~
Search of databases at 17 May 2022
(Web of Science, PubMed, and
Embase)

l

Total records retrieved with
systematic search-49 records

l

Remaining records after duplication
removal-19 records

l

L Further exclusions due to studies in

~

patients without cancer- 4 records
Absent relevant data- 1 record

l

14 remaining records after exclusions
1 additional record identified from

the citations of included articles

l

Total of 15 studies included

Supplementary Figure S1. PRISMA flow diagram

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.1.1 All Cohort
Fucd 2020 0.6981 01261 14.0% 201 [1.587, 2.57] 2020 T
Efil 2021 0.8862 0.2276  B8.4% 2.43[1.85,3.79] 2021 P
Guven 2021 0.823 0241 7.8% 1.69[1.05, 2.71] 2021 o
Ligario 2021 2.2492 0.6427 1.7% 9.48 [2.69, 33.41] 2021
Sahin 2021 0.4943 0226 84% 1.64 [1.05, 2.58] 2021 M
Zeng 201 0.8582 0.3587 4.5% 2.36[1.17,4.76] 2021 e,
Corti 2021 1.0886 0.3571 4.8% 3.00[1.449, 6.04] 2021 e ¢
Fucd 2021 0.7227 02349  81% 2.061[1.30,3.26] 2021 v
Sato 2022 0.9103 0.2402 7.8% 2.49[1.85, 3.98] 2022 o
Gamhichler 2022 0.2294 04585 3.0% 1.26 [0.51, 3.09] 2022 B -
Lin 2022 0.5423 0236 8.0% 1.72[1.08,2.73] 2022 e
Baba 2022 0.3148 01505 12.4% 1.37[1.02,1.84] 2022 B
Perez-Martelo 2022 0.5988 0.2342 81% 1.82[1.15,2.88] 2022 T
Chen 2022 1.5476 04359  3.3%  4.70([2.00,11.04] 2022
Subtotal (95% CI) 100.0% 2.01 [1.70, 2.38] +
Heterogeneity: Tau®=0.04; Chi®= 21.63, df= 13 {F = 0.06); F= 40%
Testfor overall effect: Z= 8.08 (P = 0.00001)
Total {95% CI) 100.0% 2.01[1.70, 2.38] +
Heterogeneity: Tau®=0.04; Chi®= 21.63, df= 13 {FP = 0.06); F= 40% 'D.D1 Df1 1'0 1DD'

Testfor overall effect: Z= 8.08 (P = 0.00001)

] Low PIV High PIV
Testfor suboroup differences: Mot applicable

Supplementary Figure S2. Overall survival with a fixed-effect meta-analysis after the
exclusion of study by Susok et al.



Hazard Ratio
IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI

Study or Subgroup  log[Hazard Ratio] SE Weight
8.2.1 All Cohort

Gamhichler 2022 1.3863 0.4366 1.8%
Ligorio 2021 1075 03768 24%
Zeny 2021 07687 03073  37%
Corti 2021 0.6471 0.3004 3.8%
Chen 2022 1.0647 0.2462 57%
Sato 2022 05289 02226 7.0%
Fucd 2021 0.4447 0.2218 T.0%
Guven 2021 02964 0.2188 7.2%
Efil 2021 0.8246 0.2111  78%
Perez-tlartelo 2022 0.4447 0.202 8.5%
Sahin 2021 03711 01738 11.5%
Fuca 2020 0.5068 01017 335%
Subtotal (95% CI) 100.0%

Heterogeneity, Chi*=15.27 df=11 (P =017); F=28%
Testfor overall effect: Z= 9.67 (P = 0.00001)

Total (95% CI) 100.0%
Heterogeneity Chif= 15.27, df=11 (P= 0.17); F= 28%
Test for overall effect: Z= 9.67 (P = 0.00001)

Testfor subaroup differences: Mot applicable

4.00[1.70,9.41]
293 [1.40,6.13]
216 [1.18, 3.94]
1.91 [1.08, 3.44]
2.80[1.78, 4.70]
1.70[1.10, 2.63]
186 [1.01, 2.41]
1.35 [0.88, 2.07]
228 [1.51, 3.45]
1,86 [1.08,2.32]
1.45[1.03, 2.04]
1,66 [1.36, 2.03]
1.77 [1.57,1.98]

1.77 [1.57, 1.98]
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Supplementary Figure S3. Progression-free survival with a fixed-effect meta-analysis after

the exclusion of study by Susok et

Hazard Ratio

A _study or Subgroup _log[Hazard Ratio] __SE_Weight_IV, Random, 95% CI

al.

Hazard Ratio
IV, Random, 95% CI

Hazard Ratio

Study or Subgroup _log[Hazard Ratio] ___SE_Weight IV, Random. 95% CI

Hazard Ratio
IV, Random, 95% CI

1.4.1 Immunotherapy Monotherapy

Fuca 2021 13244 02924 252%
Guven 2021 05247 02428 29.0%  169[1.05272
Subtotal (95% C1) 543%  248[1.13,542]
Heterogeneity: Tau® = 0.25; Chi*= 4.43, df=1 (P = 0.04); F=77%

Testfor overall effect Z= 2.27 (P = 0.02)

3.76(212,6567)

1.4.2 Oral Targeted Therapy

Chen 2022 15476 04359 167%  4.70(200,11.04]
Fuca 2021 12119 02422 291%  336(2.09,540]
Subtotal (95% C) 457%  3.64[240,551]

Heterogeneity: Tau? = 0.00; Chi*= 0.45, df=1 (P = 0.50); F= 0%
Test for overall effect Z= 6.10 (P < 0.00001)

Total (95% C1) 100.0%  2.99[1.92,4.67
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6.4.4 Immunotherapy Monotherapy

Fuca 2021 09858 02794 225% 268(1.55,4.63
Guven 2021 02964 02188 269%  135(0.88,2.07)
Subtotal (95% CI) 1.86 [0.95, 3.65]
Heterogeneity. Taw*= 0.17; Chi*= 3.77, df= 1 (P = 0.05); F = 74%

Test for overall effect: Z= 1.80 (P = 0.07)

6.4.5 Oral Targeted Therapy

Chen 2022 10647 02462 248%
Fuca 2021 10784 02336 258%
Subtotal (95% C1) 50.6%
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.97); F= 0%
Testfor overall effect Z= 6.33 (P < 0.00001)

2.90(1.79,4.70]
2.94[1.86, 4.65]
292[2.10,4.07

Total (95% CI) 100.0%  232[1.56,3.46]

Heterogeneity: Tau= 0.12; Chi* = 7.31, df= 3 (P = 0.06); F= 59%
Testfor overall effect Z= 4.84 (P < 0.00001)
Testfor subaroup differences: Chi*= 0.72, df= 1 (P = 0.40). F= 0%

Supplementary Figure S4. Subgroup analyses according to treatment type in OS (a) and
DFS/PFES (b). Lines(0) indicate 95% Cls. Diamond(#) indicates the pooled effect size.
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Tau*= 0.10; Chi*=8.29, df= 3 (P = 0.04); F= 64%
Testfor overall effect Z= 4.17 (P < 0.0001)
Testfor subaroup differences: Chi*=1.39, df=1 (P = 0.24), F= 28.2%
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