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<Anticancer drug>

        0.5 mg/mL

Solution for Injection

eribulin 026140

1.

1.1

HALAVEN®
anthracycline taxane

13.1

1.2

HALAVEN®
anthracycline ( 13.2

2.

2.1

HALAVEN® 1.4 mg/m2 1 8 2 5
21

Child-Pugh A HALAVEN®
1.1 mg/m2 1 8 2 5 21

8.6
Child-Pugh B HALAVEN®

0.7 mg/m2 8 2 5 21
8.6

15-49 mL/min
HALAVEN® 1.1 mg/m2 1 8 2 5

21 8.7

2.2

1 8 HALAVEN®
ANC < 1,000/mm3

< 75,000/mm3

3
8

15 2 2

15 2 2
HALAVEN® 2

2
HALAVEN®
HALAVEN®

ANC < 500/mm3 7
ANC < 1,000/mm3

< 25,000/mm3 
< 50,000/mm3

3 4
HALAVEN® 8

1.1 mg/m2

1.1 mg/m2

0.7 mg/m2

0.7 mg/m2

ANC = absolute neutrophil count
National Cancer Institute (NCI)

(CTCAE) 3.0

2.3

HALAVEN®
100 mL 0.9% USP

HALAVEN® 4
40°F/4°C 24 HALAVEN®

24

3.

HALAVEN® eribulin mesylate 1 mg/2 mL 0.5 mg/mL

4.

5.

5.1

5.2

5.3

5.4

6.

6.1

6.2

7.

7.1 HALAVEN®

CYP3A4 CYP3A4 P-glycoprotein P-gp
HALAVEN® ketoconazole

CYP3A4 P-gp HALAVEN®
rifampin CYP3A4

AUC 11.3

7.2 HALAVEN®

Eribulin CYP1A2 CYP2C9 CYP2C19
CYP2D6 CYP2E1 CYP3A4 CYP1A2 CYP2C9
CYP2C19 CYP3A4 Eribulin

11.3

8. 

8.1

HALAVEN®
11.1 HALAVEN®

eribulin mesylate

2% 4% 15% 20%

8 10 12
eribulin mesylate

0.04 0.13 0.43 0.64 1.4 mg/m2

0.64

0.43

8.2

eribulin mesylate

eribulin mesylate
HALAVEN® HALAVEN® 2

8.3 

HALAVEN®
8.1

HALAVEN®
HALAVEN® 2

HALAVEN®
HALAVEN® 3.5

HALAVEN®
12.1

8.4

18 HALAVEN®

8.5

Study 1 65
827

HALAVEN® 15% 121/827 65
2% 17/827 75

HALAVEN® Study 2 65

8.6

HALAVEN® 1.1 mg/m2

0.7 mg/m2 eribulin 1.4 mg/m2

Child-Pugh A
1.1 mg/m2 Child-Pugh B 0.7 mg/m2

Child-Pugh C HALAVEN®
2.1 11.3

8.7

CLcr 15-49 mL/min
1.1 mg/m2 2.1 11.3

9.

HALAVEN® 4 3
7 3

HALAVEN®

10.

HALAVEN® eribulin mesylate
microtubule dynamics inhibitor Eribulin mesylate halichondrin B

halichondrin B Halichondria okadai

Eribulin mesylate 11 15:18 21:24 28 Triepoxy 7
9-ethano-12 15-methano-9H 15H-furo 3 2-i furo 2 3 :5 6
pyrano 4 3-b 1 4 dioxacyclopentacosin-5 4H -one 2- 2S -3-amino 
- 2 - hy d r ox y p r o p y l h e x a c o s a hy d r o - 3 - m e t h ox y - 2 6 - m e t hy l - 2 0
27-bis methylene - 2R 3R 3aS 7R 8aS 9S 10aR 11S 12R 13aR

13bS 15S 18S 21S 24S 26R 28R 29aS - methanesulfonate salt
826.00 729.9 C40H59NO11•CH4O3S Eribulin 

mesylate

HALAVEN® 1 mg eribulin 
mesylate 0.5 mg/mL 5:95

Ethanol anhydrous Water for injections Hydrochloric acid
Sodium hydroxide

11.

