Supplementary Figure 3
Forest plots (adverse events profile)

A. Neutropenia (any grade)

Comparison: other vs '"ADT'

Treatment (Random Effects Model) OR 95%-ClI

Abiraterone 0.91 [0.37; 2.25]

ADT 1.00

Docetaxel —a— 3582 [14.09; 91.07]

Enzalutamide 1.62 [1.04; 2.53]
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B. Anemia (any grade)

Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%-ClI
Abiraterone = B 0.66 [0.47; 0.93]
ADT 1.00
Apalutamide - 0.65 [0.44; 0.95]
Docetaxel —ll— 9.08 [5.67; 14.52]
Enzalutamide 1.11 [0.80; 1.53]
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C. Thrombocytopenia (any grade)
Comparison: other vs "ADT'

Treatment (Random Effects Model) OR 95%-ClI
Abiraterone B 0.82 [0.34; 2.00]
ADT 1.00
Docetaxel B 2.33 [1.03; 5.26]
Enzalutamide B 1.11 [0.45; 2.74]
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D. Elevated AST (any grade)

Comparison: other vs "ADT'

Treatment (Random Effects Model) OR 95%-Cl
Abiraterone —J- 1.43 [1.02: 2.00]
ADT 1.00

Docetaxel —— 2.50 [1.36; 4.62]
Enzalutamide —&—— 0.28 [0.14; 0.56]
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E. Elevated AST (grade=3)

Comparison: other vs 'ADT'

Treatment (Random Effects Model)
Abiraterone —J—
ADT
Docetaxel -
Enzalutamide
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F. Elevated ALT (any grade)
Comparison: other vs 'ADT'

Treatment (Random Effects Model)
Abiraterone ——
ADT
Docetaxel —E—
Enzalutamide ——&——
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G. Elevated ALT (grade=3)

Comparison: other vs 'ADT'

Treatment (Random Effects Model)
Abiraterone —J—
ADT
Docetaxel -
Enzalutamide »
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H. Cardiovascular disease (any grade)

Comparison: other vs 'ADT'

OR  95%-Cl
3.12 [1.46: 6.69]
1.00

2.98 [0.31: 28.95]
0.99 [0.06: 15.88]

OR  95%-Cl
1.43 [1.02; 2.00]
1.00

2.50 [1.36; 4.62]
0.28 [0.14; 0.56]

OR  95%-Cl
4.48 [2.06; 9.77]
1.00

2.98 [0.31: 28.95]
0.99 [0.20: 4.93]

Treatment (Random Effects Model) OR 95%-ClI
Abiraterone " 2.03 [0.69; 5.99]
ADT 1.00
Apalutamide - 2.98 [1.32;6.72]
Enzalutamide - 1.47 [1.10; 1.94]
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I. Dizziness (any grade)

Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%-Cl
Abiraterone . 2.03 [0.69; 5.99]
ADT 1.00
Apalutamide . 2.98 [1.32;6.72]
Enzalutamide - 1.47 [1.10; 1.94]
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J. Fall (any grade)

Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%-ClI
ADT 1.00
Apalutamide 1.06 [0.44; 2.59]
Enzalutamide B 2.08 [1.05; 4.11]
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K. Fatigue (any grade)

Comparison: other vs "ADT'

Treatment (Random Effects Model) OR 95%-ClI
Abiraterone 0.93 [0.38; 2.28]
ADT 1.00

Apalutamide 1.22 [0.50; 2.98]
Docetaxel —— 11.51 [4.37; 30.26]
Enzalutamide | — . | 1.86 [0.99; 3.48]
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L. Fatigue (grade=3)

Comparison: other vs '"ADT'

Treatment (Random Effects Model) OR 95%-ClI
Abiraterone n 0.79 [0.04; 16.54]
ADT 1.00

Apalutamide i 1.35 [0.06; 30.62]
Docetaxel L 6.80 [0.25; 184.11]
Enzalutamide | | ——.—I | 2.64 [0.29; 24.42]
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M. Hypertension (any grade)

Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%-ClI

Abiraterone —J— 2.19 [1.70; 2.83]
ADT 1.00

Apalutamide —— 1.17 [0.85; 1.62]
Enzalutamide | —.l— 1.72 [1.32; 2.24]
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N. Hypertension (grade=3)

2

Comparison: other vs 'ADT'

Treatment

Abiraterone

(Random Effects Model) OR

95%-ClI

— B 239 [1.72: 3.33]

ADT 1.00
Apalutamide —— 0.91 [0.60; 1.40]
Enzalutamide —l— 1.81 [1.19; 2.77]
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0. Neuropathy (any grade)

Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%—ClI
ADT 1.00

Docetaxel —=—— 10.23 [4.51; 23.19]
Enzalutamide B 1.69 [1.29; 2.22]
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P. Rash (any grade)
Comparison: other vs 'ADT'

Treatment (Random Effects Model) OR 95%-ClI
ADT 1.00

Apalutamide —&—— 7.24 [2.81; 18.67]

Enzalutamide 1.57 [1.01; 2.42]
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