Supplementary Materials:

Figure S1: Hypertension

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 104 247 20 233 6.2% 4.91 [3.15, 7.65] -
Coleman (GOG0213) 135 330 10 327 6.1% 13.38 [7.17, 24.96] -
du Bois 2014 275 477 91 461 6.4% 2.92[2.39, 3.57] -
du Bois 2016 129 902 25 450 6.3% 2.57 [1.70, 3.89]
Gore (MEOC/GOG 0241) 19 26 11 24 6.2% 1.59 [0.97, 2.61] ™
Gotlieb 5 30 0 25  3.2% 9.23 [0.53, 159.14] -1
Herzog 45 123 7 123 6.0% 6.43 [3.02, 13.69] -
Karlan 7 105 3 55 5.3% 1.22[0.33, 4.54] R L
Kim (East Asian Study AGO OVAR16) 117 179 34 174 6.3% 3.35 [2.43, 4.61] -
Ledermann (ICON6) 38 95 42 115  6.3% 1.10 [0.78, 1.55] T
Liu 34 44 o] 46  3.3%  72.07 [4.55, 1140.62] R —
Marth (ENGOT-0ov-6/TRINOVA-2) 12 113 9 108 5.9% 1.27 [0.56, 2.90] -
Oza (ICON 7) 46 745 2 753 5.1% 23.25[5.66, 95.42] -
Pignata (MITO 11) 16 37 0 36 3.3% 32.13 [2.00, 516.29] -
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 197 201 186 200 6.4% 1.05 [1.01, 1.10]
Pujade-Lauraine (AURELIA) 13 179 2 181 5.1% 6.57 [1.50, 28.71] e
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 123 902 58 450 6.3% 1.06 [0.79, 1.42] T
Vergote (AGO-OVAR16) 275 477 91 461 6.4% 2.92 [2.39, 3.57] -
Total (95% CI) 5212 4222 100.0% 3.64 [1.76, 7.50] ‘
Total events 1590 591

1 1 1 1

Heterogeneity: Tauz = 2.13; Chi2 = 1551.47, df = 17 (P < 0.00001); 12 = 99% T T T T

Test f Il effect: Z = 3.50 (P = 0.0005 oo o ! " >
est for overall effect: Z = 3.50 (P = 0. ) Favours [experimental] Favours [control]

Figure S2: Hemorrhagic events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chekerov (TRIAS) 7 83 6 89 13.1% 1.25 [0.44, 3.57] ~
Coleman (GOG0213) 140 330 27 327 18.3% 5.14 [3.50, 7.53] —
Gore (MEOC/GOG 0241) 7 26 2 24  10.0% 3.23 [0.74, 14.06] T
Gotlieb 3 30 2 25 8.5% 1.25 [0.23, 6.90] - 1
Karlan 28 105 13 55 17.0% 1.13 [0.64, 2.00] I
Ledermann (ICONG6) 15 95 15 115 16.3% 1.21 [0.62, 2.35] N
Oza (ICON 7) 9 745 2 753  9.6% 4.55 [0.99, 20.98] -
Pujade-Lauraine (AURELIA) 2 179 2 181 7.3% 1.01 [0.14, 7.10]
Total (95% CI) 1593 1569 100.0% 1.94 [1.00, 3.76] ‘
Total events 211 69
! 1 1 ]
T 1

Heterogeneity: Tauz = 0.59; Chi2 = 30.27, df = 7 (P < 0.0001); I2 = 77% r

T
Test f Il effect: Z = 1.95 (P = 0.05 00t ot . 10 100
est for overall effect: Z = 1.95 (P = 0.05) Favours [experimental] Favours [control]

Figure S3: Thrombosis or embolism

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Chekerov (TRIAS) 4 83 6 89 6.9% 0.71[0.21, 2.44]

du Bois 2016 70 902 29 450 46.2% 1.20[0.79, 1.83]

Gore (MEOC/GOG 0241) 1 26 0 24 0.6% 2.78[0.12, 65.08]

Ledermann (ICONG) 3 95 1 115 1.1% 3.63[0.38, 34.35]

Oza (ICON 7) 51 745 23 753 27.3% 2.24[1.38, 3.63] —

Pignata (MITO 11) 1 37 2 36 24% 0.49 [0.05, 5.13]

Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 6 201 5 200 6.0% 1.19 [0.37, 3.85] -

Pujade-Lauraine (AURELIA) 9 179 8 181 9.5% 1.14[0.45, 2.88) A

Total (95% Cl) 2268 1848 100.0% 1.47[1.12, 1.92] ‘

Total events 145 74

Heterogeneity: Chiz2 =7.17,df =7 (P = 0.41); 12=2% f f f i
0.01 0.1 1 10 100

Test for overall effect: Z = 2.75 (P = 0.006) Favours [experimental] Favours [control]



Figure S4: Arterial thromboembolism

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Aghajanian (OCEANS) 6 247 1 233 3.2% 5.66 [0.69, 46.66]

Burger (GOG0218) 4 608 5 601 155% 0.79[0.21, 2.93] L

Coleman (GOG0213) 22 330 6 327 18.5% 3.63 [1.49, 8.84] - &

du Bois 2016 9 902 2 450 8.2% 2.25[0.49, 10.35] -1 -

Karlan 2 105 (o] 55 2.0% 2.64 [0.13, 54.08]

Oza (ICON 7) 20 745 10 753 30.6% 2.02 [0.95, 4.29] -

Pujade-Lauraine (AURELIA) 179 [0} 181 1.5% 9.10 [0.49, 167.79] ’

