 4%) 18 ( 2%)
Chest wall pain 2 (0.87%) 3 (0.67%) 7 (0.89%)
Muscular weakness 0 0 7 (0.89%)
Neck pain 0 0 6 (0.76%)
Groin pain 0 0 4 (0.51%)
Muscle spasms 0 2 (0.45%) 4 (0.51%)
Musculoskeletal pain 3 (1.31%) 3 (0.67%) 4 (0.51%)
Flank pain 0 0 3 (0.38%)
Limb discomfort 0 0 3 (0.38%)
Muscle weakness 2 (0.87%) 3(0.67%) 3 (0.38%)
M etabolism and nutrition disorders 16 ( 7%) 65 ( 15%) 165 ( 21%)
Anorexia 14 ( 6%) 55 (12%) 109 ( 14%)
Dehydration 2 (<1%) 3(<1%) 26 ( 3%)
Decreased appetite 0 0 17 ( 2%)
Hypokalaemia 1(<1%) 1(<1%) 12 ( 2%)
Hypophosphataemia 0 0 6 (0.76%)
Fluid retention 0 0 5 (0.63%)
Appetite decreased 0 4 (0.90%) 4 (0.51%)
Hypoalbuminaemia 0 1 (0.22%) 4 (0.51%)
Polydipsia 0 4 (0.90%) 4 (0.51%)
Hyperglycaemia 0 1 (0.22%) 3 (0.38%)
Hypocalcaemia 0 1 (0.22%) 3(0.38%)
Hypoglycaemia 0 0 3 (0.38%)
Hyponatraemia 0 0 3(0.38%)
Investigations 28 (12%) 70 (16%) 163 (21%)
Weight decreased 4 ( 2%) 9( 2%) 18 ( 2%)
Alanine aminotransferase increased
5( 2%) 14 ( 3%) 17 ( 2%)
Aspartate aminotransferase increased
5 ( 2%) 11 ( 2%) 17 ( 2%)
Haematocrit decreased 1(<1%) 12 ( 3%) 14 ( 2%)
Red blood cell count decreased 0 11 ( 2%) 13 ( 2%)
Body temperature increased 2 (<1%) 10 ( 2%) 12 ( 2%)
Gamma-glutamyltransferase increased
8 ( 3%) 11 ( 2%) 12 ( 2%)
Blood alkaline phosphatase increased
2 (<1%) 7( 2%) 10 ( 1%)
Blood pressure increased 5 (2.18%) 7 (1.57%) 7 (0.89%)
Weight increased 1 (0.44%) 1(0.22%) 5 (0.63%)
Blood lactate dehydrogenase increased 0 4 (0.90%) 4 (0.51%)
Blood creatinine increased 0 2 (0.45%) 3 (0.38%)
Blood glucose increased 1 (0.44%) 3(0.67%) 3 (0.38%)
Blood phosphorus increased 0 3 (0.67%) 3 (0.38%)
Blood potassium decreased 0 0 3 (0.38%)
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1.5.2.2.7.2.3-1 1 (CA012-0) 3
ABI-007 0.38% 4)
CA012-0
System Organ Class MedDRA PT 260 mg/m* | ABI-007 g3w | All Patients
(N=229) (N=445)* (N=789)“
Infections and infestations 33 (14%) 62 (14%) 138 (17%)
Infection 24 (110%) 43 (110%) 45 ( 6%)
Urinary tract infection 1 (<1%) 10 ( 2%) 21 ( 3%)
Folliculitis 0 0 9( 1%)
Upper respiratory tract infection 0 0 9( 1%)
Candidiasis 0 0 8 ( 1%)
Sinusitis 1 (<1%) 1 (<1%) 8 ( 1%)
Oral candidiasis 5 (2.18%) 6 (1.35%) 7 (0.89%)
Nasopharyngitis 1 (0.44%) 1 (0.22%) 6 (0.76%)
Cellulitis 1 (0.44%) 1(0.22%) 5 (0.63%)
Herpes simplex 1 (0.44%) 1 (0.22%) 5 (0.63%)
Viral infection 1 (0.44%) 3 (0.67%) 5 (0.63%)
Pneumonia 1 (0.44%) 1 (0.22%) 4 (0.51%)
Catheter related infection 0 0 3 (0.38%)
Fungal infection 0 0 3 (0.38%)
Herpes zoster 0 0 3 (0.38%)
Injection site infection 0 0 3 (0.38%)
Respiratory, thoracic and mediastinal
disorders 19 ( 8%) 36 ( 8%) 134 (17%)
Dyspnoea 7( 3%) 9 ( 2%) 32 ( 4%)
Epistaxis 2 (<1%) 4 (<1%) 23 ( 3%)
Pharyngolaryngeal pain 4 ( 2%) 8 ( 2%) 23 ( 3%)
Cough 2 (<1%) 8 ( 2%) 19 ( 2%)
