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INTRODUCTION

Gastrointestinal acute graft-vs-host disease (Gl-aGVHD) is
a leading cause of non-relapse mortality after allogeneic
hematopoietic stem cell transplantation (allo-HSCT).
Endoscopic biopsy is required for definitive diagnosis, yet
the optimal biopsy site, the diagnostic adequacy of flexible
sigmoidoscopy versus full colonoscopy, and the frequency
of cytomegalovirus (CMV) co-infection remain unsettled.
Resolving these questions is crucial for guiding procedure
selection in patients who are often thrombocytopenic,
immunocompromised, and hemodynamically fragile.
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This study set out to clarify how endoscopy should be
selected and performed when GI-aGVHD is suspected.
Drawing together the published evidence, we asked
whether histologic vyield differs meaningfully across the
stomach, duodenum, terminal ileum, and rectosigmoid,
and how much additional disease a full colonoscopy
uncovers beyond flexible sigmoidoscopy alone. We also
sought to establish how often CMV co-infection is found
on immunohistochemistry (IHC) in allo-HSCT recipients
undergoing evaluation.

METHODS

e PRISMA 2020 systematic review
e PubMed and Google Scholar through April 2026

e 18 eligible studies

e DerSimonian-Laird random-effects model
e Freeman-Tukey transformation
e Analyses stratified by patient and specimen

e Heterogeneity quantified by |2

CONCLUSIONS

Site yields clustered at 60 - 72%, but because these comparisons

come from different studies rather than the same cohort of

patients, the finding is reassuring while still falling short of
proving that the sites are equivalent. CMV co-infection was
found by IHC in 5% patients which
consequential enough to keep on the differential. A distal-first
strategy with routine CMV IHC is reasonable, reserving full
colonoscopy for persistent suspicion after negative distal
biopsies.

FIRST-LINE DIAGNOSTIC STRATEGY

is uncommon but

Flexible sigmoidoscopy with distal biopsies and routine CMV IHC
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2% incremental detection 5% by IHC (95% Cl, 1% - 10%)

72% (95% Cl, 57% - 85%) 67% (95% Cl, 58% - 75%)
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Suspected GI-aGVHD -» Flexible sigmoidoscopy -» Distal biopsies + routine CMV IHC - If negative and suspicion persists, proceed to full colonoscopy

Sensitivity analysis supports a distal-first strategy while preserving escalation for unresolved cases.
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