Tewari 8 1215 601 20.6% 0.79[0.26, 2.41] - =

Total (95% CI) 4331 3201 100.0% 2.13[1.41, 3.23] ’

Total events 75 29

Heterogeneity: Chi2 =8.44, df =7 (P = 0.30); 2=17% I I I I

Test for overall effect: Z = 3.57 (P = 0.0004) oo o1 . * 10 100

Favours [experimental] Favours [control]
Figure S5: Venous thromboembolism
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Aghajanian (OCEANS) 11 247 6 233 8.3% 1.73 [0.65, 4.60] —_t_

Burger (GOG0218) 41 608 35 601 20.9% 1.16 [0.75, 1.79]

Coleman (GOG0213) (o] 330 o0 327 Not estimable

du Bois 2016 33 902 22 450 17.8% 0.75 [0.44, 1.27] -

Gotlieb 30 25 1.1% 4.19 [0.21, 83.50]

Karlan 105 55 7.6% 0.61 [0.22, 1.73] - 1

Oza (ICON 7) 32 745 13 753 14.7% 2.49 [1.32, 4.70] -

Pujade-Lauraine (AURELIA) 5 179 8 181 7.0% 0.63[0.21, 1.89] - 1

Tewari 78 1215 35 601 22.7% 1.10 [0.75, 1.62]

Total (95% ClI) 4361 3226 100.0% 1.14[0.82, 1.57]

Total events 209 125

Heterogeneity: Tauz = 0.08; Chi2 = 12.20, df = 7 (P = 0.09); 12 = 43% I I i I I
0.01 0.1 1 10 100

Test for overall effect: Z = 0.77 (P = 0.44)

Figure S6: Proteinuria

Favours [experimental]

Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 27 247 2 233 7.8% 12.73 [3.06, 52.96] -
Coleman (GOG0213) 56 330 3 327 8.7% 18.50 [5.85, 58.50] -
du Bois 2014 40 471 8 466 9.8% 4.95 [2.34, 10.45] -
Gotlieb 18 30 16 25 10.5% 0.94[0.62, 1.42] -
Karlan 7 105 55 7.5% 1.83[0.39, 8.53] - 1
Kim (East Asian Study AGO OVAR16) 26 179 4 174 9.0% 6.32[2.25, 17.73] -
Ledermann (ICON®6) 16 95 11 115 9.9% 1.76 [0.86, 3.61] T
Liu 5 44 0 46 4.2% 11.49 [0.65, 201.83] y
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 82 201 7 200 9.8% 11.66 [5.53, 24.59] -
Pujade-Lauraine (AURELIA) 3 179 0 181 4.1% 7.08[0.37, 136.04] 4
Tewari 16 1215 4 601 8.8% 1.98 [0.66, 5.89] -
Vergote (AGO-OVAR16) 40 477 8 461 9.8% 4.83[2.29, 10.21] -
Total (95% CI) 3573 2884 100.0% 4.52[2.12,9.62] ‘
Total events 336 65

Heterogeneity: Tau2 = 1.37; Chiz = 83.78, df = 11 (P < 0.00001); 12 = 87%

Test for overall effect: Z = 3.92 (P < 0.0001)

T
0.01 0.1
Favours [experimental]

1

T
10

Favours [control]

100



Figure S7: Reversible posterior leukoencephalopathy syndrome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burger (GOG0218) 1 608 o] 601 21.5% 2.97 [0.12, 72.65] =
Coleman (GOG0213) 0 330 0 327 Not estimable
Pujade-Lauraine (AURELIA) 1 179 0 181 21.3% 3.03[0.12, 73.97] -
Tewari 1 1215 1 601 57.2% 0.49 [0.03, 7.89] .
Total (95% Cl) 2332 1710 100.0% 1.57 [0.31, 7.81] ’
Total events 3 1
Heterogeneity: Chiz = 0.98, df = 2 (P = 0.61); 12 = 0% ’ ’ ’ ’
Test for overall effect: Z = 0.55 (P = 0.58) 00t o1 . ! 10 100
Favours [experimental] Favours [control]
Figure S8: Gastrointestinal perforations
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aghajanian (OCEANS) 2 247 1 233 11.3% 1.89[0.17, 20.67] "
Coleman (GOG0213) 6 330 1 327 11.1% 5.95[0.72, 49.11] "
Gore (MEOC/GOG 0241) 1 26 0 24 5.7% 2.78 [0.12, 65.08] "
Gotlieb 3 30 1 25 12.0% 2.50 [0.28, 22.56] v
Karlan 0 105 1 55 21.6% 0.18 [0.01, 4.25] ¢ ol
Oza (ICON 7) 10 745 3 753 32.8% 3.37[0.93, 12.19] &
Pujade-Lauraine (AURELIA) 3 179 0 181 5.5% 7.08[0.37, 136.04] " ’
Total (95% CI) 1662 1598 100.0% 2.86 [1.36, 6.04] ’
Total events 25 7
Heterogeneity: Chi2 = 3.96, df = 6 (P = 0.68); 12 = 0% I I I I
Test for overall effect: Z = 2.76 (P = 0.006) 0.0 0-1 ) ! 10 100
Favours [experimental] Favours [control]
Figure S9: Infection
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chekerov (TRIAS) 31 83 31 89 20.8% 1.07 [0.72, 1.60] R L
Coleman (GOG0213) 126 330 89 327 62.3% 1.40[1.12, 1.76] _._
Gore (MEOC/GOG 0241) 6 26 4 24 2.9% 1.38 [0.44, 4.32]
Pignata (MITO 11) 5 37 3 36 2.1% 1.62[0.42, 6.29]
Richardson 15 50 17 50 11.8% 0.88 [0.50, 1.57] - T
Total (95% CI) 526 526 100.0% 1.28[1.07, 1.53] ‘
Total events 183 144
Heterogeneity: Chi2 = 3.15, df =4 (P = 0.53); 12 = 0% I I I I
0.2 0.5 1 2 5
Test for overall effect: Z = 2.65 (P = 0.008) Favours [experimental] Favours [control]
Figure 510: Pyrexia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gore (MEOC/GOG 0241) 3 26 3 24 1.7% 0.92[0.21, 4.14]
Herzog 13 123 10 123 5.5% 1.30[0.59, 2.85] - 1
Marth (ENGOT-ov-6/TRINOVA-2) 20 113 18 108 10.2% 1.06 [0.59, 1.90] -
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 23 201 16 200 8.9% 1.43[0.78, 2.63] -
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 81 902 53 450 39.1% 0.76 [0.55, 1.06] —&
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 72 675 47 336 34.7% 0.76 [0.54, 1.08] —&T
Total (95% Cl) 2040 1241 100.0% 0.88[0.73, 1.08] ‘
Total events 212 147

