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Table S1: Search strategies.

Database

Search Strategy

PubMed

Scopus

CecqeeCeeCe(rapillary renal cell carcinoma"[MeSH Terms]) OR ('Papil-
lary renal cell carcinoma'[Title/Abstract])) OR ("Papillary renal cell carcinoma,
multiple"[Title/Abstract])) OR ("Papillary renal cell carcinoma, familial"[Title/Ab-
stract])) OR ("Papillary renal carcinoma, malignant"[Title/Abstract])) OR ("Papil-
lary renal cell carcinoma, bilateral'[Title/Abstract])) OR ("Carcinoma, Renal
Cell"[MeSH Terms])) OR ("Carcinoma, Renal Cell"[Title/Abstract])) OR ("Carcino-
mas, Renal Cell"[Title/Abstract])) OR ("Renal Cell Carcinomas"[Title/Abstract]))
OR ('Renal Carcinomas"[Title/Abstract])) OR ("Kidney Neoplasms"'[MeSH
Terms])) OR ("Kidney Neoplasms"[Title/Abstract])) OR ("Kidney Neoplasm"[Ti-
tle/Abstract])) OR ("Neoplasm, Kidney"[Title/Abstract])) OR ("Renal Neo-
plasms"[Title/Abstract])) OR ("Neoplasm, Renal'[Title/Abstract])) OR ("Neo-
plasms, Renal"[Title/Abstract])) OR ("Renal Neoplasm"[Title/Abstract])) OR ("Ne-
oplasms, Kidney"[Title/Abstract])) OR ("Cancer of Kidney"[Title/Abstract])) OR
("Kidney Cancers"[Title/Abstract])) OR ("Renal Cancer"[Title/Abstract])) OR
("Cancer, Renal"[Title/Abstract])) OR ("Cancers, Renal"[Title/Abstract])) OR ("Re-
nal Cancers"[Title/Abstract])) OR ("Cancer of the Kidney"[Title/Abstract])) OR
("Kidney Cancer"[Title/Abstract])) OR ("Cancer, Kidney"[Title/bstract])) OR
("Cancers, Kidney"[Title/Abstract])) AND  (((((C((CC((CC(((((("e-MET  inhibitor"[Ti-
tle/Abstract])) OR (("c-MET inhibitors"[Title/Abstract]))) OR (("MET inhibitor"[Ti-
tle/Abstract]))) OR (("MET inhibitors"[Title/Abstract]))) OR (("Cabozantinib"[Ti-
tle/Abstract]))) OR (("Crizotinib"[Title/Abstract]))) OR (("Crizotinib")[MeSH
Terms])) OR (("Cabozantinib")[MeSH Terms]))) OR (("Tivantinib"[Title/Ab-
stract]))) OR (("Foretinib"[Title/Abstract]))) OR (("Savolitinib"[Title/Abstract])))
OR (("AMG-208")[MeSH Terms])) OR (("AMG-208"[Title/Abstract]))) OR (("PF-
04217903"[Title/Abstract]))) OR (("BMS777607"[Title/Abstract]))) OR (("NVP-
BVU972"[Title/Abstract]))) OR (("PHA-665752"[Title/Abstract]) OR ("MET-di-
rected agents" [Title/Abstract]))

(("Papillary renal cell carcinoma") OR TITLE-ABS-KEY("Papillary renal cell carci-
noma") OR TITLE-ABS-KEY("Papillary renal cell carcinoma, multiple") OR TITLE-
ABS-KEY('Papillary renal cell carcinoma, familial") OR TITLE-ABS-KEY("Papil-
lary renal cell carcinoma, malignant") OR TITLE-ABS-KEY("Papillary renal cell
carcinoma, bilateral’) OR MESH("Carcinoma, Renal Cell") OR TITLE-ABS-
KEY("Carcinoma, Renal Cell") OR TITLE-ABS-KEY("Carcinomas, Renal Cell") OR
TITLE-ABS-KEY("Renal Cell Carcinomas") OR TITLE-ABS-KEY("Renal Carcino-
mas") OR MESH("'Kidney Neoplasms") OR TITLE-ABS-KEY("Kidney Neo-
plasms") OR TITLE-ABS-KEY("Kidney Neoplasm") OR TITLE-ABS-KEY("Neo-
plasm, Kidney") OR TITLE-ABS-KEY("Renal Neoplasms") OR TITLE-ABS-
KEY("Neoplasm, Renal") OR TITLE-ABS-KEY("Neoplasms, Renal") OR TITLE-
ABS-KEY("Renal Neoplasm'") OR TITLE-ABS-KEY("Neoplasms, Kidney") OR TI-
TLE-ABS-KEY("Cancer of Kidney") OR TITLE-ABS-KEY("Kidney Cancers") OR
TITLE-ABS-KEY("Renal Cancer") OR TITLE-ABS-KEY("Cancer, Renal") OR TI-
TLE-ABS-KEY("Cancers, Renal") OR TITLE-ABS-KEY("Renal Cancers") OR TI-
TLE-ABS-KEY("Cancer of the Kidney") OR TITLE-ABS-KEY("Kidney Cancer") OR



