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	CLL treatment has shifted from chemoimmunotherapy to targeted agents.
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	Its toxicity profile is not yet fully addressed.
	Aim: To compare acalabrutinib with chemoimmunotherapy in CLL and fill this evidence gap.
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	Search strategy: Systematic search of multiple databases (PRISMA flow diagram).
	Inclusion criteria: RCTs comparing acalabrutinib vs. chemoimmunotherapy in CLL (6 RCTs included).
	Outcomes: Overall response rate (ORR), overall survival (OS), progression-free survival (PFS), treatment exposure, adverse events (AEs).
	Analysis: Random-effects model; RR for dichotomous outcomes, SMD for continuous outcomes.
	Quality assessment: Risk of bias, GRADE, and trial sequential analysis (TSA).
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	Studies included: 6 RCTs; 1036 acalabrutinib vs. 1032 chemoimmunotherapy
	Risk of bias: 3 low, 1 some concerns, 2 high (open-label follow-ups)
	PFS: RR 0.48 (0.22–1.04), non-significant trend favoring acalabrutinib
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