Heterogeneity: Chiz=5.22, df =5 (P = 0.39); 2= 4%
Test for overall effect: Z = 1.22 (P = 0.22)

T T
0.2 0.5
Favours [experimental]

1

T
2

Favours [control]



Figure S11: Wound related issues

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aghajanian (OCEANS) 2 247 0 233 1.2% 4.72[0.23, 97.75] I
Burger (GOG0218) 18 608 17 601 39.7% 1.05[0.54, 2.01]
Coleman (GOG0213) 10 330 2 327  47%  4.95[1.09, 22.44] -
Karlan 2 105 0 55 1.5% 2.64[0.13, 54.08]
Pujade-Lauraine (AURELIA) 0 179 0 181 Not estimable
Tewari 40 1215 17 601 52.9% 1.16 [0.67, 2.04]
Total (95% CI) 2684 1998 100.0% 1.36 [0.92, 2.01]
Total events 72 36
Heterogeneity: Chi2 = 4.56, df = 4 (P = 0.34); 12=12% I I I I
0.01 0.1 1 10 100
Test for overall effect: Z = 1.54 (P = 0.12) .
Favours [experimental] Favours [control]
Figure S12: Ascites
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Marth (ENGOT-ov-6/TRINOVA-2) 33 113 10 108 9.7% 3.15 [1.64, 6.08] -
Monk (TRINOVA-1) 101 461 57 452 54.7% 1.74 [1.29, 2.34] -.-
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 127 675 28 336 35.5% 2.26 [1.53, 3.33] &+
Total (95% Cl) 1249 896 100.0% 2.06 [1.65, 2.57] ‘
Total events 261 95
Heterogeneity: Chi2 = 3.09, df =2 (P = 0.21); I12= 35% f f f i
Test for overall effect: Z = 6.37 (P < 0.00001) oot 01 ) ! 10 100
Favours [experimental] Favours [control]
Figure S13: Neutropenia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 52 247 51 233 5.0% 0.96 [0.68, 1.35] B
Chekerov (TRIAS) 52 83 56 89 5.8% 1.00[0.79, 1.25] T
Coleman (GOG0213) 40 330 26 327  4.1% 1.52[0.95, 2.44] —
du Bois 2014 151 477 36 461 5.0% 4.05[2.88, 5.70] -
du Bois 2016 498 902 226 450 6.4% 1.10[0.99, 1.23] "
Gore (NEOC/GOG 0241) 11 26 12 24 33% 0.85[0.46, 1.54] I
Herzog 3 123 2 123 0.7% 1.50 [0.26, 8.82] I
Kim (East Asian Study AGO OVAR16) 86 179 26 174 4.7% 3.22[2.19, 4.73] -
Ledermann (ICON6) 28 95 55 115 4.8% 0.62 [0.43, 0.89] -
Liu 4 44 5 46 1.2% 0.84[0.24, 2.91] - 1T
Marth (ENGOT-ov-6/TRINOVA-2) 15 113 22 108 3.3% 0.65 [0.36, 1.19] /T
Monk (TRINOVA-1) 104 461 129 452 5.8% 0.79[0.63, 0.99] ™
Oza (ICON 7) 123 745 114 753 5.8% 1.09 [0.86, 1.38] ™
Pignata (MITO 11) 28 37 11 36 3.8% 2.48[1.46, 4.19] -
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 147 201 130 200 6.3% 1.13[0.99, 1.28] ™
Pujade-Lauraine (AURELIA) 29 179 31 181 4.2% 0.95 [0.60, 1.50] T
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 428 902 206 450 6.4% 1.04[0.92, 1.17] T
Richardson 41 50 23 50 5.1% 1.78 [1.29, 2.47] -
Tewari 770 1215 347 601 6.5% 1.10[1.01, 1.19] "
Vergote (AGO-OVAR16) 151 477 36 461 5.0% 4.05 [2.88, 5.70] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 526 675 282 336 6.6% 0.93[0.87, 0.99] h
Total (95% CI) 7561 5670 100.0% 1.27[1.09, 1.48] ’
Total events 3287 1826
Heterogeneity: Tau? = 0.09; Chi2 = 235.95, df = 20 (P < 0.00001); I2 = 92% f f f 1
0.01 0.1 1 10 100

