MITIGATING AND

MANAGING

ADVERSE EVENTS
WITH BTK INHIBITORS IN

Elﬁ?'c L L

Practical Tips for

Oncology Teams

Covalent BTKis

Covalent BTKis have
revolutionized 1L treatment
for patients with CLL

 Highly effective, especially in
high-risk patients

Acalabrutinib
e Oral administration
* Non-chemotherapy Zanubrutinib

Concerns With Long-term BTKI Monotherapy

CV events Bleeding risk Other AEs

—

CV EVENTS

B BTKis may lower the threshold for
development of atrial fibrillation

— Not causal, but may unmask a
predilection for atrial fibrillation,

’ |
particularly in males with CV

disease or valvular deficiencies 7

RISK MITIGATION

"\ m Cardiology consult prior to initiating therapy

.@ B Perform an echocardiogram to look for left
atrial enlargement or valvular defects

BLEEDING RISK

B BTKis can impair platelet risk to seed

and induce platelet aggregation (similar 0
to effects of low-dose aspirin)

B Higher risk in those taking
anticoagulation therapy and in those
with very low platelet counts

RISK MITIGATION

"\ B Inform surgeons and patients’ other

Q healthcare providers

OTHER AEs

B Diarrhea B Skin changes

B Myalgia B Stomatitis 0§

B Cramps B Nail thinning V\\
RISK MITIGATION ,

"\ B Dose reductions

A@ B Switch BTKis

While there are subtle differences among the BTKis
in relative frequency of AEs, most AEs can be regarded
as a class effect.

BTKis + Anti-CD20 mADb or Ventoclax

Further improved More pronounced
response rates and B-cell depletion

depth of remission Immune suppression

All patients on BTKi therapy must be monitored closely
for AEs and infection.

Summary
AEs must be carefully monitored

AE management, especially CV events and
bleeding risks, is key to maintaining adherence
and treatment continuity

Dose modification and close monitoring
can improve tolerability

Abbreviations

1L: first-line

AE: adverse event

BTKi: Bruton tyrosine kinase inhibitor
CLL: chronic lymphocytic leukemia
CV: cardiovascular

mADb: monoclonal antibody

References

Acalabrutinib prescribing information. AstraZeneca; 2025.
https:/drd9vrdh9yh09.cloudfront.net/50fd68b9-106b-4550-b5d0-12b045f8b184/e2a005a7-65a0-4388-a671-
dc887815a938/e2a005a7-65a0-4388-a671-dc887815a938_viewable_rendition__v.pdf

Ibrutinib prescribing information. Janssen Biotech, Inc. and Pharmacyclics LLC; 2024.
https:/www.rxabbvie.com/pdf/imbruvica_pi.pdf

National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®).
Chronic lymphocytic leukemia/small lymphocytic lymphoma. Version 3.2025. April 2, 2025.
https://www.nccn.org/professionals/physician_gls/pdf/cll.pdf

Zanubrutinib prescribing information. BeOne Medicines USA; 2025.
https:/d1e94vsyskgtht.cloudfront.net/brukinsa/pdfs/brukinsa-prescribing-information.pdf



