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INTRODUCTION

eview question / Objective To assess the
Rprognostic value of PD-L1 expression in
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Study designs to be included Prospective or
retrospective cohort studies (observational
studies)..

NMIBC, and to explore whether the

detection platform modifies the pooled effect on

survival outcomes..

Condition being studied Non-muscle-invasive

bladder cancer (NMIBC).

METHODS

Participant or population Patients with
histologically confirmed non-muscle-invasive
bladder cancer (NMIBC: Ta, T1, or CIS)..

Intervention Not applicable. This is a prognostic
study; the exposure of interest is PD-L1
expression, not a therapeutic intervention..

Comparator Patients with low or negative PD-L1
expression, compared with patients with high or

positive PD-L1 expression..

Eligibility criteria Inclusion criteria:

(1) Population: patients with histologically
confirmed non-muscle-invasive bladder cancer
(NMIBC: Ta, T1, or CIS), any age, sex, or ethnicity.
(2) Exposure: PD-L1 expression (high vs. low, or
positive vs. negative) measured in tumor tissue,
blood, or circulating tumor cells, by any method
(immunohistochemistry [IHC], mRNA, or CTC-
based assays).

(3) Comparator: patients with low or negative PD-
L1 expression.

(4) Outcomes: at least one of recurrence-free
survival (RFS; primary outcome), progression-free
survival (PFS), cancer-specific survival (CSS), or
disease-free survival (DFS).

(5) Study design: prospective or retrospective
cohort studies.

(6) Reported a hazard ratio (HR) with 95% CI, or
provided data sufficient for estimation.
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Exclusion criteria:

(1) Muscle-invasive or metastatic bladder cancer,
or mixed-stage cohorts from which NMIBC data
could not be extracted.

(2) Non-urothelial bladder tumors (squamous cell
carcinoma, adenocarcinoma, etc.).

(3) Reviews, case reports, conference abstracts,
and animal studies.

(4) Duplicate publications (only the most complete
dataset was included).

(5) Studies from which HR or survival-curve data
could not be obtained..

Information sources PubMed, Embase, Web of
Science, and the Cochrane Library..

Main outcome(s) Recurrence-free survival (RFS);
effect measure: hazard ratio (HR) with 95% CI..

Quality assessment / Risk of bias analysis
Quality of included cohort studies will be assessed
using the Newcastle-Ottawa Scale (NOS); studies
scoring = 7 of 9 points will be considered high
quality. Two reviewers will assess independently,
with disagreements resolved by a third reviewer..

Strategy of data synthesis HRs with 95% Cls will
be pooled using a random-effects model;
heterogeneity assessed by I2 and Q test; subgroup
and sensitivity analyses performed. Analyses in
Stata; P < 0.05 significant..

Subgroup analysis Subgroup analyses will be
performed according to the detection platform
(immunohistochemistry [IHC], mRNA, and
circulating tumor cells [CTC])..

Sensitivity analysis Leave-one-out sensitivity
analysis will be performed..

Country(ies) involved China.

Keywords PD-L1; non-muscle-invasive bladder
cancer; prognosis; recurrence-free survival; meta-
analysis.
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