Test for overall effect: Z = 3.03 (P = 0.002)

Favours [experimental]

Favours [control]



Figure S14: Anemia

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chekerov (TRIAS) 66 83 79 89 12.7% 0.90[0.79, 1.02] b
du Bois 2016 391 902 155 450 12.3% 1.26 [1.09, 1.46] .
Gore (MEOC/GOG 0241) 10 26 19 24 4.5% 0.49[0.29, 0.82] _'_
Ledermann (BIBF 1120) 0 43 0 40 Not estimable
Liu 7 44 8 46 1.8% 0.91[0.36, 2.31] - T
Marth (ENGOT-ov-6/TRINOVA-2) 11 113 15 108 2.7% 0.70 [0.34, 1.46] 1
Monk (TRINOVA-1) 50 461 94 452  8.0% 0.52[0.38, 0.72] -
Pignata (MITO 11) 25 37 22 36 7.4% 1.11[0.78, 1.56] I
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 134 201 137 200 12.6% 0.97 [0.85, 1.11] T
Pujade-Lauraine (AURELIA) 3 179 4 181 0.8% 0.76 [0.17, 3.34] - ]
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 342 902 136 450 11.9% 1.25[1.07, 1.48] u
Richardson 46 50 46 50 13.1% 1.00[0.89, 1.12] ¥
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 261 675 146 336 12.1% 0.89[0.76, 1.04] b
Total (95% CI) 3716 2462 100.0% 0.94[0.82, 1.07] ‘
Total events 1346 861
Heterogeneity: Tau? = 0.03; Chi2 = 46.67, df = 11 (P < 0.00001); I = 76% : : : :
Test for overall effect: Z = 0.97 (P = 0.33) oot 01 ) ! 10 100
Favours [experimental] Favours [control]
Figure S15: Leucopenia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chekerov (TRIAS) 72 83 70 89 16.3% 1.10[0.96, 1.26] o
du Bois 2016 201 902 95 450 13.3% 1.06 [0.85, 1.31] T
Gore (MEOC/GOG 0241) 10 26 10 24 3.6% 0.92[0.47, 1.82] T
Kim (East Asian Study AGO OVAR16) 60 179 22 174  6.7% 2.65[1.70, 4.12] -
Liu 7 44 5 46 1.6% 1.46 [0.50, 4.27] -1
Pignata (MITO 11) 24 37 10 36 46% 2.34[1.31, 4.16] -
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 91 201 82 200 13.0% 1.10[0.88, 1.38] ™
Pujade-Lauraine (AURELIA) 8 179 12 181 2.3% 0.67[0.28, 1.61] I
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 168 902 78 450 12.3% 1.07[0.84, 1.37] T
Richardson 45 50 35 50 13.8% 1.29[1.05, 1.58] ™
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 170 675 77 336 12.6% 1.10[0.87, 1.39] ™
Total (95% CI) 3278 2036 100.0% 1.21 [1.05, 1.39] ()
Total events 856 496
Heterogeneity: Tau2 = 0.03; Chi2 = 24.26, df = 10 (P = 0.007); 12 = 59% f f f 1
0.01 0.1 1 10 100

Test for overall effect: Z = 2.62 (P = 0.009)

Favours [experimental]

Favours [control]



Figure S16: Thrombocytopenia

Experimental

Control

Risk Ratio

Risk Ratio

Heterogeneity: Tau? = 0.04; Chi2z = 61.49, df = 13 (P < 0.00001); 12 = 79%

Test for overall effect: Z = 3.72 (P = 0.0002)

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Aghajanian (OCEANS) 143 247 119 233 9.0% 1.13[0.96, 1.34] i
Chekerov (TRIAS) 62 83 47 89  8.6% 1.41[1.12,1.79] -
du Bois 2014 80 471 9 466 5.4% 8.79 [4.47, 17.31] -
du Bois 2016 363 902 103 450 8.9% 1.76 [1.46, 2.12] -
Gore (MEOC/GOG 0241) 12 26 11 24 59% 1.01 [0.55, 1.84] -1
Kim (East Asian Study AGO OVAR16) 39 179 10 174 55% 3.79[1.95, 7.35] -
Ledermann (ICON6) 39 95 20 115 6.9% 2.36[1.48, 3.76] -
Liu 8 44 3 46 2.6% 2.79[0.79, 9.84] T
Oza (ICON 7) 26 745 15 753 57% 1.75[0.94, 3.28] —
Pignata (MITO 11) 5 37 3 36  2.3% 1.62[0.42, 6.29] -1
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 126 201 104 200  9.0% 1.21[1.02, 1.43] ™
Pujade-Lauraine (AURELIA) 3 179 4 181 2.0% 0.76 [0.17, 3.34] - 1
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 310 902 88 450 8.8% 1.76 [1.43, 2.16] -
Richardson 24 50 10 50 57% 2.40 [1.28, 4.48] -
Vergote (AGO-OVAR16) 80 477 9 461 5.4% 8.59 [4.36, 16.91] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 184 675 52 336 83% 1.76 [1.33, 2.33] -
Total (95% CI) 5313 4064 100.0% 1.98[1.56, 2.52] ‘
Total events 1504 607
Heterogeneity: Tau? = 0.16; Chi2 = 105.66, df = 15 (P < 0.00001); I2 = 86% f f f i
Test for overall effect: Z = 5.61 (P < 0.00001) oot 01 ) ! 10 100
Favours [experimental] Favours [control]
Figure S17: Nausea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 179 247 153 233  10.4% 1.10[0.98, 1.24] ™
Chekerov (TRIAS) 51 83 50 89  7.9% 1.09[0.85, 1.40] -
du Bois 2016 586 902 236 450 10.7% 1.24[1.12,1.37] -
Gotlieb 9 30 7 25 2.0% 1.07 [0.47, 2.46]
Herzog 33 123 26 123  47% 1.27[0.81, 1.99] -1
Karlan 58 105 17 55 5.0% 1.79[1.16, 2.75) - -
Kim (East Asian Study AGO OVARL16) 37 179 17 174  3.8% 2.12 [1.24, 3.61] -
Liu 34 44 32 46 8.0% 1.11[0.87,1.43] N B
Marth (ENGOT-ov-6/TRINOVA-2) 67 113 62 108 8.5% 1.03[0.83, 1.29] -
Pignata (MITO 11) 14 37 13 36 3.3% 1.05[0.58, 1.91] —
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 110 201 96 200 9.1% 1.14[0.94, 1.38] T
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 589 902 237 450 10.7% 1.24[1.12,1.37] -
Richardson 34 50 30 50 7.1% 1.13[0.84,1.52] I
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 408 675 88 336 9.1% 2.31[1.91, 2.79] -
Total (95% ClI) 3691 2375 100.0% 1.27 [1.12,1.45] ’
Total events 2209 1064