Rhinitis 1 (<1%) 1 (<1%) 13 ( 2%)
Rhinorrhoea 0 0 8 ( 1%)
Productive cough 1 (0.44%) 1 (0.22%) 7 (0.89%)
Dyspnoea exertional 1 (0.44%) 1 (0.22%) 6 (0.76%)
Sinus congestion 0 0 6 (0.76%)
Breath sounds decreased 1 (0.44%) 1 (0.22%) 5 (0.63%)
Pleural effusion 1 (0.44%) 1 (0.22%) 5 (0.63%)
Rhinitis allergic 1 (0.44%) 2 (0.45%) 5 (0.63%)
Hoarseness 0 0 3(0.38%)
Nasal congestion 0 0 3 (0.38%)
Nasal dryness 0 0 3 (0.38%)
Wheezing 0 0 3 (0.38%)
Eye disorders 11 ( 5%) 47 (11%) 103 (13%)
Lacrimation increased 0 3 (<1%) 29 ( 4%)
Vision blurred 1 (<1%) 6 ( 1%) 26 ( 3%)
Dry eye 2 (<1%) 13 ( 3%) 13 ( 2%)
Keratoconjunctivitis sicca 0 0 10 ( 1%)
Madarosis 1 (<1%) 10 ( 2%) 10 ( 1%)
Eye irritation 0 4 (0.90%) 7 (0.89%)
Vision abnormal 0 5( 1%) 5 (0.63%)
Visual acuity reduced 3( 1%) 5( 1%) 5 (0.63%)
Conjunctivitis 0 0 4 (0.51%)
Visual disturbance 0 0 4 (0.51%)
Eye pain 2 (0.87%) 3(0.67%) 5 (0.63%)
Eye pruritus 1 (0.44%) 1(0.22%) 3 (0.38%)
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1.5.2.2.7.2.3-1 1 (CA012-0) 3
ABI-007 0.38% (5)
CA012-0
System Organ Class MedDRA PT 260 mg/m* | ABI-007 g3w | All Patients
(N=229) (N=445)" (N=789)“
Psychiatric disorders 10 ( 4%) 31 ( 7%) 61 ( 8%)
Insomnia 9 ( 4%) 24 ( 5%) 39 ( 5%)
Depression 0 4 (<1%) 10 ( 1%)
Anxiety 2 (<1%) 4 (<1%) 9 ( 1%)
Restlessness 0 1 (0.22%) 4 (0.51%)
Vascular disorders 17 ( 7%) 28 ( 6%) 57 ( 7%)
Flushing 3( 1%) 7( 2%) 12 ( 2%)
Hot flushes 0 3 (<1%) 10 ( 1%)
Hypertension 6 ( 3%) 8 ( 2%) 10 ( 1%)
Lymphoedema 2 (<1%) 2 (<1%) 8 ( 1%)
Hypotension 2 (0.87%) 2 (0.45%) 7 (0.89%)
Peripheral coldness 1 (0.44%) 1 (0.22%) 4 (0.51%)
Orthostatic hypotension 1 (0.44%) 1 (0.22%) 3 (0.38%)
Renal and urinary disorders 4( 2%) 9 ( 2%) 28 ( 4%)
Dysuria 1 (0.44%) 2 (0.45%) 6 (0.76%)
Pollakiuria 1 (0.44%) 1 (0.22%) 4 (0.51%)
Haematuria 0 0 3 (0.38%)
Nocturia 0 0 3 (0.38%)
Polyuria 0 3 (0.67%) 3 (0.38%)
Urinary incontinence 1 (0.44%) 1 (0.22%) 3 (0.38%)
Cardiac disorders 14 ( 6%) 17 ( 4%) 24 ( 3%)
Tachycardia 5 ( 2%) 5 ( 1%) 8 ( 1%)
Ear and labyrinth disorders 4( 2%) 9 ( 2%) 24 ( 3%)
Vertigo 1(<1%) 3 (<1%) 9 ( 1%)
Ear pain 2 (0.87%) 2 (0.45%) 5 (0.63%)
Tinnitus 1 (0.44%) 2 (0.45%) 5 (0.63%)
Hepatobiliary disorders 7 ( 3%) 8 ( 2%) 15 ( 2%)
Hyperbilirubinaemia 0 0 5 (0.63%)
Hepatomegaly 1 (0.44%) 1 (0.22%) 4 (0.51%)
Injury, poisoning and procedur al
complications 0 2 (<1%) 12 ( 2%)
Contusion 0 0 4 (0.51%)
Reproductive system and breast
disorders 4 ( 2%) 7( 2%) 12 ( 2%)
Breast pain 1 (0.44%) 2 (0.45%) 4 (0.51%)
Neoplasms benign, malignant and
unspecified (incl cysts and polyps)
3( 1%) 3(<1%) 11 ( 1%)
Metastatic pain 3 (1.31%) 3(0.67%) 3 (0.38%)
Tumour necrosis 0 0 3 (0.38%)
Immune system disorders 3 ( 1%) 3 (<1%) 6 ( <1%)
! 30 3 ABI-007
2 30 ABI-007
3
N  CA012-0 260 mg/m? ABI-007 3w All Patients 226 44

