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Supplementary Material

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Hopp et al.(HT subgroup) -0.7133 0.2624 55.5% 0.49[0.29, 0.82] ——
Hopp et al.(No HT subgroup) -0.8324 0.3318 34.7% 0.44[0.23, 0.83] — =
Wen et al. 0.1964 0.6229 9.8% 1.22[0.36, 4.13] [—
Total (95% CI) 100.0% 0.51 [0.35, 0.75] -
Heterogeneity: Chi* = 2,20, df = 2 (P = 0.33); I’ = 9% k t t {
Test for overall effect: Z = 3.40 (P = 0.0007) 0:01 0.1 10 100
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Figure S1. Prognostic role of IB-determined ERp status for DFS. DFS, disease-free survival; IB, immunoblot; ER, estrogen receptor.



Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% CI

Hazard Ratio
1V, Random, 95% CI

1.2.1 Total

Kim et al. 1.5347 0.7635 11.8% 4.64[1.04, 20.72]
Markey et al. 0.5653 0.304 19.3% 1.76 [0.97, 3.19]
Subtotal (95% CI) 31.1% 2.22 [0.99, 4.99]

Heterogeneity: Tau? = 0.13; Chi®> = 1.39, df = 1 (P = 0.24); I = 28%
Test for overall effect: Z = 1.93 (P = 0.05)

1.2.2 ERb1

O'Neill et al. 0.3148 0.4565 16.8% 1.37 [0.56, 3.35]
Sugiura et al. -0.7657 0.4593 16.7% 0.47 [0.19, 1.14]
Subtotal (95% CI) 33.5% 0.80 [0.28, 2.30]

Heterogeneity: Tau? = 0.37; Chi? = 2.78, df = 1 (P = 0.10); I = 64%
Test for overall effect: Z = 0.42 (P = 0.68)

1.2.3 ERb2

Sugiura et al. -1.2483 0.412 17.5% 0.29[0.13, 0.64]
Vinayagam et al. -0.844 0.3906 17.9% 0.43[0.20, 0.92]
Subtotal (95% CI) 35.4% 0.36 [0.20, 0.62]

Heterogeneity: Tau? = 0.00; Chi? = 0.51, df = 1 (P = 0.48); I = 0%
Test for overall effect: Z = 3.65 (P = 0.0003)

Total (95% CI) 100.0% 0.86 [0.40, 1.82]
Heterogeneity: Tau? = 0.67; Chi® = 23.47, df = 5 (P = 0.0003); I = 79%

Test for overall effect: Z = 0,40 (P = 0.69)

Test for subgroup differences: Chi* = 13.51, df = 2 (P = 0.001), I* = 85.2%

Figure S2. Prognostic role of PCR-determined ERf status for DFS. DFS, disease-free survival; PCR, polymerase chain reaction; ER,

estrogen receptor.

0.01

0.1 100

1
Favours [ERb Positive] Favours [ERb Negative]



Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Random, 95% CI 1V, Random, 95% CI
1.4.1 Pan-ERb

Wimberly et al. (NCI-PBCS population) 0.658 0.2293 14.3% 1.93 [1.23, 3.03] ——
Wimberly et al. (Toronto population) -0.5108 0.371 8.2% 0.60 [0.29, 1.24] — 1
Wimberly et al. (Yale-1 population) 0 0.0103 26.4% 1.00 [0.98, 1.02] L
Wimberly et al. (Yale-2 population) 0.4511 0.251 13.1% 1.57 [0.96, 2.57] =
Subtotal (95% CI) 61.9% 1.20 [0.80, 1.81] P

Heterogeneity: Tau® = 0.12; Chi? = 13.33, df = 3 (P = 0.004); I* = 77%
Test for overall effect: Z = 0.88 (P = 0.38)

1.4.2 ERb-1
Wimberly et al. (Toronto population) -0.1625 0.281 11.6% 0.85 [0.49, 1.47] —=
Wimberly et al. (Yale-1 population) -0.1393 0.1409 20.0% 0.87 [0.66, 1.15] =
Wimberly et al. (Yale-2 population) 0.9478 0.4303 6.6% 2.58[1.11, 6.00] T
Subtotal (95% CI) 38.1% 1.10 [0.65, 1.85] Rege-o
Heterogeneity: Tau? = 0.14; Chi® = 5.93, df = 2 (P = 0.05); I’ = 66%
Test for overall effect: Z = 0.35 (P = 0.73)
Total (95% CI) 100.0% 1.14 [0.88, 1.46] ?
ity: Tau® = ; Chi* = - - - ' + + t |
Heterogeneity; Tau’ = 0.06; Chi* = 19,51, df = 6 (P = 0.003); I = 69% 0.01 o1 1 10 100

Test for overall effect: Z = 0.99 (P = 0.32)

Favours [ERb positive] Favours [ERb negative
Test for subgroup differences: Chi’ = 0.07, df = 1 (P = 0.79), I* = 0% [ P ] [ 9 ]

Figure S3. Prognostic role of TMA-determined ERP status for DFS. DFS, disease-free survival; TMA, tissue microarray; ER, estrogen
receptor.