TITLE-ABS-KEY("Cancer, Kidney") OR TITLE-ABS-KEY("Cancers, Kidney")))
AND ((TITLE-ABS-KEY("c-MET inhibitor") OR TITLE-ABS-KEY("c-MET inhibi-
tors") OR TITLE-ABS-KEY("MET inhibitor") OR TITLE-ABS-KEY("MET inhibi-
tors") OR TITLE-ABS-KEY("Cabozantinib") OR TITLE-ABS-KEY("Crizotinib") OR
TITLE-ABS-KEY("AMG-208") OR TITLE-ABS-KEY("PF-04217903") OR TITLE-
ABS-KEY("BMS777607") OR TITLE-ABS-KEY("NVP-BVU972") OR TITLE-ABS-
KEY("PHA-665752") OR TITLE-ABS-KEY("MET-directed agents")))

The Cochrane Li- ("Papillary renal cell carcinoma"):tiabkw OR ("Papillary renal cell carci-

brary noma"):ti,ab,kw OR ("Papillary renal cell carcinoma, multiple"):ti,ab,kw OR ('Pa-
pillary renal cell carcinoma, familial"):ti,ab,kw OR ("Papillary renal cell carcinoma,
malignant"):ti,ab,kw OR ("Papillary renal cell carcinoma, bilateral"):ti,ab,kw OR
("Carcinoma, Renal Cell"):ti,abkw OR ("Carcinoma, Renal Cell"):ti,abkw OR
("Carcinomas, Renal Cell"):ti,abkw OR ("Renal Cell Carcinomas"):ti,ab,kw OR
("Renal Carcinomas"):ti,ab,kw OR ("Kidney Neoplasms"):ti,ab,kw OR ("Kidney
Neoplasms"):ti,abkw OR ("Kidney Neoplasm"):ti,abkw OR ("Neoplasm, Kid-
ney"):ti,ab,kw OR ("Renal Neoplasms"):ti,ab,kw OR ("Neoplasm, Renal"):ti,ab,kw
OR ("Neoplasms, Renal"):ti,abkw OR ("Renal Neoplasm"):ti,abkw OR ("Neo-
plasms, Kidney"):ti,abkw OR ("Cancer of Kidney"):ti,abkw OR ("Kidney Can-
cers"):ti,ab,kw OR ("Renal Cancer"):ti,abkw OR ("Cancer, Renal"):ti,abkw OR
("Cancers, Renal"):ti,ab,kw OR ("Renal Cancers"):ti,ab,kw OR ("Cancer of the Kid-
ney"):ti,ab,kw OR ("Kidney Cancer"):ti,ab,kw OR ("Cancer, Kidney"):ti,ab,kw OR
("Cancers, Kidney"):ti,ab,kw) AND ("c-MET inhibitor"):ti,ab,kw OR ("c-MET in-
hibitors"):ti,ab,kw OR ("MET inhibitor"):ti,ab,kw OR ("MET inhibitors"):ti,ab,kw
OR ("Cabozantinib"):ti,ab,kw OR ("Crizotinib"):ti,ab,kw OR ("AMG-208"):ti,ab,kw
OR  ("PF-04217903"):ti,abkw OR ("BMS777607"):ti,abkw OR ("NVP-
BVU972"):ti,abkw  OR  ("PHA-665752"):ti,abkw  OR  ("MET-directed
agents"):ti,ab,kw)

Table S2: Critical appraisal of RCTs according to the Cochrane Collaboration’s tool for assessing risk of bias in RCTs
(Rob2). Datas were sourced from reference [1-3].

