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SUPPLEMENTARY MATERIAL

Supplementary Table 1. Terms for the electronic databases search.

Search date | Search string

31 July 2021 | ("PARP inhibitor" OR "PARP inhibitors" OR olaparib OR niraparib OR veliparib
- PubMed OR rucaparib OR cediranib) AND ("ovarian cancer" OR "ovarian carcinoma"
OR ovar¥*)

Filters: English
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Supplementary Table 2. PICOS structure for the study selection.

Population >65 years-old advanced ovarian cancer patients

Intervention PARP-inhibitors (monotherapy, plus chemotherapy or bevacizumab)

Control Non-PARP inhibitors (placebo alone, plus chemotherapy or bevacizumab)

Outcome HR and 95% CI for progression-free survival, RR for adverse events with
information on patients’ age (<65 vs. >65)

Studies Randomized clinical trials

CI: confidence interval; HR: hazard ratio; PARP: Poly(ADP-ribose) polymerase-1; RR: risk ratio
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Supplementary Figure 1. Risk of Bias (ROB-2) analysis of the included studies.
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Supplementary Figure 2. Subgroup analysis: Forest plot of HRs in subgroup analysis
stratified by type of therapy for progression-free survival in older and younger patients —
Monotherapy

PARPi PBO Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 0ld
ARIEL3 -0.844 0.387 138 72 4.1% 0.43 [0.20, 0.92]
NORA -0.431 0.412 25 12 3.7% 0.65 [0.29, 1.46) —
NOVA -1.05 0.28 132 63 6.6% 0.35 [0.20, 0.61) S——
PRIMA -0.635 0.17 190 929 11.2% 0.53 [0.38, 0.74) —
SOLO1 -0.799 0.365 35 19 4.5% 0.45 [0.22, 0.92) —
S0LO2 -0.844 0,31 40 22 5.7% 0.43[0.23, 0.79] .
Subtotal (95% CI) 560 287 36.0% 0.47 [0.38, 0.59] <o
Heterogeneity: Tau® = 0.00; Chi® = 2.37, df = 5 (P = 0.80); I* = 0%
Test for overall effect: Z = 6.61 (P < 0.00001)
1.4.2 Young
ARIEL3 -1.109 0.138 237 117 13.0% 0.33 [0.25, 0.43) —_—
NORA -1.204 0.189 152 76 10.2% 0.30[0.21, 0.43) = N
NOVA -0.942 0.344 240 118 5.0% 0.39 [0.20, 0.77) ——
PRIMA -0.494 0.139 297 147 13.0% 0.61 [0.46, 0.80] Sl
S0LO1 -1.109 0.16 225 112 11.7% 0.33 [0.24, 0.45] —E
S0LO2 -1.171 0.171 156 77  11.1% 0.31[0.22, 0.43) ———
Subtotal (95% CI) 1307 647 64.0% 0.37 [0.29, 0.47] g
Heterogeneity: Tau® = 0.07; Chi® = 16.41, df = 5 (P = 0.006); I* = 70%
Test for overall effect: Z = 7.75 (P < 0.00001)
Total (95% CI) 1867 934 100.0% 0.40 [0.34, 0.48] L 3

e v y - 7= = P = , + + + + 1
Heterogeneity: Tau® = 0.04; Chi* = 21.72, df = 11 (P = 0,03); I’ = 49% o1 02 G 3 1o

Test for overall effect: Z = 10.27 (P < 0.00001)
Test for subgroup differences: Chi* = 2,14, df = 1 (P = 0.14), I’ = §3.2%

Favours PARPi Favours PBO
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Supplementary Figure 3. Subgroup analysis: Forest plot of HRs in subgroup analysis
stratified by type of therapy for progression-free survival in older and younger patients —