T T
0.5 0.7 1 15 2
Favours [experimental] Favours [control]



Figure S18: Vomiting

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chekerov (TRIAS) 33 83 36 89 8.9% 0.98[0.68, 1.42] I
du Bois 2016 406 902 126 450 14.4% 1.61[1.36, 1.90] -
Gotlieb 16 30 13 25  62% 1.03 [0.62, 1.70] I
Herzog 21 123 17 123 51% 1.24[0.69, 2.23] -
Karlan 28 105 9 55 4.1% 1.63[0.83, 3.21] T
Kim (East Asian Study AGO OVAR16) 13 179 7 174 2.6% 1.81[0.74, 4.42) -
Liu 9 44 8 46 2.8% 1.18[0.50, 2.77] -1
Marth (ENGOT-ov-6/TRINOVA-2) 51 113 36 108 9.6% 1.35[0.97, 1.89] ™
Pignata (MITO 11) 11 37 6 36 27% 1.78[0.74, 4.31] -1
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 44 201 42 200 8.7% 1.04[0.72, 1.52] -
Pujade-Lauraine (AURELIA) 2 179 9 181 1.0% 0.22[0.05,1.03] — |
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 406 902 126 450 14.4% 1.61[1.36, 1.90] -
Richardson 21 50 13 50 5.3% 1.62[0.91, 2.86] T
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 247 675 119 336 14.1% 1.03[0.87, 1.23] T
Total (95% CI) 3623 2323 100.0% 1.28[1.10, 1.51] 0
Total events 1308 567
Heterogeneity: Tau? = 0.04; Chi2 = 30.50, df = 13 (P = 0.004); I2 = 57% f f f f
Test for overall effect: Z = 3.11 (P = 0.002) 005 02 ) ! > 20
Favours [experimental] Favours [control]
Figure S19: Anorexia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
du Bois 2016 171 902 62 450 15.9% 1.38[1.05, 1.80] ™
Gotlieb 7 30 7 25 10.4% 0.83[0.34, 2.06] ]
Herzog 20 123 5 123 10.1% 4.00 [1.55, 10.32] -
Liu 13 44 4 46  9.3% 3.40[1.20, 9.63] -
Marth (ENGOT-ov-6/TRINOVA-2) 27 113 23 108 14.2% 1.12[0.69, 1.83] -
Pignata (MITO 11) 9 37 5 36 97% 1.75 [0.65, 4.72] 1T
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 21 201 9 200 11.8% 2.32[1.09, 4.94] -
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 9 902 0 450 2.4% 9.49[0.55, 162.67] 4
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 187 675 146 336 16.3% 0.64 [0.54, 0.76] L
Total (95% CI) 3027 1774 100.0% 1.54[0.96, 2.49] ‘
Total events 464 261
Heterogeneity: Tau? = 0.35; Chi2 = 55.02, df = 8 (P < 0.00001); I2 = 85% f f f 1
0.01 0.1 1 10 100

Test for overall effect: Z=1.79 (P = 0.07)

Favours [experimental] Favours [control]



Figure S20: Diarrhea

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 95 247 68 233 6.8% 1.32[1.02, 1.70] ™
Chekerov (TRIAS) 33 83 26 89 6.1% 1.36 [0.90, 2.07] I
du Bois 2014 253 471 80 466 6.9% 3.13[2.52, 3.88] -
du Bois 2016 699 902 116 450 7.1% 3.01[2.56, 3.53] -
Gore (MEOC/GOG 0241) 13 26 11 24 52% 1.09 [0.61, 1.95] -
Gotlieb 13 30 2 25  22% 5.42 [1.35, 21.77] -
Herzog 47 123 21 123  5.9% 2.24[1.43,3.51] -
Karlan 41 105 15 55 57% 1.43[0.87, 2.34] I
Kim (East Asian Study AGO OVAR16) 73 179 20 174 5.9% 3.55[2.27, 5.56] -
Ledermann (ICON6) 86 95 65 115 7.1% 1.60 [1.35, 1.90] -
Liu 41 44 1 46 1.3% 42.86 [6.16, 298.33] s —
Marth (ENGOT-ov-6/TRINOVA-2) 33 113 28 108  6.0% 1.13[0.73, 1.73] T
Pignata (MITO 11) 21 37 7 36 45% 2.92[1.42, 6.01] I
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 39 201 19 200 5.6% 2.04[1.22, 3.41] -
Pujade-Lauraine (AURELIA) 5 179 5 181 2.6% 1.01[0.30, 3.43] -1
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 703 902 117 450 7.1% 3.00 [2.56, 3.52] -
Vergote (AGO-OVAR16) 253 477 80 461 6.9% 3.06 [2.46, 3.79] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 256 675 121 336 7.1% 1.05[0.89, 1.25] T
Total (95% CI) 4889 3572 100.0% 2.05[1.60, 2.62] ‘
Total events 2704 802
Heterogeneity: Tauz = 0.22; Chi2 = 193.53, df = 17 (P < 0.00001); I12=91% : : : :