775

Source Data  2.7.4.7-20 2.7.4.7-21
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1.5.2.2.7.2.4
1.5.2.2.7.2.4.1
1 (CA012-0)
(75.5%) 1 (CA012-0)
(46.5%)
2
ABI-007
(N 789) ABI-007
1 (CA012-0) N
229
(N 789)
1.5.2.2.7.2.4.2 ABI-007
274211
CA012-0 ABI-007
90%(207/229) 71%(163/229) 39%(89/229)
80%(181/226) 729%(162/226) 46%(105/226) 3296(73/229)
27%(61/229) 299(67/229) 2506(57/229) 2742117 2.7.421.1-8
2.7.42.1.1-9
CA201 ABI-007 76 (79/104)
76 (79/104) 93 (96/103) 91
(94/103) 21 (22/103) 84 (87/103) 38 (40/104) 22 (23/104)
23 (24/104) / 26 (27/104) 21 (22/104)
27421110 27421111  2.7.42.1.1-12
3-0100 ABI-007
83.3%(10/12) 75.0%(9/12)
66.7%(8/12) 58.3%(7/12) 50.09%(6/12)
2.7.4.2.1.1-13
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CIOMS

CIOMS

1.5.2.2.7.3
(1)
2007 10 6
125
15
CCDS)
(2)
1)
2007 10 6
2.7.4.2.1.4
22
2)
2007 10 6
2.7.4.7-37
3) |
5.3.8.2.1

15

SAE

SAE

65
CIOMS

2.7.4.7-26

110

2

(J-0100) 1

2.7.4.

