Supplementary Table S3. Risk-of-bias assessment of the four RCT-derived analyses (Cochrane risk-of-bias tool applied to the parent trials).
	Study
	Parent trial(s)
	Random sequence generation
	Allocation concealment
	Blinding of participants and personnel
	Blinding of outcome assessment
	Incomplete outcome data
	Selective reporting
	Other bias

	Hopkins 2022b
	Five atezolizumab RCTs (incl. OAK/POPLAR/IMpower150)
	Low risk
	Low risk
	High risk
	Low risk
	Low risk
	Low risk
	Unclear

	Chalabi 2020
	OAK, POPLAR
	Low risk
	Low risk
	High risk
	Low risk
	Low risk
	Low risk
	Unclear

	Hopkins 2022a
	IMpower150
	Low risk
	Low risk
	High risk
	Low risk
	Low risk
	Low risk
	Low risk

	Brunetti 2026
	PACIFIC
	Low risk
	Low risk
	Low risk
	Low risk
	Low risk
	Low risk
	Low risk


Notes: RCT, randomized controlled trial; IPD, individual participant data. Assessed with the Cochrane risk-of-bias tool. Blinding of participants and personnel: OAK, POPLAR, and the IMpower trials were open-label and rated high risk; PACIFIC was double-blind and placebo-controlled, rated low risk. Blinding of outcome assessment: OS is an objective endpoint, and PFS was assessed per RECIST with independent radiological review in most trials, rated low risk. Selective reporting: all parent trials were prospectively registered with publicly available protocols, and all prespecified outcomes were reported in full with effect estimates and confidence intervals, rated low risk. Other bias: the pooled analyses by Hopkins 2022b (five trials) and Chalabi 2020 (two trials) combined trials with differing designs, populations, and regimens, and residual cross-trial heterogeneity cannot be fully excluded, rated unclear; the single-trial analyses (Hopkins 2022a, Brunetti 2026) showed no other evident source of bias, rated low risk. Confounding arising from the non-randomized nature of PPI exposure is not re-assessed under this tool; it is evaluated separately with ROBINS-E (Supplementary Fig. S2).
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Hopkins

2022b
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atezolizumab

RCTs

(incl.

OAK/POPLAR/IMpower150)
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risk
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Unclear
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Notes:

RCT,

randomized

controlled

trial;

IPD,

individual

participant

data.

Assessed

with

the

Cochrane

risk-of-bias

tool.

Blinding

of

participants

and

personnel:

OAK,

POPLAR,

and

the

IMpower

trials

were

open-label

and

rated

high

risk;

PACIFIC

was

double-blind

and

placebo-controlled,

rated

low

risk.

Blinding

of

outcome

assessment:

OS

is

an

objective

endpoint,

and
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per

RECIST
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review

in
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were
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and
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in

full

with

effect

estimates

and

confidence

intervals,

rated

low

risk.

Other

bias:

the

pooled

analyses

by

Hopkins

2022b
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trials)

and
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2020

(two

trials)

combined

trials

with

differing

designs,

populations,

and

regimens,

and
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cross-trial
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cannot

be

fully

excluded,
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unclear;
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single-trial

analyses

(Hopkins

2022a,

Brunetti
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no

other

evident

source

of
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risk.

Confounding

arising

from

the

non-randomized

nature

of

PPI

exposure

is

not

re-assessed

under

this

tool;

it

is

evaluated

separately

with

ROBINS-E

(Supplementary

Fig.

S2).