Combination
PARPi PBO Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Old
PAOLA-1 -0.598 0.154 205 87 19.0% 0.55 [0.41, 0.74)] —
VELIA -0.261 0.156 154 142 18.5%  0.77 [0.57, 1.05] ——
Subtotal (95% CI) 359 229 37.5% 0.65 [0.47, 0.90] <
Heterogeneity: Tau® = 0.03; Chi* = 2.36,df = 1 (P = 0.12); I* = 58%
Test for overall effect: 2 = 2.55 (P = 0.01)
1.5.2 Young
PAOLA-1 -0.494 0.115 332 182 34.1% 0.61 [0.49, 0.76] -
VELIA -0.431 0.126 228 233 28.4% 0.65 [0.51, 0.83] -
Subtotal (95% Cl) 560 415 62.5% 0.63 [0.53, 0.74] ’
Heterogeneity: Tau® = 0.00; Chi’ = 0.14,df = 1 (P = 0.71); ¥ = 0%
Test for overall effect: Z = 5.48 (P < 0.00001)
Total (95% CI) 919 644 100.0% 0.64 [0.56, 0.73] L 2

i 2 “, 12 T b 4 } - 4 i
Heterogeneity: Tau® = 0.00; Chi* = 2.56, df = 3 (P = 0.46); I = 0% b1 o2 o5 3 : o

Test for overall effect: Z = 6.74 (P < 0.00001)

Favours PARPi Favours PBO
Test for subgroup differences: Chi’ = 0,03, df = 1 (P = 0.85), I = 0%

Maiorano BA, et al. Int J Gynecol Cancer 2022;0:1-9. doi: 10.1136/ijgc-2022-003614



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Int J Gynecol Cancer

Supplementary Figure 4. Subgroup analysis: Forest plot of HRs in subgroup analysis
stratified by disease setting for progression-free survival in older vs. younger — Primary
advanced ovarian cancer

PARPi PBO Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Old
PAOLA-1 -0.598 0.154 205 87 13.0% 0.55 [0.41, 0.74] —_—
PRIMA -0.635 0.17 190 99 12.0% 0.53 [0.38, 0.74] e
S0OLO1 -0.799 0.365 35 19 4.6% 0.45 [0.22, 0.92)]
VELIA -0.261 0.156 154 142 12.9% 0.77 [0.57, 1.05] —
Subtotal (95% CI) 584 347 425% 0.60 [0.48, 0.74] L

Heterogeneity: Tau? = 0.01; Chi® = 4,04, df = 3 (P = 0.26); I’ = 26%
Test for overall effect: Z = 4.83 (P < 0.00001)

1.2.2 Young

PAOLA-1 -0.494 0.115 332 182 15.8% 0.61 [0.49, 0.76) -
PRIMA -0.494 0,139 297 147 14.1% 0.61 [0.46, 0.80] -
50L01 -1,109 0,16 225 112 12.6% 0.33 [0.24, 0.45) —
VELIA -0.431 0.126 228 233 15.0% 0.65 [0.51, 0.83) —
Subtotal (95% CI) 1082 674 57.5% 0.54 [0.41, 0.71] B 8

Heterogeneity: Tau’ = 0.06; Chi* = 13.27, df = 3 (P = 0.004); I’ = 77%
Test for overall effect: Z = 4.40 (P < 0.0001)

Total (95% CI) 1666 1021 100.0% 0.56 [0.47, 0.67] -
Heterogeneity: Tau® = 0.04; Chi* = 17.73, df = 7 (P = 0.01); I’ = 61% k + t + + |
Test for overall effect: Z = 6.57 (P < 0.00001) Ol 02 Favou?s'iARPl Favoufs PEO s L
Test for subgroup differences: Chi® = 0,33, df = 1 (P = 0.57), I' = 0%
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Supplementary Figure 5. Subgroup analysis: Forest plot of HRs in subgroup analysis
stratified by disease setting for progression-free survival in older vs. younger -
platinum-sensitive recurrent ovarian cancer

PARPi PBO Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Old
ARIEL3 -0.844 0.387 138 72 3.5% 0.43 [0.20, 0.92]
NORA -0.431 0.412 25 12 3.1% 0.65 [0.29, 1.46] —_— 1
NOVA -1.05 028 132 63 6.7% 0.35 [0.20, 0.61] —_—
50L02 -0.844 0.156 154 142 21.7% 0.43 [0.32, 0.58] -
Subtotal (95% CI) 449 289 35.0% 0.43 [0.34, 0.55] -

Heterogeneity: Tau’ = 0.00; Chi* = 1.55, df = 3 (P = 0.67); I’ = 0%
Test for overall effect: Z = 6.90 (P < 0.00001)