Risk of bias domains
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Study

Domains: Judgement
D1: Bias arising from the randomization process.
D2: Bias due to deviations from intended intervention. . Low

D3: Bias due to missing outcome data.
D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result.



Table S3: Critical appraisal of non-RCTs according to the Cochrane Collaboration’s tool for assessing risk of bias in non-
RCTs (ROBINS-I). Datas were sourced from reference [4-9]

Risk of bias domains
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Domains: Judgement
D1: Bias due to confounding.

D2: Bias due to selection of participants. = Moderate
D3: Bias in classification of interventions. . Low

D4: Bias due to deviations from intended interventions.
D5: Bias due to missing data.

D6: Bias in measurement of outcomes.

D7: Bias in selection of the reparted result.

Figure S1: leave-one-out sensitive-analysis of ORR. Datas were sourced from reference [1,2,4-10]

Choueri et al. 2013 I | 0.17 [0.09, 0.25]
Choueri et al. 2017 f y 0.18[0.08, 0.28]
Schoffski et al. 2017 : - | 0.16 [0.09, 0.24]
Twardowski et al. 2017 f ] ‘ 0.18[0.12, 0.25)
Chanza et al., 2019 [ = ] 0.14 [0.07, 0.21]
Choueri et al. 2020 b ] ! 0.15[0.07, 0.22]
Sumanta et al. 2021 I { 0.18[0.09, 0.26]
Tachibana et al. 2022 [ = i 0.15[0.08, 0.23]
Suarez et al. 2023 I = | 0.15[0.07, 0.22]
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Figure S2: leave-one-out sensitive-analysis of DCR. Datas were sourced from reference [2,4-9]
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Figure S3: leave-one-out sensitive-analysis of PFS. Datas were sourced from reference [2,4-9].
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Figure S4: leave-one-out sensitive-analysis of OS 12 months. Datas were sourced from reference [1,4,7,9].

Schoffski et al. 2017 >—I——| 0.33[0.21, 0.45]
Twardowski et al. 2017 i ! 0.45[0.15, 0.74]
Chanza et al, 2019 f i 0.51[0.30,0.72]
Choueri et al. 2020 F | 0.45[0.18, 0.72]
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Figure S5: leave-one-out sensitive-analysis of OS 24 months. Datas were sourced from reference [4,7,9].
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Figure S6: funnel plot of ORR. Datas were sourced from reference [1,6,7].
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Figure S7: funnel plot of DCR. Datas were sourced from reference [2,6,8,9].
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Figure S8: Funnel plot of PFS. Datas were sourced from reference [4].
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Figure S9: Funnel plot of OS 12 months. Datas were sourced from reference [4,7].
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Figure S10: Funnel plot of OS 24 months. Datas were sourced from reference [4,7].




Figure S11. Any grade of adverse events. A. Vomiting B. Rash C. Proteinuria D. Nausea E. Hyponatremia. F. Fatigue.
G. Edema. H. Diarrhea. I. Diarrhea. J. Increased AST. K. Anorexia. L. Anemia. M. Increased ALT. Datas were sourced

from reference [2,4-6].

A. Vomiting

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 19 109 17.43 [10.83;25.87] 28.1% —l—
Choueri et al. 2013 25 74 33.78 [23.19;45.72] 23.9% | — - —
Schoffski et al. 2017 4 23 17.39 [4.95;38.78] 18.6% —%——
Sumanta et al. 2021 10 101 9.90 [4.85;17.46] 29.5% =i
Random effects model 58 307 19.11 [8.95;29.27] 100.0%  —=im—

Heterogeneity: I° = 80%, 1° = 0.0082, 35 = 14.86 (p < 0.01) f I I l I I
0 20 40 60 80 100
Prevalence of vomiting (%)

B. Rash
Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 4 109 3.67 [1.01; 9.13] 47.3% =
Schoffski et al. 2017 3 23 13.04 [2.78;33.59] 16.2% F
Sumanta et al. 2021 12 101 11.88 [6.29; 19.83] 36.5% +=—
Random effects model 19 233 8.18 [1.58; 14.79] 100.0% —==

Heterogeneity: I* = 67%, 1* = 0.0021, ¥ = 6.02 (p = 0.05) [ 1 T 1 T 1
0 20 40 60 80 100
Prevalence of any grade rash (%)

