Phase Il Trial of Pirtobrutinib versus Idelalisib/Rituximab or Bendamustine/Rituximab in

Covalent BTK Inhibitor-Pretreated CLL/SLL (BRUIN CLL-321)

Study Design and Patient Population

BRUIN CLL-321 is the first prospective, randomized ph3 study conducted exclusively in a cBTKi-pretreated CLL/SLL population
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At the final OS analysis with a median study follow-up of 17.2 months, the In venetoclax naive patients, median TTNT was 29.5 mo in the pirtobrutinib
median IRC-PFS in the pirtobrutinib group was 14 months versus 8.7 months group and 12.5 mo in the IdelaR/BR group (HR, 0.36 [95% CI, 0.21 to 0.61]).
with IdelaR/BR, resulting in a relative reduction in risk of relapse, PD, or In venetoclax-treated patients, median TTNT was 20 mo in the pirtobrutinib
L death of 46% with pirtobrutinib (HR, 0.54 [95% ClI, 0.39 to 0.75] ) group and 8.7 mo in the IdelaR/BR group (HR, 0.37 [95% ClI, 0.23 to 0.60]).
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Safety Analysis
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reaction 0(0) 0(0) 19 (17.4) 3(2.8) pirtobrutinib and 40 (36.7%) 2 of 3 patients with any grade atrial fibrillation during pirtobrutinib treatment had a past medical hlstory of alnal fibrillation.
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5 hemorrhage (hematoma).

Treatment was given in 28-day cycles. PFS assessed based on iwCLL2018. TTNT is defined as time from the date of randomization to the date of initiation of the subsequent anticancer therapy (including crossover) for CLL/SLL, or death due to any cause, whichever
occurs first. 2ldelalisib dosed at 150mg PO BID. Day 1 of cycle 1, first dose of rituximab at 375 mg/m?, next 4 infusions at 500 mg/m? every 2 weeks, next 3 infusions at 500 mg/m? every 4 weeks. "Bendamustine (70 mg/m2 ) administered IV D1, D2 of cycles 1-6. Day 1 of
cycle 1, first dose of rituximab at 375 mg/m?, next 5 infusions day 1 of cycle 2 through cycle 6 at 500 mg/m2. ¢Eligible patients receiving investigator's choice of IdelaR/BR could crossover to receive pirtobrutinib upon confirmation of PD by IRC per protocol, and only if they
met the eligibility criteria for treatment by iwCLL 2018. ¢Among patients whose event was INV PD and thus had the opportunity to crossover. fncludes anemia and iron deficiency anemia. ¢Includes contusion and ecchymosis. "Includes hemorrhage and hematoma.

iIncludes all infection events reported including COVID-19. iIncludes neutropenia, neutrophil count decreased, febrile neutropenia, and neutropenic sepsis. *Includes thrombocytopenia and platelet count decreased.

NCTNCT04666038. Data cutoff: August 23, 2024. Presentation by Lilly using data from Sharman et al. J Clin Oncol. 2025.
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