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The dilemma continue between 
long term therapy vs fixed duration
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Noncovalent

Several Covalent BTKi to Consider With Differences in BTKi 
Specificity, MOA, and Potential for Off-Target Effects 
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ASH 2023 updates on trials 
Front line BTKi

Ibrutinib NIH 10y
ELEVATE TN 6y

Captivate 5y
Glow 5y
GAIA 4y



Ibrutinib for CLL with TP53 alterations or for patients ≥ 65, 10 years 

Itsara A, et al. ASH 2023. Abstract 201.
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ELEVATE-TN Trial Design

Sharman J, et al. ASH 2023. Abstract 636.



PFS Update in ELEVATE-TN

Sharman J, et al. ASH 2023. Abstract 636.



Impact of del(17p) and/or TP53m by Treatment Arm

Sharman J, et al. ASH 2023. Abstract 636.



ASH 2023 updates and new trials 
Front line fixed duration

Captivate 5y
Glow 5y
GAIA 4y
FLAIR
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ASH 2023 updates on trials 
Relapsed/Refractory

Alpine 40m 
Bruin 30m



ALPINE Study Design

Brown J, et al. ASH 2023. Abstract 202.



Zanubrutinib: PFS Benefit at 39 Months

Brown J, et al. ASH 2023. Abstract 202.



Zanubrutinib: PFS Benefit at 39 Months in del17p/TP53

Brown J, et al. ASH 2023. Abstract 202.



Alpine: most common Adverse effects by grade

Brown J, et al. ASH 2023. Abstract 202.











ASH 2023 BTKi mutations data









Conclusions
§ Patient preferences and Individualized therapy should be taken into consideration to choose 

between fixed duration or tx until progression.  
§ Great options for front line CLL: Long term therapy

– First generation ibrutinib show great long term efficacy supported by multiple Phase III trials as well 
data for del17p/TP53 more discontinuation for AEs and CVs toxicity.

– Second gen BTKi, acalabrutinib also showing excellent data with better tolerability.
– Zanubrutinib now approved with great data in front line and good tolerability.

§ Great options for front line CLL: Fixed duration
– Obinutuzumab+venetoclax: great efficacy with deep MRD responses.
– Ibrutinib+venetoclax: approved in EU, new FLAIR data against FCR.
– Triple therapies trials ongoing but unclear benefits but GAIA showing better PFS in uIgHV for triple

§ Relapsed/Refractory CLL
– Zanubrutinib continue to show superiority to ibrutinib in Alpine
– BTK mutational profile will be an important tool to define BTKi sequencing
– Pirtobrutinib now approved after BTK and bcl2 exposure
– Others non covalent inhibitors on their way.
– Protein degraders entering Phase I/II
– CART pending possible approval and evaluation in a Phase III
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