C. Proteinuria

Study Events Total Proportion 95% C.I. Weight

Choueri et al. 2017 6 109 5.50 [2.05;11.60] 36.8% -
Choueri et al. 2013 16 74 21.62 [12.89; 32.72] 28.0% —-—
Sumanta et al. 2021 8 101 7.92 [3.48;15.01] 35.3% -—#—
Random effects model 30 284 10.86 [ 1.85; 19.88] 100.0% —===—

Heterogeneity: 1 = 79%, ©° = 0.0053, 2 = 9.40 (p < 0.01) I | I | I |
0 20 40 60 80 100
Prevalence of any grade proteinuria (%)



D. Nausea

Study Events Total Proportion 95% C.I. Weight

Choueri et al. 2017 42 109 38.53 [29.37;48.34] 30.8% +
Choueri et al. 2013 38 74 51.35 [39.44;63.15] 25.8% ——
Schoffski et al. 2017 11 23 47.83 [26.82;69.41] 12.7% S
Sumanta et al. 2021 34 101 33.66 [24.56;43.75] 30.7% ——
Random effects model 125 307 41.53 [33.02; 50.03] 100.0% ——

Heterogeneity: I° = 52%, 1° = 0.0039, %5 = 6.27 (p = 0.10) f I T \ T I
0 20 40 60 80 100
Prevalence of any grade nausea (%)

E. Hyponatremia

Study Events Total Proportion 95% C.I. Weight
Choueri et al. 2017 5 109 459 [1.51;10.38) 37.2% # |
Schéffski et al. 2017 9 23 39.13 [19.71;61.46] 26.4% f—-——
Sumanta et al. 2021 10 101 9.90 [4.85;17.46] 36.4% -—#+
Random effects model 24 233 15.64 [ 0.00; 34.28] 100.0% —sim—
T T

Heterogeneity: I = 84%, * = 0.0239, 32 = 12.37 (p < 0.01) f | f 1
0 20 40 60 80 100
Prevalence of any grade hyponatremia (%)

F. Fatigue

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 23 109 2110 [13.87;29.96] 26.3%  —®— |

Choueri et al. 2013 54 74 72.97 [61.39;82.65] 25.7% p———
Schoffski et al. 2017 12 23 5217 [30.59;73.18] 22.1% —
Sumanta et al. 2021 57 101 56.44 [46.20; 66.28] 25.8% ——
Random effects model 146 307 50.45 [28.27; 72.62] 100.0% e —

Heterogeneity: I° = 96%, 1> = 0.0471, %3 = 72.60 (p < 0.01) I T T I T I
0 20 40 60 80 100
Prevalence of any grade fatigue (%)

G. Edema

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 3 109 275 [0.57; 7.83] 36.0% =

Schoffski et al. 2017 11 23 47.83 [26.82;69.41] 29.0% f——
Sumanta et al. 2021 17 101 16.83 [10.12;25.58] 35.1%  —#i

Random effects model 31 233 20.76 [ 0.00; 45.45] 100.0% e —

Heterogeneity: /* = 93%, 1° = 0.0439, 5 = 28.84 (p <0.01) l I I I I 1
0 20 40 60 80 100
Prevalence of any grade edema (%)



H. Diarrhea

Study Events Total Proportion 95% C.I. Weight

Choueri et al. 2017 9 109 8.26 [3.85;15.10] 27.0% -#— :

Choueri et al. 2013 41 74 55.41 [43.39;66.98] 25.4% | ——
Schéffski et al. 2017 10 23 43.48 [23.19;65.51] 21.7% — -
Sumanta et al. 2021 39 101 38.61 [29.09;48.82] 25.9% -
Random effects model 99 307 35.74 [15.07; 56.41] 100.0% sl

Heterogeneity: I° = 96%, 1> = 0.0405, %2 = 76.66 (p < 0.01) ' ' | ' J '
0 20 40 60 80 100
Prevalence of any grade diarrhea (%)
I. Increased creatinine

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 12 108 11.01 [5.82;18.44] 35.0% —#—

Choueri et al. 2013 12 74 16.22 [8.67;26.61] 345% +

Schoffski et al. 2017 14 23 60.87 [38.54;80.29] 30.6% —_—
Random effects model 38 206 28.04 [ 0.00; 57.74] 100.0% -——I—'———-

Heterogeneity: /* = 91%, 1° = 0.0647, % = 22.15 (p < 0.01) I I I I 1
0 20 40 60 80 100
Prevalence of any grade increased creatinine (%)

