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Non-Covalent BTKi Overcome 
BTK C481 Resistance

LOXO-305

BTK inhibition, regardless of BTK 

mutation

LOXO-305 is a non-covalent BTK inhibitor that is potent 

against both WT and C481-mutant BTK

C481
Does not require C481 to 
bind to the kinase domain

Woyach et al. ASH 2023. Abstract 325.



BRUIN: Phase 1/2 Study Design

Woyach et al. ASH 2023. Abstract 325.



Baseline Characteristics

Woyach et al. ASH 2023. Abstract 325.



Pirtobrutinib Effective after cBTKi w/wo Prior BCL2i

Woyach et al. ASH 2023. Abstract 325.



PFS with Prior BTKi w/wo Prior BCL2i

Woyach et al. ASH 2023. Abstract 325.



OS with Prior BTKi w/wo Prior BCL2i

Woyach et al. ASH 2023. Abstract 325.



Conclusions

Woyach et al. ASH 2023. Abstract 325.



Response to Subsequent Therapy Following 

Initial Kinase Inhibitor Therapy

Ibrutinib → 

idelalisib

Idelalisib → 

ibrutinib

Kinase 

inhibitor → 

venetoclax

ORR (%) 46 75 74

CR (%) 0 5 32

PR/PR with lymphocytosis 

(%)
46 70 42

Stable disease (%) 39 15 16

Progressive disease (%) 15 10 10

Mato, AR, et. al, Ann Oncol. 28:1050, 2017



High-dose steroids (+/- CD20) vs. novel agents

PFS OS

Pula, B: Advances in Medical Sciences 65: 371-377, 2020



CD20 monotherapy in CLL: 

obinituzumab

Byrd JC: Blood 127: 79–86, 2016





CAR T cell therapy in RR CLL
TRANSCEND CLL 004 Lisocabtagene Maraleucel (liso-cel)

DOR 

by best response

PFS 

by best response

Siddiqi T: Lancet 10402, PP. 641-654, 2023



CAR T cell therapy in RR CLL
TRANSCEND CLL 004 Lisocabtagene Maraleucel (liso-cel)

OS 

by best response

PFS

by MRD

Siddiqi T: Lancet 10402, PP. 641-654, 2023



Lisocabtagene Maraleucel 

(liso-cel)
Toxicity

• Cytokine release syndrome 

(CRS) 85% (grade 3, 9%; no grade 

4/5) 

• Neurological events (NE) 45% 

(grade 3, 18%; grade 4, 1%; no 

grade 5)

• 69% received tocilizumab and/or 

corticosteroids for CRS/NEs

Siddiqi T: Lancet 10402, PP. 641-654, 2023



OS and PFS in CLL Richter transformation 

with CAR T cell therapy (n=69)

• Median PFS was 4.7 months 

• Median OS was 8.5 months 

• 1-year and 2-year PFS rates were 35.7% and 28.9% 

• 1-year and 2-year OS rates were 42.9% and 38.3%

Kittai AS: J Clin Oncol, prepub online, 2024



BsAbs lacking an Fc portion 

(ie. BiTEs, i.e. blinatumomab)

IgG-like bsAbs 

(i.e. epcoritamab)  

BsAbs without an Fc domain exhibit rapid 

clearance and necessitate continuous infusion

Fc domain offers increased stability, allowing for 

intermittent administration 

Borogovac A: Seminars in Hematology, online, 2024



Current bispecific CLL clinical trials

Borogovac A: Seminars in Hematology, online, 2024



CLL risk stratification for HSC in the era 

of novel agents

Dreger P Blood 30;132(9):892-902, 2018



Outcome of HCT based on risk category 

Dreger P: Cancer J 27: 297-305, 2021



Dreger P Blood 132:892-902, 2018

Abbreviations:

• HR I/II: high risk category

• PI: pathway inhibitor

• CI: Cellular immunotherapy



Outcome of 90 allografted patients after SCT

Dreger P: Blood 116 (14): 2438–2447, 2010



AlloHSC in CLL
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Roecker LE Blood Adv 4: 3977–3989, 2020

• Number of novel 

agents prior to 

alloHCT do not 

impact survival 

• HSC comorbidity 

index predicts PFS

• PFS is not 

impacted by high-

risk disease 

characteristics



Thank you!

Jan Burger, MD PhD

jaburger@mdanderson.org
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