11.1

Eribulin tubulin
Eribulin tubulin-based antimitotic

G2/M mitotic spindles

eribulin
migration invasiveness
xenograft models eribulin

phenotype

11.2 

QT HALAVEN®
QTc 26 1 8 HALAVEN®
1.4 mg/m2 21 8 QTc

QTcF 95%
11.4 19.5 ms

11.3

Eribulin 40
43 L/m2 114 L/m2 0.25 mg/m2 4.0 mg/m2

1.16 L/hr/m2 2.42 L/hr/m2 Eribulin 100 ng/mL 1,000 ng/mL
49% 65% Eribulin

eribulin

14C-eribulin eribulin
<0.6% eribulin

eribulin Cytochrome P450 3A4 CYP3A4

Eribulin 14C-eribulin 82%
9% eribulin eribulin

88% 91%

340
eribulin

e r i b u l i n
n = 6 e r i b u l i n

Child-Pugh A n=7 Child-Pugh B n=5
1.8 2.5 HALAVEN® 

1.1 mg/m2 0.7 mg/m2 eribulin
1.4 mg/m2 2.1

8.6

eribulin
CLcr  80 mL/min n=6 eribulin CLcr 30 - 49 mL/min

n=7 CLcr 15 - 29 mL/min n=6
1.5 CLcr 50-79 mL/min n=27

2.1 8.7

CYP3A4 eribulin 12
CYP3A4 P-gp

ketoconazole eribulin HALAVEN®
ketoconazole AUC

0.97 90% CI 0.83 1.12

14 CYP3A4
rifampin eribulin HALAVEN®

rifampin AUC
1.10 90% CI 0.91 1.34

Eribulin CYP Eribulin CYP1A
CYP2B6 CYP2C9 CYP2C19 CYP3A Eribulin

CYP3A4 eribulin CYP3A4
Eribulin 5 μM

CYP1A2 CYP2C9 CYP2C19 CYP 2D6 CYP 2E1
eribulin

CYP

eribulin eribulin
P-gp BCRP MRP2
MRP4 BSEP OATP1B1
OATP1B3 OAT1 OAT3

OCT1 OCT2 1 MATE1

Eribulin eribulin
P-gp BCRP OATP1B1 OCT1 OAT1 OAT3

MATE1

12.

12.1

Eribulin mesylate Eribulin mesylate
Ames Eribulin mesylate

micronucleus 
assay

Eribulin mesylate
eribulin mesylate

eribulin mesylate
0.43

0.21

seminiferous epithelium
0.64

6
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13.

13.1

Study 1 305 EMBRACE Study
762 2

6
anthracycline- taxane-

2:1 HALAVEN® n=508
n=254

HER2/neu capecitabine 1
8 HALAVEN® 1.4 mg/m2 21 HALAVEN®

5 1 23 97%
26% vinorelbine 18% gemcitabine 18% capecitabine 16% taxane

9% anthracycline 10% 3%

55 27
85 92% 64% 25%

11% 91% ECOG
0 1 HALAVEN®

67% 28% 49%
39% HER2/neu 16% 74%

ER- PR- HER2/neu- 19% 82% 60%
38% 61% 50%

4
Study 1 95% HALAVEN®

HALAVEN® – Study 1

485 242

95% CI 403 (367, 438) 321 (281, 365)

95%CI a 0.815 (0.696, 0.955)

P b 0.011

CI = confidence interval
a Cox HER2
capecitabine

b HER2
capecitabine

Kaplan Meier Analysis ITT Population

301 2 3
n=1 102

OS PFS HALAVEN® capecitabine
3

anthracycline taxane 2
0 1 2 20.0% 52.0% 27.2%

HER2 15.3% 68.5% 16.2% 25.8%

eribulin capecitabine
4.1 4.2 HR 1.08 95% CI 0.932 1.250

eribulin capecitabine eribulin
11.0% 95% CI 8.5 13.9 capecitabine 11.5% 95% CI 8.9