34
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274213
5.38.1.2

.7.4.6.3

5.3.8.1.5
(Company Core Data Sheet:

43
SAE 5.3.8.1.3
2.7.4.7-25

( )

SAE

2.74.6.4

CIOMS 5.3.8.1.6

457

(J-0101) 4

2.14 CIOMS SAE
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152274 ABI-007

ABI-007 789
2007 7
13
ABI-007
5.3.5.3.2
(1)
ABI-007 789
(Leukopenia, White blood cell count decreased) (72.3%), (Neutropenia, Neutrophil
count decreased) (72.5%), (Anaemia, Haemoglobin decreased) (75.5%),
(Haematocrit decreased) (1.8%), (Red blood cell count
decreased) (1.6%), (Thrombocytopenia , Platelet count decreased) (14.6%),
(Pancytopenia , myelosuppression) (0.3%), (Febrile neutropenia) (1.8%)
ABI-007
ABI-007
)
ABI-007 789

(Neuropathy peripheral, Peripheral neuropathy, Neuropathy, Peripheral sensory neuropathy,
polyneuropathy) (63.0%) (Peripheral motor neuropathy) (1.6%) (Hemiparesis) (0.1%)

(Rowinsky EK, Chaudhry V, et al. 1993)

ABI-007 3
24 1 2 22 2.7.4.2.1.1-6
175 260 1l (CA012-0) 300 mg/m?
25.6%(11/43) 71.29%(163/229)  66.7%(42/63)
2742176 i (CA012-0)
2.7.42.1.15
ABI-007
ABI-007 789
3)
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ABI-007 789
(Drug hypersensitivity, Hypersensitivity) 4  (0.5%)
ABI-007

Page 36 of 49

(4)
ABI-007 789
(pneumonitis) (0.1%) 1
ABI-007 789
()
ABI-007 789
(6)
ABI-007 789
(Cardiac failure congestive , Left ventricular failure) (0.3%), (bundle branch block,)
(0.3%), (Pulmonary embolism) (0.3%) (Ischemic stroke) (0.1%)
(Pulmonary oedema) (0.1%)
ABI-007
789
(7)
ABI-007 789 (Deafness)
(0.1%) (Tinnitus) (0.6%)
(8)
ABI-007 789
(rectal haemorrhage, Blood in stool) (0.6%)
ABI-007
789
9)
ABI-007 789
(Clostridium colitis) (0.3%)
ABI-007
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789
(10)
ABI-007
(11)
ABI-007

(Hepatic disorder, Hepatotoxicity) (0.3%)
Hyperbilirubinaemia) (1.1%)

Page 37 of 49

789

789
(Jaundice, Blood bilirubin increased,

(12)
ABI-007 789
(13)
ABI-007 789
(Renal failure acute) (0.1%)
(14) Stevens-Johnson Lyell
ABI-007 789
(15) (DIC)
ABI-007 789
(16)
15.2.2.7.4-1
ABI-007 (N=789)
(Facial palsy, Trigeminal neuralgia) (0.3%) 2008 9
(N=789) 29
ABI-007
ABI-007
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1.5.2.2.7.4-1 (1)
1
'\ﬂerDRA MedDRA ( ) (MedDRA 2
( ) PT PT ) 1 9
1| AB050112 () , |DR| 100 | 6doses 29 cC|6
ABPAL-05-0276 |67 , mg/m? ( )
( ) cT
2 | AB050133 () IA | 230 |3cycles 5 | F |5
INT16-05-0123 |62 mg/m? |(1440mg)
(INT) () : (7
, )
3 | AB050134 () IA | 230 |4cycles 90 [ F |6
INT16-05-0124 |68 () , mg/m? | (960mg)
(INT) ) ( )
4 | AB050135 () IA | 230 | 2doses 33| F | 4
INT16-05-0258 |64 mg/m? | (849mg)
(INT) ( )
5 | AB050136 () IA | 192 | 2doses 200 E | 4
INT16-05-0259 |60 mg/m? | (820mg)
(INT) ( )
6 AB050137 IA | 180 | 3doses C |4
INT16-05-0255 |61 mg/m? |(1000mg) ( ) 220
(INT)
7 | AB050140 IA Y | 4
INT16-05-0252
(INT) ( )
8 | AB050268 () ,|DR| 100 | Weekly 194 F |3 MRI
CA013-05-0020 |55 mg/m? 1
(CA013) , ( )
()
9 | ABOG0121 DR {440 mg | 11 doses 232 AC| 1
ABILS-06-0013 (63 (4840mg) C o ]
( ) 183 N |1
(
_______ )
183 N |1
( )
10| AB060123 () DR | 220 | 8doses 156 20C |6
ABILP-06-0225 (63 , , mg/m? |(3200mg) C o ]
( ) , N |6
(
)
1
2)A ,B ,C ,E / F ,G Y ( )N
3)1 ,2 .3 4 5 .6 7

