
Administration of BTKi 1L Therapy

BTKi Options 

BTKi Pearls

Patients with CLL who are  
candidates for 1L therapy show: 
•  Evidence of myelosuppression  

(eg, anemia, thrombocytopenia),  
and/or 

•  Rapidly progressive  
disease (eg, lymphocyte  
double times <6 months),  
and/or 

•  Symptomatic disease 

BTKi therapy can be administered as fixed duration or long-term. 

The biggest determinants for how BTKi 1L therapy for CLL  
will be administered are cytogenetic determinants of risk: 

However, there are several other important factors,  
both clinical and patient-centered, that must be considered  

after cytogenetic  
risk status.

Contraindications for BTKi therapy include:

Other contraindications can include:

How do you weigh long-term efficacy vs toxicity and  
convenience when selecting BTKis?

For those considering non-BTKi therapy as 1L,  
venetoclax + obinutuzumab has been shown to be  
an effective alternative, but this regimen requires  

TLS monitoring and IV infusion. Also, PFS is shorter  
with fixed-duration regimens.

Covalent BTKis have  
revolutionized 1L treatment  
for patients with CLL 
•  Highly effective, especially in  

high-risk patients 

•  Oral administration 

•  Non-chemotherapy 

Abbreviations 

1L: first-line  
AE: adverse event 
BCL2: B-cell lymphoma 2  
BTKi: Bruton tyrosine kinase inhibitor  
CLL: chronic lymphocytic leukemia  
CVD: cardiovascular disease  
FISH: fluorescence in situ hybridization 

  
IGHV: immunoglobulin heavy chain variable region  
IV: intravenous 
mAb: monoclonal antibody  
NCCN: National Comprehensive Cancer Network 
PFS: progression-free survival  
TLS: tumor lysis syndrome 
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Summary

BTKi THERAPY
FORCLL
FIRST-LINE 
TAILORING

Covalent BTKis

Ibrutinib

Acalabrutinib

Zanubrutinib

del17p (FISH) 

TP53 mutation (next-generation sequencing) 

IGHV mutation (molecular analysis) 

Complex karyotype (CpG-stimulated metaphase karyotype) 

ß-2-microglobulin levels 

n  Likely to have a long  
remission 

n  Absence of TP53 mutation 
n  Mutated IGHV 
n  Low ß-2-microglobulin 

levels 

Best candidates for  
long-term BTKi therapy: 

n  TP53 mutation 
n  Nonmutated IGHV 
n  Complex karyotype 
n  High ß-2-microglobulin  

levels 

Clinical Factors Patient-Centered Factors

•  Comorbidities  
(CVD, arrhythmia/atrial  
fibrillation risk, bleeding 
complications/disorder) 

•  History of infection 
•  Treatment duration 
•  NCCN Guidelines  

•  Formulation/dosing 
frequency 

•  Required clinic visits 
•  Financial constraints 
•  Patient’s wishes  

n  History of heart failure 
n  History of ventricular arrhythmias 
n  Use of warfarin  
n  Active or severe infections (particularly fungal infections that  

require antifungal therapies, which can interfere with BTKis 
due CYP3A antagonism) 

n  Severe hepatic impairment/insufficiency, which would require 
significant BTKi dose adjustments  

n  Poorly controlled hypertension 
n High risk of CVD as assessed by a cardiologist 
n Allergies/intolerance to BTKis 

n  Present the patient with  
ALL of the treatment options 

— Is time off treatment  
a goal? 

n  Monitor carefully  
for infections 

n  May need to adjust 
dose based on AEs 

 

!

 BTKi  Prescribing 
Information

Ibrutinib Once-daily oral,  
longest follow-up data in del(17p)

 

Acalabrutinib Twice-daily dosing,  
favorable AE profile

  

Zanubrutinib Twice-daily dosing,  
favorable AE profile

 

n  BTKis as monotherapy have demonstrated superior PFS compared 
with chemoimmunotherapy, with manageable toxicity 

n  Resistance or AEs (eg, atrial fibrillation, bleeding) can limit their 
use 

n  Combining BTKis with other agents, such as anti-CD20 mAbs  
(eg, obinutuzumab) or venetoclax, can further improve response 
rates and depth of remission 

— BTKi + anti-CD20 mAb: Superior PFS and response rates over 
BTKi alone, but with more pronounced normal B-cell depletion  
and immune suppression 

— BTKi + BCL-2 inhibitor: Synergistic effects, deeper remissions, and 
potential for fixed-duration therapy; especially relevant for patients 
seeking time-limited treatment 

n  Considering patient preference is key when personalizing  
treatment options 

n  Non-BTKi agents are useful in certain scenarios (toxicities, time on 
treatment, etc)  

BTKis have shifted the  
treatment paradigm 

by offering highly effective,  
oral, non-chemotherapy options  
that are now preferred for most  
patients, including those with  

high-risk cytogenetics.

Individualized treatment  
selection is critical, 

and pretreatment evaluation is  
essential for optimal outcomes.

Long-term remission in  
those with unmutated  

antibody genes is currently 
being evaluated.

Ibrutinib remains a  
foundational 1L therapy  

for CLL, 
demonstrating durable  

efficacy and manageable  
safety in long-term follow-up,  
particularly in patients with  

unmutated IGHV or  
del(17p)/TP53 alterations.

AE management,  
especially of  

cardiovascular events and 
bleeding risks, is key to  

maintaining adherence and  
treatment continuity;  
dose modification and  

close monitoring can improve  
tolerability.

Long-term planning  
should include discussion  
of sequencing and future  

treatment options,   
especially in younger patients  
or those likely to need multiple  
lines of therapy; understanding  

resistance mechanisms and  
later-line strategies is  

increasingly important.

Best candidates for  
fixed-duration BTKi therapy: 