0.01 0.1 1 10 100
Test for overall effect: Z = 5.68 (P < 0.00001) Favours [experimental] Favours [control]
Figure S21: Constipation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Chekerov (TRIAS) 31 83 30 89 7.9% 1.11[0.74, 1.66] T
du Bois 2016 271 902 162 450 19.5% 0.83[0.71, 0.98] "'
Gore (MEOC/GOG 0241) 1 24 0 26 0.2% 3.24[0.14, 75.91]
Herzog 24 123 18 123 4.8% 1.33[0.76, 2.33] T
Karlan 34 105 9 55 3.6% 1.98[1.02, 3.82] —
Liu 8 44 2 46 0.8% 4.18[0.94, 18.62] T
Marth (ENGOT-ov-6/TRINOVA-2) 39 113 35 108 8.8% 1.06 [0.73, 1.55] -
Pignata (MITO 11) 11 37 12 36 35% 0.89 [0.45, 1.76] T
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 64 201 57 200 11.6% 1.12[0.83, 1.51] ™
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 260 902 158 450 19.3% 0.82[0.70, 0.97] bl
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 277 675 143 336 19.9% 0.96 [0.83, 1.12] *
Total (95% Cl) 3209 1919 100.0% 0.99 [0.87, 1.14] ¢
Total events 1020 626
Heterogeneity: Tau? = 0.02; Chi = 18.22, df = 10 (P = 0.05); 12 = 45% f f f 1

0.01 0.1 1 10 100

Test for overall effect: Z = 0.08 (P = 0.93)

Favours [experimental]

Favours [control]



Figure S22: Fatigue

Experimental

Control

Risk Ratio

Risk Ratio

Heterogeneity: Chi2 = 9.85, df = 11 (P = 0.54); 12 = 0%

Test for overall effect: Z = 2.66 (P = 0.008)

0.01

T
0.1 1 10

Favours [experimental]

Favours [control]

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 202 247 175 233 7.6% 1.09 [0.99, 1.20] —
Chekerov (TRIAS) 43 83 54 89 5.6% 0.85[0.65, 1.11] I
du Bois 2014 198 471 121 466 6.7% 1.62[1.34, 1.95] -
du Bois 2016 534 902 263 450 7.6% 1.01[0.92, 1.11] T
Gore (MEOC/GOG 0241) 19 26 20 24 5.3% 0.88 [0.65, 1.18] -
Gotlieb 14 30 14 25 3.1% 0.83[0.50, 1.40] - 1
Herzog 38 123 28 123 3.9% 1.36 [0.89, 2.06] -
Karlan 71 105 26 55 5.1% 1.43[1.05, 1.95] -
Kim (East Asian Study AGO OVAR16) 43 179 21 174  3.4% 1.99 [1.23, 3.21] s —
Ledermann (ICON6) 61 95 105 115  7.0% 0.70[0.60, 0.83] -
Liu 35 44 26 46 5.3% 1.41[1.05, 1.89] -
Marth (ENGOT-ov-6/TRINOVA-2) 60 113 48 108 5.6% 1.19[0.91, 1.57] T
Pignata (MITO 11) 27 37 17 36  4.1% 1.55 [1.04, 2.30] -
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 132 201 111 200 7.0% 1.18[1.01, 1.39] —
Pujade-Lauraine (AURELIA) 7 179 16 181 1.5% 0.44[0.19, 1.05] ¢
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 396 902 203 450 7.3% 0.97 [0.86, 1.10] T
Vergote (AGO-OVAR16) 198 477 121 461  6.7% 1.58[1.31, 1.91] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 333 675 145 336 7.1% 1.14[0.99, 1.32] T
Total (95% ClI) 4889 3572 100.0% 1.14[1.02, 1.28] ‘
Total events 2411 1514
Heterogeneity: Tau? = 0.04; Chi2 = 98.59, df = 17 (P < 0.00001); I2 = 83% 0?7 j 1?5 ;
Testfor overall effect: 2 = 2.21 (P = 0.03) Favours [experimental] Favours [control]
Figure S23: Dyspnea