The global pharmacovigilance database

Palsies, Facial, Paralysis, Paresis, Cranial, Nerve

MedDRA HLGT - Cranial nerve disorders(excl neoplasms),

LLT

38
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1.5.2.2.7.4-1 2
MedDRA ! (
pT MedDRA ) (MedDRA 2
( ) PT PT ) Y 9
AB060131 DR [430mg | 17 doses 351 - | C|7
ABILP-06-0256 |62 ( )
( ) (7740mg)
AB060138 4 () , |DR| 260 | 15doses - | C |6
ABARR-06-0319 {43 , mg/m2 -7 310
( ) , (7050mg) (GRS} N N
C|6
310
(
)
AB060141 () , | DR |150mg | Weekly 292 17 [F |3
CA025-06-0322 (51 ( ) Vinorelbine
(CAQ25) () ,
AB060161 DR 263 mg | Weekly 7,5 |27 - |E |1
ABX06-06-0318 |51 (5263mg)
(ABX006) ( CT:
) I N
E |7
130
(
)
AB060172 DR | 367 |15cycles - F |6
ABMIT-06-0387 |53 mg/m’ ( ) | 430
( ) (260 | (5505mg)
mg)
AB060185 DR| - - F {7
ABNCR-06-0413| - ( )| 460 7
( ) X X ~Fl7
460
(
)
AB060218 4 DR | 260 |14cycles 191 - C |7 MRI:
ABAZG-06-0515(55 mg/m? ( )
( )
1)
2)A ,B ,C ,E / ,F ,G Y ( ), N
3)1 ,2 ,3 4 ,5 ,6 7
The global pharmacovigilance database MedDRA HLGT - Cranial nerve disorders(excl neoplasms), Bell’s palsy, Palsy,
Palsies, Facial, Paralysis, Paresis, Cranial, Nerve LLT
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1.5.2.2.7.4-1 3
MedDRA ! (
pT MedDRA ) (MedDRA 2
( ) PT PT ) ) £
8| AB070137 DR| 100 | 48doses 590 - | C|6
ABNYL-07-0527 | - mg/m? ( )
( ) Day 814/
3
9| AB080L33 () DR| 8 | Weekly 196 - | N| 6
ABCAS-08-0093 |59 , , mgim? | (3/4wK) ( )
( ) (3400mg)
0 AB080137 DR - - - - N | 6
ABRIP-07-0792 | - ( )
( )
1| AB080L38 () DR | 500mg | (3000mg) 130 - | N| 6
ABWVP-05-0426 | 63 , ( )
( )
130 - | N| 6
(
)
130 - | N| 6
()
2| AB0B018S () DR| 260 | (2000mg) 305 - N1
130-249-YHC |44 mg/m? ( )
(CA012) () ,
1)
2)A ,B ,C E / F ,G Y ( N
3)1 ,2 .3 4 5 6 7
The global pharmacovigilance database MedDRA HLGT - Cranial nerve disorders(excl neoplasms), Bell’s palsy, Palsy,
Palsies, Facial, Paralysis, Paresis, Cranial, Nerve LLT

40




15

1.5.22.7.4-1

Page 41 of 49

C )

MedDRA
PT

MedDRA
PT

(MedDRA
T )

3

2

w

AB080189
CA024-353-0243
(CAG4)

DR

276mg | (6624mg)

211

2

=

AB080190
CAQ05-001-014
(CA005)

DR

250mg | (1500mg)

52

2

o

AB0S0191
CA014-196-615
(CAOL4)

DR

276-285mg | (2262mg)

40

2

(=33

AB080192
CA015-190-407
(CAOL5)

DR

210-268mg| (2622mg)

110

2

=

AB090366
158-0136
(CA0)

DR

435

2

(==}

AB090060
CA023-09-0066
(CA023)

DR

49mg

327

18

2

©
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®
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.

