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NAIVE CLL: A SYSTEMATIC REVIEW AND NETWORK META-ANALYSIS

UTH ™k

J. ANWAR 1, P. SAIF 2, V. CHAPIOLKINI 1, N.RAFAELI?, F. CERVONI-CURET ", A.RIOS ", S. TAVERAS ALAM"

1. Division of Hematology and Medical Oncology, McGovern Medical School / UTHealth Houston, Houston, TX, USA The University of Texas
2. Department of Internal Medicine, HCA Houston Healthcare Clear Lake, Webster, TX, USA Health Science Center at Houston

INTRODUCTION AlM METHOD CONCLUSIONS

Pirtobrutinib is a non-covalent (reversible) To indirectly compare pirtobrutinib against all - Search: MEDLINE, EMBASE and Cochrane Central mirst NMA to connect pirtobrutinib with allapproved

BTK inhibitor with proven efficacy in approved BTK inhibitors in TN CLL by th'.“’.“‘t’h May 2026 | covalent BTK inhibitors in one unified network.

treatment-naive (TN) CLL. It has never been synthesising randomised evidence in a single -+ Eligibility: Phase [I/lll RCTs in TN CLL/SLL PFS comparisons vs covalent BTKis were directionally
. connected network meta-analysis (NMA). . Network: 6 trials (CLL-313, CLL-314, SEQUOIA, favourable but non-significant; the only significant

compared head-to-head against second- A041202, ELEVATE-TN, iLLUMINATE) linked through efficacy signal was vs ibrutinib (HR 0.57)

generation covalent 5TK Inhibitors two chemotherapy anchors (BR, ClbObi) and one A favourable cardiovascular safety profile was seen in

(zanubrutinib, acalabrutinib) in a randomised direct BTKI comparison — a single 7-node network direct comparison with ibrutinib

trial, leaving clinicians without direct - Analysis: Bayesian random-effects NMA (primary)

and fixed-effects (sensitivity), R/gemtc Findings are limited by indirect estimation and short

evidence to guide first-line selection. pirtobrutinib follow-up; OS remains immature

Outcomes: PFS (primary, via NMA), safety

descriptive; OS exploratory (immature) Definitive conclusions await mature follow-up from CLL-
313 and CLL-314
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Class effect confirmed: pairwise meta- Ibrutinib SUCRA Rankings — PFS in Treatment-Naive CLL

analySIS Of BTKIS VS BR gave pOOled HR Higher SUCRA = more likely to be the best treatment for PFS
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coherent network (all p>0.97; 1>=11%) (Fig R s Al ] - L
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Ranking (SUCRA): pirtobrutinib ranked BR CIbQbiATE-™N o~ I =2

highest at 75.4%, ahead of acalabrutinib— _— -

obinutuzumab (73.7%), zanubrutinib PR—— ‘ O - - -

(60.0%), acalabrutinib  (52.2%) and - O maaames D vostan randomsfects NMA; reference node - BF

ibrutinib (51.3%); all BTKis ranked well — Direct comparson REFERENCES

above chemotherapy (Fig B) Fig D
, , .. Head-to-Head Safety: Pirtobrutinib vs Ibrutinib (CLL-314)
PFS (fixed-effects). pirtobrutinib R B, ST 04 202 M) It 3 S T 1 Jurczak W et al. BRUIN CLL-313: Randomized Phase IIl Trial of Pirtobrutinib Versus Bendamustine Plus
signiﬁcantly better only vs ibrutinib — HR ) N Ereds = 17.5% o Rituximab in Untreated Patients With Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma. J Clin Oncol
o _ . Fig C S 2025; JCO-25-02380
0- o7 (9 5A CI’ / 04 1_0 79) , comparisons vs Progression-free survival: pirtobrutinib vs covalent BTKis (fixed-effects NMA) e .

. . 0 HTN 10.6% 2 Woyach JA et al. Pirtobrutinib vs ibrutinib in treatment-naive and relapsed/refractory CLL/SLL: Results from the
- HR (95A’ Crl) any grade 15.1% . . . . - .
zanubrutinib (0 701 0.43-1. 17) and ( ) o first randomized phase Ill study comparing a non-covalent and covalent BTK inhibitor. J Clin Oncol 2025; 43(suppl)

acalabrutinib  (0.59, 0.31-1.12) were & G —— | 0.57 (0.41-0.79) o o o 3 Tam CS et al. Zanubrutinib versus bendamustine plus rituximab in patients with treatment-naive chronic

directiona//y favourable but non- i (@ny grade) = 13.5% lymphocytic leukemia (SEQUOIA): a randomised, multicentre, open-label, phase 3 trial. Lancet Oncol 2022; 23(8)::
. P . : glrr;fggtiz%n 6.4% . 1031-1043

significant.(Fig C). OS data were too ., . .. 0— 0.70 (0.43-1.17) rade 23

4 Woyach JA et al. Ibrutinib Regimens versus Chemoimmunotherapy in Older Patients with Untreated CLL. N Engl J

Immature for formal analysis Med 2018; 379(26):: 2517-2528

Thrombocytopenia 3.6%

Safety (direct’ CLL-314)_- vsS I1brutinib, vs Acalabrutinib —_— 0.59 (0.31-1.12) (gBId:z 3_3%/° 5 Sharman JP et al. Acalabrutinib with or without obinutuzumab versus chlorambucil and obinutuzumab for
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