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aghajanian (OCEANS) 74 247 56 233 17.0% 1.25[0.93, 1.68] -
Chekerov (TRIAS) 22 83 17 89  4.8% 1.39[0.79, 2.42] T
du Bois 2016 116 902 57 450 22.4% 1.02[0.76, 1.37] -
Gore (MEOC/GOG 0241) 3 26 3 24 0.9% 0.92[0.21, 4.14]
Gotlieb 13 30 7 25 2.3% 1.55[0.73, 3.28] T
Karlan 33 105 12 55 4.6% 1.44[0.81, 2.56] T
Liu 1 44 0 46 0.1% 3.13[0.13, 74.93]
Marth (ENGOT-ov-6/TRINOVA-2) 24 113 18 108 5.4% 1.27[0.73, 2.21] N
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 8 201 5 200 1.5% 1.59[0.53, 4.78] ]
Pujade-Lauraine (AURELIA) 3 179 8 181 2.3% 0.38[0.10, 1.41] - 1
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 117 902 58 450 22.8% 1.01[0.75, 1.35] -
Vergote (TRINOVA-3/ENGOT-ov2/GOG-3001) 125 675 40 336 15.7% 1.56 [1.12, 2.17] -
Total (95% CI) 3507 2197 100.0% 1.20[1.05, 1.37] l’
Total events 539 281

! 1 1 ]
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100



Figure S24: Alopecia

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chekerov (TRIAS) 46 83 47 89 4.2% 1.05 [0.80, 1.38] N
du Bois 2016 520 902 278 450 34.0% 0.93[0.85, 1.02] &
Gore (NEOC/GOG 0241) 14 26 12 24 11% 1.08 [0.63, 1.84] -
Herzog 13 123 6 123 06%  2.17[0.85 552] ’
Karlan 46 105 20 55 2.4% 1.20[0.80, 1.82] - -
Marth (ENGOT-ov-6/TRINOVA-2) 21 113 12 108 1.1% 1.67[0.87, 3.23]
Pignata (MITO 11) 7 37 7 36 0.7% 0.97 [0.38, 2.50]
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 519 902 278 450 34.0% 0.93[0.85, 1.02] &
Vergote (TRINOVA-3/ENGOT-0ov2/GOG-3001) 363 675 179 336 21.9% 1.01[0.89, 1.14] —
Total (95% CI) 2966 1671 100.0% 0.98[0.92, 1.03] .
Total events 1549 839
Heterogeneity: Chiz = 9.04, df =8 (P = 0.34); I2=11% : : : :
Test for overall effect: Z = 0.80 (P = 0.43) 05 (.)'7 ! L 2
Favours [experimental] Favours [control]
Figure S25: Rash

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Coleman (GOG0213) 295 330 278 327 23.0% 1.05[0.99, 1.12] .
du Bois 2016 173 902 86 450 19.8% 1.00 [0.80, 1.27] -
Gore (MEOC/GOG 0241) 7 26 6 24 6.0% 1.08 [0.42, 2.75] - T
Gotlieb 3 30 1 25 1.4% 2.50 [0.28, 22.56]
Herzog 62 123 17 123 135% 3.65 [2.27, 5.86] -
Marth (ENGOT-ov-6/TRINOVA-2) 2 113 2 108 1.8% 0.96 [0.14, 6.67]
Pignata (MITO 11) 0 37 0 36 Not estimable
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 96 902 50 450 17.4% 0.96 [0.69, 1.32] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 76 675 49 336 17.1% 0.77 [0.55, 1.08] 7
Total (95% Cl) 3138 1879 100.0% 1.16 [0.89, 1.52] ’
Total events 714 489
Heterogeneity: Tau2 = 0.08; Chi2 = 31.38, df = 7 (P < 0.0001); I12 = 78% : : : :
Test for overall effect: Z=1.10 (P = 0.27) 002 01 ) ! 10 %0

Favours [experimental] Favours [control]
Figure S26: Hypomagnesaemia

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
du Bois 2016 93 902 25 450 28.4% 1.86[1.21, 2.84] i
Gore (MEOC/GOG 0241) 3 26 1 24 2.4% 2.77[0.31, 24.85]
Marth (ENGOT-ov-6/TRINOVA-2) 11 113 3 108 6.7% 3.50[1.00, 12.22] -
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 93 902 25 450 28.4% 1.86 [1.21, 2.84] &
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 97 675 44 336 34.1% 1.10[0.79, 1.53] -+
Total (95% CI) 2618 1368 100.0% 1.63[1.15, 2.32] ‘
Total events 297 98

Heterogeneity: Tau? = 0.06; Chi2 = 7.47, df = 4 (P = 0.11); 12 = 46%

Test for overall effect: Z = 2.76 (P = 0.006)

T
0.05

Favours [experimental]

T
0.2

1 5 20
Favours [control]