14



NDA 21-660/8-022
Page 17

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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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 individual tolerance.

® A dose mcrease to 200 mg/m’ in subsequent courses should be considered based on individual tolerance.
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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¢/l. 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/I.

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/l and platelets recover to >100 x 10¢/I.

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 11 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 10¢/l) 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:

\ery 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
disorders:

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

Common: Peripheral sensory neuropathy, headache, dysgeusia, dizziness,
peripheral motor neuropathy, ataxia, sensory disturbance, somnolence.

Uncommon: Polyneuropathy, areflexia, dyskinesia, hyporeflexia, neuralgia,
sensory loss, syncope, postural dizziness, neuropathic pain, tremor

Eye disorders:

Common: Increased lacrimation, blurred vision, dry eye, keratoconjunctivitis
sicca, madarosis

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
conditions:

Very Common: Fatigue, asthenia, pyrexia.

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

Uncommon: Chest discomfort, abnormal gait, swelling, injection site reaction

Investigations:

Common: Decreased weight, increased alanine aminotransferase, increased
aspartate aminotransferase, decreased haematocrit, decreased red blood cell
count, increased body temperature, increased gamma-glutamyltransferase,
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: L01CDO01

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 111 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 > 1st-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/n) (175 mg/m?)

p-value

Response rate [95% CI] (%)

> 1q-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)

> 1st-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] (%)

> 1st-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)
aChi-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 ug/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 I/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 Cmaxand 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 (AUCin) 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 CYP2C8, -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/mz, 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
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Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.eu
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SUMMARY OF PRODUCT CHARACTERISTICS



Abraxane: 5 mg/mL

2.
100 mg
1ml 5mg
425 mg
6.1

3.
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5xULN
2% ULN
6
4.6
1 425 mg
45
CYP450 CYP2C8
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6
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24% 7%

40%
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Very common  10% common 1% 10% uncommon  0.1% 1%
rare  0.01% 0.1% veryrare  0.01%

1. Adversereactionsreported with Abraxane at any dosein clinical trials.

SOC Frequency MedDRA_PT

Common

Uncommon

Uncommon

Very Common

Common

Uncommon'

Rare

Very Common

Common

Uncommon

Common

Uncommon

Very Common

Common

Uncommon

Common

Uncommon

Common

Uncommon

Common

Rare

Common

Uncommon

Rare

Common

Uncommon

Rare




Very Common

Common
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Uncommon

Very Common

Common

Uncommon

Very Common

Common
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Uncommon

Uncommon

Very Common

Common

Uncommon

Common

Uncommon

Uncommon

Rare

RadiationRecall
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4.9

LO1CDO1

gp-60

SPARC secreted protein acidic rich in cysteine

5.
51
ATC
invitro
2 106
1 43
63
G-CSF

35.3%-60.0%

39.5%

95%

454

175 mg/m* 30
300 mg/m?

53

30

24.9%-54.2%
175 mg/m?, 95%

3
47.6%

95%



6.1 300 mg/m?, 95%

46-6.2
3
N =229
64%
27%

First line therapy

N =225

P.S. ECOG 1 2
14%
40%

42-938

260 mg/m?

79%

19%
7%

3
175 mg/m?
30
76% 3
59%

2: Resultsfor overall response rate, median timeto 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_|ine 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)

> 1"-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)

> 1"-line therapy 20.6 [15.6, 25.9] (n = 131) 16.1[15.0, 18.3] (n = 135) 0.010°

*Survival [95% CI] (weeks)

> 1St_|ine therapy 56.4 [45.1, 76.9] (n = 131) 46.7 [39.0, 55.3] (n = 136) 0,020b

a

b

2006 3 23

229
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