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Wen et al. 0.8616 0.7597 4.2% 2.37[0.53, 10.49] =
Hopp et al.(No HT subgroup) -0.7875 0.2777 31.4% 0.45[0.26, 0.78] —
Hopp et al.(HT subgroup) -0.4186 0.1939 64.4% 0.66 [0.45, 0.96] —
Total (95% CI) 100.0% 0.62 [0.46, 0.84] e 2

FE 2 - o %y . F + + i
Heterogeneity: Chi* = 4.45,df = 2 (P = 0.11); I = 55% b0l o1 10 100

Test for overall effect: Z = 3.09 (P = 0.002) Favours [ERb positive] Favours [ERb negative]

Figure S4. Prognostic role of IB-determined ERp status for OS. OS, overall survival; IB, immunoblot; ER, estrogen receptor.



Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI| IV, Random, 95% CI
2.2.1 Total

Markey et al. 0.9123 0.4122 28.2% 2.49[1.11, 5.59] —
Subtotal (95% CI) 282%  2.49[L11,5.59] i

Heterogeneity: Not applicable
Test for overall effect: Z = 2.21 (P = 0.03)

2.2.2 ERb1

Sugiura et al. -0.652 0.7889 23.0% 0.52 [0.11, 2.45] S E—
Subtotal (95% CI) 23.0% 0.52 [0.11, 2.45] e ——
Heterogeneity: Not applicable

Test for overall effect: Z = 0.83 (P = 0.41)

2.2.3 ERb2

Sugiura et al. -1.6348 0.7596 23.4% 0.19 [0.04, 0.86] —_—
Vinayagam et al.(ERa+ subgroup) -1.772 0.6244 25.4% 0.17 [0.05, 0.58] —_—
Subtotal (95% CI) 48.8% 0.18 [0.07, 0.46] el

Heterogeneity: Tau®? = 0.00; Chi? = 0.02, df = 1 (P = 0.89); I* = 0%
Test for overall effect: Z = 3.56 (P = 0.0004)

Total (95% CI) 100.0% 0.48 [0.11, 2.12] -*
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Test for subgroup differences: Chi* = 17.46, df = 2 (P = 0.0002), I* = 88.5%

Figure S5. Prognostic role of PCR-determined ER status for OS. OS, overall survival; PCR, polymerase chain reaction; ER, estrogen
receptor.
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Figure S6. Funnel plots for assessing publication bias for DFS. Only studies assessing ER status using IHC were included. DFS,
disease-free survival; IHC, immunohistochemistry.
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Figure S7. Funnel plots for assessing publication bias for OS. Only studies assessing ERp status using IHC were included. OS, overall
survival; IHC, immunohistochemistry.



Supplementary Table S1: Sensitivity analysis of survival in patients with different ERb(Total/ERb1/ERb?2) status (IHC).

Pan-ERb ERb-1 ERb-2
. Study Study Study
Numb Numb Numb
Endpoints U(F)nf er Random effect heterogeneity Ug} er Random effect heterogeneity ucr:]f er Random effect heterogeneity
studies HR(95%CI) "2 studies HR(95%CI) "2 p studies HR(95%Cl) "2 p
DFS
Median follow-up >60 months N/A 4 0.49(0.30,0.82) Z/f 0.010 4 0.63(0.46,0.86) 0% 0.79
Sample size>200 N/A 4 0.72(0.48,1.07) gi/i 0.050 N/A
0Ss
Median follow-up >60 months 3 0.60(0.45,0.80) 0% 0.71 4 0.38(0.25,0.58) 0%  1.000 5 0.46(0.32,0.65) 0% 0.92
Sample size>200 N/A 3 0.76(0.16,3.47) 9B <0001 N/A

%

NA, not available.




Supplementary Table S2: Origination and classification of HRs for DFS and OS.

References Year Data for DFS Data for OS
Vinayagam et al. 2007 i,ii i
Honma et al. 2008 i, i
Novelli et al. 2008 ii*

Gruvberger-Saal et al. 2007 i*,ii i*
Mann et al. 2001 i
Mahle et al. 2009 i*ii
Hopp et al. 2004 i,ii i*,ii
Borgquist et al. 2008 i,i*

Palmieri et al. 2004 i,i i,ii
Shaaban et al. 2008 ii i*ii
Nakopoulou et al. 2004 i*,ii i*,ii
Myers et al. 2004 i

Sugiura et al. 2007 i*,ii i*ii
Omoto et al. 2002 i

Omoto et al. 2001 i

Yan et al. 2011 i
Zhang et al. 2014 i*

O'Neill et al. 2004 i*

Guo et al. 2014 i*,ii

Chantzi et al. 2013 i,ii

Qui et al. 2009 i i
Markey et al. 2009 i* i*ii
Kim et al. 2012 i*,ii

Wen et al. 2002 ii ii
Wimberly et al. 2014 i*,ii

i Original data dervived from univariable analysis ;
i* Extracted data from suvival curves as univariable analysis;

ii Original data dervived from multivariable analysis ;



http://www.ncbi.nlm.nih.gov/pubmed/?term=O'Neill%20PA%5bAuthor%5d&cauthor=true&cauthor_uid=15477865