Figure S27: Hypokalemia

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Chekerov (TRIAS) 6 83 2 89 14%  3.22[0.67, 15.49] »
du Bois 2016 99 902 26 450 24.3% 1.90[1.25, 2.88] -
Karlan 19 105 3 55 2.8%  3.32[1.03,10.72]
Marth (ENGOT-ov-6/TRINOVA-2) 24 113 11 108  7.9% 2.09 [1.07, 4.05] -
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 91 902 26 450 24.3% 1.75 [1.15, 2.66] —
Vergote (TRINOVA-3/ENGOT-ov2/GOG-3001) 146 675 42 336 39.3% 1.73[1.26, 2.38] ——
Total (95% CI) 2780 1488 100.0% 1.87[1.53, 2.28] ‘
Total events 385 110
Heterogeneity: Chi2 = 1.81, df =5 (P = 0.87); 12 = 0% I I I I I I
0.1 0.2 0.5 1 2 5 10
Test for overall effect: Z = 6.09 (P < 0.00001) Favours [experimental] Favours [control]
Figure S28: Pain
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Chekerov (TRIAS) 62 83 59 89 23.1% 1.13[0.93, 1.37] T
Coleman (GOG0213) 272 330 241 327 29.7% 1.12[1.03, 1.21] &
du Bois 2016 139 902 94 450 20.5% 0.74[0.58, 0.93] -
Gore (MEOC/GOG 0241) 15 26 15 24 10.5% 0.92 [0.59, 1.45] - T
Pignata (MITO 11) 10 37 6 36 35% 1.62 [0.66, 4.00]
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 72 675 33 336 12.7% 1.09[0.73, 1.61] B L
Total (95% ClI) 2053 1262 100.0% 1.02 [0.85, 1.22] ‘
Total events 570 448
Heterogeneity: Tau? = 0.03; Chi2 = 14.51, df =5 (P = 0.01); I2 = 66% : : : :
Test for overall effect: Z = 0.19 (P = 0.85) 05 ) 07 1 15 2
Favours [experimental] Favours [control]
Figure S29: Headache
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 120 247 70 233 12.2% 1.62[1.28, 2.04] -
du Bois 2014 136 471 70 466 11.6% 1.92[1.48, 2.49] -
du Bois 2016 140 902 54 450 10.9% 1.29[0.97, 1.73] ™
Gore (MEOC/GOG 0241) 9 26 7 24 3.7% 1.19 [0.52, 2.69] N
Gotlieb 7 30 1 25 0.7% 5.83[0.77, 44.28] ’
Herzog 28 123 19 123 6.6% 1.47[0.87, 2.49] T
Karlan 28 105 7 55  41% 2.10[0.98, 4.49] T
Kim (East Asian Study AGO OVAR16) 34 179 17 174 6.4% 1.94[1.13, 3.35] -
Liu 20 44 4 46 2.7% 5.23[1.94, 14.08] -
Marth (ENGOT-ov-6/TRINOVA-2) 15 113 16 108 5.1% 0.90[0.47,1.72] - 1T
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 26 201 4 200 2.5% 6.47 [2.30, 18.19] -
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 143 902 53 450 10.9% 1.35[1.00, 1.81] "
Vergote (AGO-OVARL16) 136 477 70 461 11.6% 1.88[1.45, 2.43] -
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 125 675 55 336 11.0% 1.13[0.85, 1.51] ™
Total (95% Cl) 4495 3151 100.0% 1.63[1.36, 1.95] ¢
Total events 967 447
Heterogeneity: Tau? = 0.05; Chi2 = 30.98, df = 13 (P = 0.003); 12 = 58% : : : : : :
01 0.2 0.5 1 2 5 10

Test for overall effect: Z = 5.30 (P < 0.00001)

Favours [experimental]

Favours [control]



Figure S30: Abdominal pain

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chekerov (TRIAS) 30 83 31 89 3.9% 1.04 [0.69, 1.55] '_
du Bois 2014 169 471 142 466 18.4% 1.18[0.98, 1.41] Bl
Gotlieb 7 30 5 25 0.7% 1.17[0.42, 3.23]
Herzog 22 123 21 123 2.7% 1.05[0.61, 1.80] -1
Karlan 34 105 18 55  3.0% 0.99 [0.62, 1.58] -1
Kim (East Asian Study AGO OVAR16) 22 179 20 174 2.6% 1.07 [0.61, 1.89]
Liu 9 44 3 46  0.4%  3.14[0.91, 10.83] »
Marth (ENGOT-ov-6/TRINOVA-2) 35 113 41 108 5.4% 0.82[0.57, 1.18] - 1
Pignata (MITO16B-MaNGO OV2B-ENGOT OV17) 23 201 16 200 21% 1.43[0.78, 2.63] -1
Pujade-Lauraine (AURELIA) 5 179 10 181 1.3% 0.51[0.18, 1.45]
Ray-Coquard (GCIG/ENGOT/AGO-OVAR 12) 301 902 116 450 20.0% 1.29[1.08, 1.55] =
Vergote (AGO-OVAR16) 169 477 142 461 18.6% 1.15[0.96, 1.38] ™
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 241 675 121 336 20.9% 0.99[0.83, 1.18] -
Total (95% CI) 3582 2714 100.0% 1.12[1.04, 1.22] ‘
Total events 1067 686
Heterogeneity: Chiz = 13.53, df = 12 (P = 0.33); 12=11% : : : :
0.2 0.5 1 2 5
Test for overall effect: 2 = 2.82 (P = 0.005) Favours [experimental] Favours [control]
Figure S31: Back pain

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aghajanian (OCEANS) 51 247 31 233 19.5% 1.55[1.03, 2.34] -
Herzog 10 123 16 123 10.6% 0.63[0.30, 1.32] "
Karlan 25 105 10 55 12.5% 1.31[0.68, 2.53] - 1 -
Marth (ENGOT-ov-6/TRINOVA-2) 11 113 18 108 11.5% 0.58[0.29, 1.18] L
Ray-Coquard (GCIG/IENGOT/AGO-OVAR 12) 84 902 55 450 22.6% 0.76 [0.55, 1.05] —
Vergote (TRINOVA-3/ENGOT-0v2/GOG-3001) 92 675 60 336 23.4% 0.76 [0.57, 1.03] —
Total (95% Cl) 2165 1305 100.0% 0.89 [0.66, 1.20] ‘
Total events 273 190

Heterogeneity: Tau? = 0.08; Chi2 = 12.56, df = 5 (P = 0.03); I2 = 60%

Test for overall effect: Z = 0.76 (P = 0.45)

T T T T
05 0.7 1 15 2

Favours [experimental] Favours [control]