J. Increased AST

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 12 109 11.01 [5.82;18.44] 26.0% -—#—

Choueri et al. 2013 13 74 17.57 [9.70;28.17] 255% —%—

Schoffski et al. 2017 16 23 69.57 [47.08;86.79] 22.9% —s—
Sumanta et al. 2021 23 101 22.77 [15.02;32.18] 25.6% ——

Random effects model 64 307 29.09 [ 4.39; 53.79] 100.0% ———

Heterogeneity: I = 92%, 1 = 0.0602, 52 = 35.64 (p < 0.01) I I I I I I
0 20 40 60 80 100
Prevalence of any grade increased AST (%)

K. Anorexia
Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 11109 10.09 [5.15;17.34] 29.9% - |
Choueri et al. 2013 24 74 32.43 [22.00;44.32] 24.9% .
Schéffski et al. 2017 5 23 21.74 [7.46:4370] 18.5% —%——
Sumanta et al. 2021 30 101 29.70 [21.02;39.61] 26.8% -
Random effects model 70 307 23.05 [11.99; 34.11] 100.0%  —im—

[

Heterogeneity: I° = 86%, 1° = 0.0098, 3 = 21.25 (p < 0.01) ' T I T I
0 20 40 60 80 100
Prevalence of any grade anorexia (%)



L. Anemia

Study Events Total Proportion 95% C.l. Weight

Choueri et al. 2017 7 109 6.42 [2.62;12.78] 44.3% #-
Schoffski et al. 2017 3 23 13.04 [2.78;33.59] 20.2% —#——
Sumanta et al. 2021 18 101 17.82 [10.92;26.70] 35.6% -
Random effects model 28 233 11.81 [3.92; 19.70] 100.0% —

Heterogeneity: I° = 70%, v = 0.0031, 35 = 6.72 (p = 0.03) I I I I I |
0 20 40 60 80 100
Prevalence of any grade anemia (%)

M. Increased ALT

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 11 109 10.09 [5.15;17.34] 20.7% -#=— i
Choueri et al. 2013 13 74 17.57 [9.70;28.17] 20.4% ——
Choueri et al. 2020 10 33 30.30 [15.59;48.71] 19.3% —a—
Schoffski et al. 2017 19 23 82.61 [61.22;95.05] 19.3% —a—
Sumanta et al. 2021 24 101 23.76 [15.86;33.26] 20.4% —=—
Random effects model 77 340 32.30 [7.55; 57.05] 100.0% ——
T

Heterogeneity: I = 95%, 1° = 0.0764, ¥° = 77.28 (p < 0.01) T ' T ' I
0 20 40 60 80 100
Prevalence of any grade increased ALT (%)

Figure S12. Grade 23 adverse events. A. Decreased WBC. B. Vomiting. C. Rash. D. Proteinuria. E. Decreased neutrophil
Count. F. Nausea. G. Mucositis. H. Hyponatremia. I. Hypoalbuminemia. J. Hypertension. K. Fatigue. L. Extremity pain.
M. Edema N. Dyspnea. O. Diarrhea. P. Increased creatinine. Q. Increased AST. R. Anorexia. S. Anemia. T. Increased
ALT. U. Abdominal pain. Datas were sourced from reference [2,4-6].

A. Decreased WBC

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2020 0 33 0.00 [0.00;10.58] 10.3% +—
Sumanta et al. 2021 0 101 0.00 [0.00; 3.59] 84.0% &
Twardowski et al. 2017 2 50 4.00 [0.49;13.71] 5.7% —*—
Random effects model 2 184 0.23 [0.00; 1.53] 100.0% "

0 20 40 60 80 100
Prevalence of decreased WBC count (%)

Heterogeneity: ° = 0%, t° < 0.0001, 35 = 1.97 (p = 0.37)



B. Vomiting

Study Events Total Proportion
Choueri et al. 2017 1 109
Choueri et al. 2013 0 74
Choueri et al. 2020 0 33
Schoffski et al. 2017 0 23
Sumanta et al. 2021 0 101
Random effects model 1 340

Heterogeneity: I = 0%, ©° = 0, % = 0.76 (p = 0.94)

95% C.I. Weight

0.92 [0.02; 5.01] 25.1% #
0.00 [0.00; 4.86] 23.7% %~
0.00 [0.00; 10.58]  4.9% +~—
0.00 [0.00; 14.82] 2.5% ——
0.00 [0.00; 3.59] 43.8%M

