Supplementary Material S1: additional analysis early vs. advanced/metastatic breast cancer.

An additional analysis was performed only when the qualified studies included studies involving patients with early and

advanced breast cancer.

1. Cardiovascular events:
A. Als vs. tamoxifen monotherapy.
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B. Als (monotherapy) or Alst+tamoxifen (sequence) vs. tamoxifen (monotherapy).

Experimental Control Odds Ratio Odds Ratio
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Heterogeneity: Tau’ = 0; Chi* = 2.32, df = 6 (P = 0.89); I = 0%
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C. Als (monotherapy) vs. Alsttamoxifen (sequence) or tamoxifen (monotherapy).

Experimental Control Odds Ratio
Study Events Total Events Total Weight MH, Random, 95% CI
BIG-98 181 3975 161 3988 25.6%  1.13[0.91:1.41)]
ATAC1 76 3092 59 3094 102% 1.30(0.92:1.83]
ATAC3 76 3092 68 3097 11.0% 1.12[0.81;1.56]
FATA-GIM3 97 1766 86 1761 13.6%  1.13[0.84;1.53]
TEAM 314 4852 233 4814 396% 1.36[1.14:1.62]
Total (95% CI) 16777 16754 100.0% 1.23[1.11;1.38]
Prediction interval [1.03;1.47)

Heterogenety: Tau? = 0; Ch = 2.50, df = 4 (P = 0.64); ¥ = 0%
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2. Arterial hypertension:
A. Als vs. tamoxifen monotherapy.

Experimental Control Odds Ratio
Study Events Total Events Total MH, Random, 95% CI
PROACT (Japanese study) 3 48 1 48 3.13[0.31:31.25)
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Experimental Control Odds Ratio
Study Events Total Events Total Weight MH, Random, 95% CI
EORTC phase Ill 22 182 12 189 63.3% 2.03[0.97;4.23)
Nabholtz 2000 1 170 4 182 36.7% 0.26[0.03:2.38]
Total (95% CI) 352 371 100.0% 0.96 [0.14; 6.66]

Heterogeneity: Tau® = 1.4053: Chi’ = 3.00, df = 1 (P = 0.08); I = 67%
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Experimental Control Odds Ratio
Study Events Total Events Total Weight MH, Random, 95% CI
EORTC phase Il 21 182 11 189 482%  2.11[0.99:4.51]
TARGET 18 336 27 329 518% 0.63[0.34:1.17]
Total (95% CI) 518 518 100.0%  1.13[0.35;3.68]

Heterogeneity: Tau” = 0.6004; Chi° = 5.81, df = 1 (P = 0.02); I° = 83%
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B. Als (monotherapy) or Alsttamoxifen (sequence) vs. tamoxifen (monotherapy).

Experimental Control Odds Ratlo
Study Events Total Events Total Welght MH, Random, 95% CI
PROACT (Japanese study) 3 48 1 48 03% 3.13[0.31:31.25)
IES 830 2320 7722338 99.7%  1.13[1.00; 1.28)
Total (95% CI) 2368 2386 100.0% 1.13[1.00; 1.28]

Heterogeneity: Tau® = 0; ChP = 0.75, df = 1 (P = 0.39); I = 0%
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Experimental Control Odds Ratlo
Study Events Total Events Total Welght MH, Random, 95% CI
EORTC phase lll 21 182 11 189 482%  2.11[0.99;4.51)
TARGET 18 336 27 329 518% 0.63[0.34;1.17]
Total (95% CI) 518 518 100.0%  1.13[0.35;3.68]

Heterogeneity: Tau” = 0.6004; Chi® = 5.81, df = 1 (P = 0.02); I* = 83%
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C. Als (monotherapy) vs. Als+tamoxifen (sequence) or tamoxifen (monotherapy).

Experimental Control Odds Ratio Odds Ratio

Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI

PROACT (Japanese study) 3 48 1 48 30% 3.13(0.31;31.25)

FATA-GIM3 329 1766 353 1761 44.9% 0.91[0.77; 1.08]

SUCCESS C endocrine substudy 3 54 8 54 76% 0.34(0.08; 1.35)

TEAM 303 4852 219 4814 445% 1.40(1.17; 1.67) =

Total (95% CI) 6720 6677 100.0%  1.06 [0.70; 1.61) -

Prediction Interval [0.22; 5.23) —_——
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Heterogenetty: Tau® « 0.0924; Ch7* « 15.23, df « 3 (P < 0.01); F « 80%
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Experimental Control Odds Ratio
Study Events Total Events Total Weight MH, Random, 95% CI
EORTC phase Ill 21 182 11 189 482%  2.11[0.99;4.51]
TARGET 18 336 27 329 51.8% 0.63[0.34;1.17]
Total (95% CI) 518 518 100.0% 1.13[0.35;3.68]

Heterogeneity: Tau” = 0.6004; Chi° = 5.81, df = 1 (P = 0.02); I = 83%
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3. Body weight gain:
A. Als (monotherapy) vs. Als+tamoxifen (sequence) or tamoxifen (monotherapy)

Study
FATA-GIM3
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Total (95% CI)
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Control

90 1761 184%
422 4814 816%

6575 100.0%

Heterogeneity: Tau’ = 0; Chi = 0.1, df = 1 (P = 0.74); I’ = 0%
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Experimental Control Odds Ratlo Odds Ratlo
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
EORTC phase Il 34 182 24 189 56.6% 1.58(0.90; 2.79) = N
TARGET 6 336 6 329 14.0% 0.98(0.31: 3.07) —_—
Nabholtz 2000 5 170 2 182 6.7% 273[0.52:14.25) ————
EORTC phase Il 1 61 13 59 227% 0.78(0.32; 1.91) |
Total (95% CI) 749 759 100.0%  1.30 [0.85; 2.00) -
Prediction interval [0.51; 3.33) —_——
Heterogeneity: Tau® = 0; Chi* = 2.72, df = 3 (P = 0.44); I = 0%
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