14.5

305 301 eribulin HER2 HER2

HALAVEN® 

(n = 373)

TPC 

(n = 192)

HALAVEN® 

(n = 83)

TPC 

(n = 40)

285 151 66 37

13.4 10.5 11.8 8.9

95%CI 0.849 (0.695, 1.036) 0.594 (0.389, 0.907)

p 0.106 0.015

HALAVEN®

(n = 375)

Capecitabine

(n = 380)

HALAVEN®

(n = 86)

capecitabine

(n = 83)

296 316 73 73

15.9 13.5 14.3 17.1

95%CI 0.838 (0.715, 0.983) 0.965 (0.688, 1.355)

p 0.030 0.837

HER2 305 301

13.2

HALAVEN® Study 2
1:1

anthracycline
6 HALAVEN®

21 HALAVEN® 1.4 mg/m2

21 dacarbazine 850 mg/m2 1000 mg/m2

1,200 mg/m2 dacarbazine

2 vs. >2
vs. vs.

OS
PFS ORR

RECIST 1.1 Dacarbazine
HALAVEN®

446 225 HALAVEN®
221 dacarbazine 56

24 83 33% 73% 44% ECOG 
PS 0 53% ECOG PS 1 68% 32% 

39% 1 46%
2 47% 2

> 40% doxorubicin
90% ifosfamide 62% gemcitabine 59% trabectedin 50%

docetaxel 48%
143 55 32 83
62% 72% 41% ECOG PS 0 53% ECOG PS
1 35% 1 51% 2 44%

2
45% dedifferentiated 37% myxoid/
round cell 18% pleomorphic
Study 2 HALAVEN®
dacarbazine

OS PFS
HALAVEN®

Study 2 HALAVEN®

Study 2 a

HALAVEN®

(n=71)

Dacarbazine

(n=72)

HALAVEN®

(n=225)

Dacarbazine

(n=221)

n % 52 (73) 63 (88) 173 (77) 179 (81)

95% CI
15.6

(10.2, 18.6)
8.4

(5.2, 10.1)
13.5

(11.1, 16.5)
11.3

(9.5, 12.6)

95%CI 0.51
(0.35, 0.75)

0.75
(0.61, 0.94)

p N/A† 0.011

n % 57 (80) 59 (82) 194 (86) 185 (84)

53 52 180 170

4 7 14 15

95% CI
2.9

(2.6, 4.8)
1.7

(1.4, 2.6)
2.6

(2.0, 2.8)
2.6

(1.7, 2.7)

95%CI 0.52
(0.35, 0.78)

0.86
(0.69, 1.06)

%
95%CI

1.4
(0, 7.6)

0
(0, 4.2)

4.0
(1.8, 7.5)

5.0
(2.5, 8.7)

a 6
* liposarcoma leiomyosarcoma
† N/A =

Study 2 Kaplan-Meier

Study 2 a

HALAVEN®

(n=154)

Dacarbazine

(n=149)

n % 121 (79) 116 (78)

95% CI 12.8
(10.3, 14.8)

12.3
(11.0, 15.1)

95%CI 0.90 (0.69, 1.18)

n % 137 (89) 126 (85)

127 118

10 8

95% CI 2.2 
(1.5, 2.7)

2.6 
(2.2, 2.9)

 (95%CI) 1.05 (0.81, 1.35)

%
95%CI

5.2
 (2.3, 10)

7.4
(3.7, 12.8)

a 6

14.

100
25°C

NerPharMa S.r.l.
Viale Pasteur  10  20014 Nerviano (Milan)  Italy
Eisai Manufacturing Ltd.
European Knowledge Centre  Mosquito Way  Hatfield
Hertfordshire AL10 9SN  United Kingdom

18 9

2016 9 29
1 201601 US PI
2 Study 301 Study 301 Study 305 HER-2

2014 SmPC