1.3.2 Young

ARIEL3 -1.109 0.138 237 117 27.7% 0.33 [0.25, 0.43] -
NORA -1.204 0.189 152 76 14.8% 0.30 [0.21, 0.43] T
NOVA -0.942 0.344 240 118 4.5% 0.39 [0.20, 0.77] —
S0L02 -1.171 0.171 156 77 18.0% 0.31[0.22, 0.43] —
Subtotal (95% CI) 785 3B8 65.0% 0.32 [0.27, 0.38] £

Heterogeneity: Tau® = 0.00; Chi* = 0.53,df = 3 (P = 0.91), I = 0%
Test for overall effect: Z = 12.61 (P < 0.00001)

Total (95% CI) 1234 677 100.0% 0.36 [0.31, 0.41] L 3

froun g " 2= = o T . 5 + t + 5 J
Heterogeneity: Tau® = 0.00; Chi* = 5.69,df = 7 (P = 0.58); I’ = 0% b1 02 o's 3 t 10
Test for overall effect: Z = 14.25 (P < 0.00001) Favours PARPi Favours PBO

Test for subgroup differences: Chi’ = 3.61,df = 1 (P = 0.06), I’ = 72.3%
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Supplementary Figure 6. Sensitivity analysis for progression-free survival.

PARPI  PBO Hazard ratio Hazard ratio PARPI ard ratio Hazard ratio

Study or Subgroup log[HR]  SE  Total  Total Weight IV, Random, 95% CI IV, Random, 95°% CI Study or Subgroup logHR]  SE  Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

1110l 1110l

% ARIELS 084 0387 18 72 00%  043(020,092) v ARIELY 0844 0387 138 72 36%  043(020,092) S

v NORA 0431 0412 25 12 34%  065[029,146) —_— %NORA 0431 0412 25 12 00%  065(029,146]
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Subtotal (95% CI) 781 44 432%  055(045,0.67) * Subtotal (95% CI) 84 504 428%  053(044,0.65) *

Heterogenety: Tau? = 0.02; Chi* =8.33, df =6 (P = 0.22). F = 28% Heterogeneity: Tau? = 0.02; Chi* = 8.6, df =6 (P = 0.19). P = 31%

Tstfor overall efect: Z = 5.94 (P < 0.00001) Test for overall effect: Z = 6.09 (P < 0.00001)

1.1.2 Young 142 Young
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Heterogenety: Tau? = 0.10; Chi* = 31.60, df = 6 (P < 0.0001), F = 81% Heterogeneily: Tau* = 0.10; Chi* = 32.80,df = 6 (P < 0.0001) I = 82%

Testfor overall effect: Z = 5.84 (P < 0.00001) Testfor overall effect: 2 = 5.93 (P < 0.00001)

Total (95% CI) 2411 1389 1000%  048[040,0.58] * Total (95% CI) 2600 1490 1000%  048(040,0.57) *

Heterogeneity: Tau? = 0.07; Chi* = 42.02, df = 13 (P < 0.0001); I = 69% Heterogenelty: Tau? = 0.07; Chi = 43,82, df = 13 (P < 0.0001); ¥ = 70%

Test for overal effect: Z = 8.04 (P < 0.00001) o0z To  Testforoveralleffect: Z = 8.24 (P < 0.00001) 070z 05 1 1o
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Testfor overall effect: Z = 6.12 (P < 0,00001) Test for overall effect: Z = 6.43 (P < 0.00001)

Total (95% CI) 2414 1397 100.0%  048(040,0.57) * Total (95% Cl) 2249 1309 100.0%  045[0.37,0.54) *

Heterogenelty: Tau? = 0.08; Chi* = 49,33, df = 13 (P < 0.00001); F = 74%
Test for overall effect: Z = 7.90 (P < 0.00001)
Test for subgroup differences: Chi* = 3.47, df =1 (P =0.06), I =71.1%
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Z 5 10
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Heterogeneity: Tau* = 0.09; Chit = 45.78, df = 13 (P < 0.0001); I = 72%
Test for overall effect: Z = 7.93 (P < 0.00001)
Test for subgroup diferences: Chi'= 224, df =1 (P =0.13), 1= 554%
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