0.23 [0.00; 1.13] 100.0% '
[ I T T 1

0 20 40 60 80 100
Prevalence of G3+ vomiting (%)

C. Rash
Study Events Total Proportion 95% C.I. Weight
Choueri et al. 2017 1 109 0.92 [0.02; 5.01] 59.1% &
Schotfski et al. 2017 1 23 4.35 [0.11;21.95] 2.7% -
Sumanta et al. 2021 2 101 1.98 [0.24; 6.97] 25.6% *
Twardowski et al. 2017 1 50 2.00 [0.05;10.65] 12.6% +—
Random effects model 5 283 1.42 [0.04; 2.80] 100.0% ‘
Heterogeneity: I* = 0%, 1* = 0, x2 = 1.03 (p = 0.79) I I I I I I
0 20 40 60 80 100
Prevalence of G3+ rash (%)
D. Proteinuria
Study Events Total Proportion 95% C.l. Weight
Choueri etal. 2017 1109 0.92 [0.02; 5.01] 50.4% &
Choueri et al. 2013 4 74 5.41 [1.49;13.27] 6.2% —0—
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 43.4% %
Random effects model 6 284 1.23 [0.00; 2.51] 100.0% :
Heterogeneity: I° = 26%, 1° < 0.0001, %2 = 2.70 (p = 0.26) I T T I I |
0 20 40 60 80 100

E. Decreased neutrophil count

Study Events Total Proportion
Choueri et al. 2020 0 33
Schoffski et al. 2017 0 23
Sumanta et al. 2021 0 101
Twardowski et al. 2017 1 50
Random effects model 1 207

Heterogeneity: P=0%, =0, 7§ =092 (p=0.82)

Prevalence of G3+ proteinuria (%)

95% C.I. Weight

8.7% +—
4.4% +——
0.00 [0.00; 3.59] 77.5%M
2.00 [0.05;10.65] 9.5% *+—

0.00 [0.00; 10.58]
0.00 [0.00; 14.82]

0.19 [0.00; 1.38] 100.0%
[

T T T 1

0 20 40 60 80 100
Prevalence of G3+ decreased neutrophil count (%)



F. Nausea

Study Events Total Proportion 95% C.l. Weight
Choueri etal. 2017 0 109 0.00 [0.00; 3.33] 42.8%
Choueri et al. 2013 1 74 1.35 [0.03; 7.30] 9.8% ==
Choueri et al. 2020 0 33 0.00 [0.00; 10.58] 4.1% +—
Schoffski et al. 2017 0 23 0.00 [0.00; 14.82] 2.1% —
Sumanta et al. 2021 0 101 0.00 [0.00; 3.59] 36.8% %
Twardowski et al. 2017 1 50 2.00 [0.05; 10.65] 4.5% +—
Random effects model 2 390 0.22 [0.00; 1.04] 100.0% i

I

0 20 40 60 80 100
Prevalence of G3+ nausea (%)

Heterogeneity: I* = 0%, t" =0, ¥2 = 1.75 (p = 0.88)

G. Mucositis

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 0 109 0.00 [0.00; 3.33] 65.8% &
Choueri et al. 2020 0 33 0.00 [0.00; 10.58]  6.3% +—
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 27.9% ¥
Random effects model 1 243 0.28 [0.00; 1.30] 100.0% b

T

| I | I 1

0 20 40 60 80 100
Prevalence of G3+ oral mucositis (%)

Heterogeneity: I° = 0%, t° = 0, %2 = 0.73 (p = 0.69)

H. Hyponatremia

Study Events Total Proportion  95% C... Weight
Choueri et al. 2017 3 109 2.75 [0.57; 7.83] 60.5% &
Schéffski et al. 2017 2 23 8.70 [1.07;28.04] 6.3% ———
Sumanta et al. 2021 6 101 5.94 [2.21;12.48) 33.2% +—
Random effects model 11 233 4.18 [1.24; 7.13] 100.0% <+

[

0 20 40 60 80 100
Prevalence of G3+ hyponatremia (%

Heterogeneity: I° = 0%, 1° = 0.0001, % = 1.95 (p = 0.38)

I. Hypoalbuminemia

Study Events Total Proportion 95% C.l. Weight
Chouerietal. 2017 0 109 0.00 [0.00; 3.33] 6?.9%:!
Schoffski et al. 2017 0 23 0.00 [0.00; 14.82] 3.3% *—
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 28.8% -—
Random effects model 1 233 0.29 [0.00; 1.32] 100.0%;*

