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Online resource 1: OS in Study 305/EMBRACE in initial (55% event rate) and updated analyses (77% event rate)
	
	Initial analysis
	Updated analysis

	
	Eri*
	TPC*
	HR (95% CI)
	P value
	Eri*
	TPC*
	HR (95% CI)
	P value

	Overall
	13.1
	10.6
	0.81 (0.66, 0.99)
	0.041
	13.2
	10.5
	0.81 (0.68, 0.96)
	0.014

	HER2 negative
	13.2
	10.5
	0.81 (0.64, 1.02)
	0.072
	13.4
	10.5
	0.85 (0.70, 1.04)
	0.106

	HER2 positive
	11.3
	9.1
	0.76 (0.47, 1.24)
	0.271
	11.8
	8.9
	0.59 (0.39, 0.91)
	0.015

	Triple negative
	9.5
	7.0
	0.71 (0.46, 1.1)
	0.119
	9.5
	7.0
	0.89 (0.60, 1.32)
	0.562


*Median, months; Eri = eribulin. HR model stratified by geographic region and prior capecitabine use


Online resource 2: Best response rates
	
	%
	
P-value

	
	Eribulin
	Control
	

	Overall population
    ORR
    CBR
	
14.9
30.9
	
16.4
30.3
	
0.815
0.368

	HER2 positive
    ORR
    CBR
	
15.3
28.2
	
23.1
40.2
	
0.293
0.152

	HER2 negative
    ORR
    CBR
	
13.5
30.0
	
13.5
26.4
	
0.688
0.071

	HER2 negative / hormone receptor positive
    ORR
    CBR
	

14.3
33.6
	

14.7
28.3
	

0.928
0.036

	ER positive
    ORR
    CBR
	
15.2
33.4
	
15.6
29.3
	
0.865
0.046

	ER negative
    ORR
    CBR
	
12.7
25.4
	
15.7
28.8
	
0.630
0.555

	Triple negative
    ORR
    CBR
	
12.0
23.1
	
10.3
20.7
	
0.425
0.484

	Non-triple negative
    ORR
    CBR
	
15.7
33.2
	
18.2
33.2
	
0.565
0.438                                                                                      

	≤ 2 organs involved
    ORR
    CBR
	
13.5
33.5
	
15.9
34.9
	
0.488
0.868

	> 2 organs involved
    ORR
    CBR
	
16.3
28.2
	
17.0
26.0
	
0.716
0.321

	Visceral disease
    ORR
    CBR
	
14.7
28.8
	
16.7
28.9
	
0.707
0.585

	Non-visceral disease
    ORR
    CBR
	
16.5
43.0
	
13.8
39.4
	
0.544
0.416


	Taxane refractory
    ORR
    CBR
	
14.3
26.4
	
13.9
26.5
	
0.532
0.739

	Non-taxane refractory
    ORR
    CBR
	
15.4
35.5
	
18.8
33.9
	
0.362
0.393


ORR, objective response rate = sum of complete response and partial response; CBR, clinical benefit rate = sum of complete response, partial response and stable disease of at least 6 months








Online resource 3
An analysis of the pooled data was conducted in patients who had previously received one or more lines of chemotherapy for advanced disease, in agreement with an anticipated extension of the indication for eribulin in Europe. No significant differences were seen in objective response rate or clinical benefit rate in this analysis.
OS and PFS in patients who had previously received one or more lines of chemotherapy for advanced disease
	
	Median, months
	HR (95%CI)
	P value

	
	Eribulin
	Control
	
	

	OS
     Overall

     HER2 negative

     HER2 positive

     Triple negative

    Non-triple negative

     ER positive

     ER negative
	
15.1

15.1

13.5

12.4

15.4

15.7

12.9
	
12.5

12.0

11.7

8.1

13.3

13.5

9.4
	
0.84
(0.76, 0.94)
0.84
(0.74, 0.96)
0.75
(0.57, 1.00)
0.70
(0.55, 0.89)
0.86
(0.75, 0.98)
0.88
(0.76, 1.03)
0.70
(0.58, 0.85)
	
0.003

0.011

0.054

0.003

0.030

0.117

<0.001

	PFS
     Overall

     HER2 negative

     HER2 positive

    Triple negative

    Non-triple negative

     ER positive

     ER negative
	
3.9

3.7

3.8

2.8

4.1

4.1

3.2
	
3.2

2.9

4.2

2.5

3.7

3.4

2.8
	
0.88
(0.78, 0.98)
0.84
(0.73, 0.96)
1.00
(0.75, 1.35)
0.76
(0.60, 0.97)
0.89
(0.77, 1.02)
0.85
(0.73, 0.99)
0.83
(0.68, 1.00)
	
0.020

0.009

0.970

0.026

0.094

0.042

0.057


HR based on Cox proportional hazards stratified by geographic region, prior capecitabine use, HER2 status (with the exception of HER2 subgroups) and study; P-value based on stratified log-rank test
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