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Online Resource 1. Background factors associated with AEs of hepatic function disorder for which a

causal relationship could not be ruled out with pembrolizumab

For liver function tests (AST, ALT, ALP, y-GTP, and T-Bil), blood samples were taken and analyzed

before the first dose of treatment.

Abbreviations: AEs, adverse events; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST,

aspartate aminotransferase; BMI, body mass index; CI, confidence interval; y-GTP, gamma-glutamyl

transpeptidase; IMDC, International Metastatic RCC Database Consortium; KPS, Karnofsky Performance

Status; T-Bil, total bilirubin.
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Univariate analysis Hazard Ratio [95% CI]
Age 265 years (vs <65 years) ’_,._-l:_(
Age 275 years (vs <75 years)
Sex male (vs female) H—e—
KPS 50%—70% (vs 80%—100%) —e—
Time from diagnosis 21 year and <3 years (vs <1 year) H—e—
Time from diagnosis 23 years (vs <1 year) —e—
Stage Il (vs IV) I @ i
IMDC risk intermediate (vs favorable) —&—
IMDC risk poor (vs favorable) —e—
BMI 225.0 kg/m? (vs <25.0 kg/m?) e
Smoking history current (vs never) —r—e—
Smoking history former (vs never) —e—
Brinkman index 2600 (vs <600) —e+—
Drink alcohol yes (vs no) H—e—
Liver metastasis yes (vs no) —reo—
Prior surgery yes (vs na) e
Prior radiation yes (vs no) H—e—
Hepatic function disorderyes (vs no) e
Prior anticancer treatment yes (vs no) T
AST 240 (vs <40) —re—
ALT 240 (vs <40) —0o—
ALP 2350 (vs <350)
y-GTP>100 (vs £100) »I
T-Bil 21.5 (vs <1.5)
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