0 20 40 60 80 100
Prevalence of G3+ hypoalbuminemia (%)

Heterogeneity: I* = 0%, T° =0, ¥ = 0.72 (p = 0.70)



J. Hypertension

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2013 38 74 51.35 [39.44; 63.15] 24.1% —=
Choueri et al. 2020 0 33 0.00 [0.00; 10.58] 25.4%®— |
Sumanta et al. 2021 15 101 14.85 [8.56;23.31] 25.0% —#—
Twardowski et al. 2017 1 50 2.00 [0.05;10.65] 25.4% =—
Random effects model 54 258 16.60 [ 0.00; 39.45] 100.0% e —

| T

0 20 40 60 80 100
Prevalence of G3+ hypertension (%)

Heterogeneity: I° = 96%, 1° = 0.0530, ?‘; =79.47 (p <0.01)

K. Fatigue
Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 2 109 1.83 [0.22; 6.47] 33.0% #-
Choueri et al. 2013 5 74 6.76 [2.23;15.07] 10.8% =—
Choueri et al. 2020 0 38 0.00 [0.00; 10.58] 18.5% ®—
Schoffski et al. 2017 2 28 8.70 [1.07;28.04] 3.0% ++——
Sumanta et al. 2021 6 101 5.94 [2.21;12.48] 15.2% i#—
Twardowski et al. 2017 1 50 2.00 [0.05;10.65] 19.6% #—
Random effects model 16 390 2.89 [0.84; 4.94] 100.0% H

Heterogeneity: /> = 30%, 1* = 0.0002, 32 = 7.15 (p = 0.21) I T I I T 1
0 20 40 60 80 100
Prevalence of G3+ fatigue (%)

L. Extremity pain

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2020 1 33 3.03 [0.08; 15.76] 14.7% +—
Sumanta et al. 2021 2 101 1.98 [0.24; 6.97] 68.2% -
Twardowski et al. 2017 2 50 4.00 [0.49; 13.71] 17.1% =—
Random effects model 5 184 2.48 [0.24; 4.72] 100.0% s

Heterogeneity: I° = 0%, v = 0, 35 = 0.46 (p = 0.79) f T T T T I
0 20 40 60 80 100
Prevalence of G3+ extremity pain (%)

M. Edema
Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 0 109 0.00 [0.00; 3.33] 62.9%%
Schotfski et al. 2017 0 23 0.00 [0.00; 14.82] 11.1% —
Sumanta et al. 2021 3 101 2.97 [0.62; 8.44] 26.0% =
Random effects model 3 233 0.77 [0.00; 2.82] 100.0% *

|

0 20 40 60 80 100
Prevalence of G3+ edema (%)

Heterogeneity: 1* = 26%, 1° = 0.0001, % = 2.72 (p = 0.26)



N. Dyspnea

Study Events Total Proportion 95% C.I. Weight
Choueri et al. 2020 1 33 3.03 [0.08;15.76] 13.0% ¢—
Schoffski et al. 2017 2 23 8.70 [1.07;28.04] 3.6% ——
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 68.6% #-
Twardowski et al. 2017 2 50 4.00 [0.49;13.71] 14.8% ++—
Random effects model 6 207 1.98 [0.00; 4.19] 100.0% é

I

T T T T 1

0 20 40 60 80 100
Prevalence of G3+ dyspnea (%)

Heterogeneity: I* = 0%, 1> < 0.0001, 33 = 2.82 (p = 0.42)

O. Diarrhea
Study Events Total Proportion 95% C.l. Weight
Chouerietal. 2017 0 109 0.00 [0.00; 3.33] 42‘1%#
Choueri et al. 2013 7 74 9.46 [3.89;18.52] 7.2% :——
Choueri et al. 2020 0 33 0.00 [0.00; 10.58] 15.8% d—
Schoéffski et al. 2017 0 23 0.00 [0.00; 14.82] 9.4% '—
Sumanta et al. 2021 2 101 1.98 [0.24; 6.97] 255% %
Random effects model 9 340 1.19 [0.00; 3.12] 100.0% [*

T T T 1

0 20 40 60 80 100
Prevalence of G3+ diarrhea (%)

Heterogeneity: I° = 54%, ©° = 0.0002, %° = 8.76 (p = 0.07)

P. Increased creatinine

Study Events Total Proportion 95% C.I. Weight
Choueri et al. 2017 0 109 0.00 [0.00; 3.33] 78.3%
Choueri et al. 2013 1 74 1.35 [0.03; 7.30] 17.9% *—
Schoffski et al. 2017 0 28 0.00 [0.00;14.82] 3.8% +——
Random effects model 1 206 0.24 [0.00; 1.35] 100.0% b

T

T T T 1

0 20 40 60 80 100
Prevalence of G3+ increased creatinine (%)

Heterogeneity: /° = 0%, t° = 0, %5 = 0.83 (p = 0.66)



Q. Increased AST

Study Events Total Proportion 95% C.l. Weight
Chouerietal. 2017 3 109 2.75 [0.57; 7.83] 20.1% I—
Choueri et al. 2013 2 74 270 [0.33; 9.42] 13.9% +—
Choueri et al. 2020 4 33 1212 [3.40;28.20] 1.5% i——
Schéffski et al. 2017 3 23 13.04 [2.78;33.59] 1.0%
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 50.9% &
Twardowski et al. 2017 1 50 2.00 [0.05; 10.65] 12.6% +—
Random effects model 14 390 2.00 [0.62; 3.38] 100.0% ‘

I

0 20 40 60 80 100
Prevalence of G3+ increased AST (%)

Heterogeneity: 1 = 29%, v° <0.0001, 2 = 7.07 (p = 0.22)

R. Anorexia
Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 1 109 0.92 [0.02; 5.01] 39,0%&
Choueri et al. 2013 1 74 1.35 [0.03; 7.30] 18.1% #—
Choueri et al. 2020 0 33 0.00 [0.00;10.58] 7.6% »—
Schéffski et al. 2017 1 23 4.35 [0.11;21.95] 1.8% ——
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 33.5% ¥
Random effects model 4 340 1.01 [0.00; 2.13] 100.0% i

T

T T T 1

0 20 40 60 80 100
Prevalence of G3+ anorexia (%)

Heterogeneity: I = 0%, t° = 0, % = 0.93 (p = 0.92)

S. Anemia

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2017 1 109 0.92 [0.02; 5.01] 44.2% &
Choueri et al. 2020 0 33 0.00 [0.00;10.58] 8.7% —
Schoffski et al. 2017 0 23 0.00 [0.00; 14.82] 4.3% ~—
Sumanta et al. 2021 1 101 0.99 [0.03; 5.39] 38.0% ¥
Twardowski et al. 2017 2 50 4.00 [0.49; 13.71] 4.8% ~—
Random effects model 4 316 0.97 [0.00; 2.16] 100.0% :

Heterogeneity: I = 0%, 1° = 0, %> = 1.53 (p = 0.82) ' T T T T ‘
0 20 40 60 80 100
Prevalence of G3+ anemia (%)



Choueri et al. 2017 5
Choueri et al. 2013 1
Choueri et al. 2020 5
Schoffski et al. 2017 2 23 8.70 [1.07;28.04] 2.0% ——
Sumanta et al. 2021 3
Twardowski et al. 2017 1

Random effects model 17 390 2.80 [1.17; 4.42] 100.0% :
Heterogeneity: 1 = 29%, 1% < 0.0001, %2 =7.06 (p = 0.22) f I ‘ I I I

Heterogeneity: /° = 0%, ©° = 0, %5 = 1.57 (p = 0.46)

T. Increased ALT

Study Events Total Proportion 95% C.l. Weight

109 459 [1.51;10.38] 17.1% -—
74 1.35 [0.03; 7.30] 37.7% %~
33 1515 [5.11;31.90] 1.8% |———

101 297 [0.62; 8.44] 24.0% #
50 2.00 [0.05; 10.65] 17.5% %—

0 20 40 60 80 100
Prevalence of G3+ increased ALT (%)

U. Abdominal pain

Study Events Total Proportion 95% C.l. Weight
Choueri et al. 2020 0 383 0.00 [0.00; 10.58] 36.6% E—
Schoffski et al. 2017 1 23 435 [0.11;21.95] 8.6% +——
Sumanta et al. 2021 3 101 2.97 [0.62; 8.44] 54.7% #-
Random effects model 4 157 2.00 [0.00; 4.45] 100.0% s

I

| I I I |

0 20 40 60 80 100
Prevalence of G3+ abdominal pain (%)
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