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We Encourage Clinicians in Practice to Submit Questions

I8

Feel free to submit questions now before the program
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

-

Drag the white line above the submission box up to create
more space for your message.



Familiarizing Yourself with the Zoom Interface

-

Press Command (for Mac) or Control (for PC) and the + symbol.
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete
the Pre- and Postmeeting Surveys
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Thank you for joining us!

Information on how to obtain CME and ABIM MOC
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Questions and Comments: Integrating pirtobrutinib and
CAR T-cell therapy into the CLL treatment algorithm

Dr Tina Bhatnagar (Wheeling, West Virginia)



Which third-line therapy would you generally prefer for a patient with
double-refractory CLL?




Based on current clinical trial data and your personal experience, how would you
compare the global efficacy and tolerability/toxicity of pirtobrutinib to that of ibrutinib,
acalabrutinib and zanubrutinib for patients with relapsed/refractory (R/R) CLL?




To approximately how many patients with CLL have you adminstered
pirtobrutinib on or off protocol? Please describe the last patient with CLL to
whom you administered pirtobrutinib.

PR = partial response; PD = progression of disease



FDA Grants Accelerated Approval to Pirtobrutinib for CLL or
Small Lymphocytic Lymphoma (SLL)

Press Release: December 1, 2023

“...the Food and Drug Administration granted accelerated approval to pirtobrutinib for adults with
chronic lymphocytic leukemia or small lymphocytic lymphoma (CLL/SLL) who have received at least two
prior lines of therapy, including a BTK inhibitor and a BCL-2 inhibitor.

Efficacy was evaluated in BRUIN (NCT03740529], an open-label, international, single-arm, multicohort
trial that included 108 patients with CLL or SLL previously treated with at least two prior lines of therapy,
including a BTK inhibitor and a BCL-2 inhibitor.

Pirtobrutinib was administered orally at 200 mg once daily and was continued until disease progression
or unacceptable toxicity.

The main efficacy outcome measures were overall response rate (ORR) and duration of response (DOR),
as assessed by an independent review committee using 2018 iwCLL criteria.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-pirtobrutinib-chronic-
lymphocytic-leukemia-and-small-lymphocytic.



2023;389:33-44.



BRUIN: Pirtobrutinib Efficacy in Patients with CLL or SLL Who
Received Prior BTK Inhibitor Treatment

Overall response rate 73.3%

Mato et al. N Engl J Med 2023;389:33-44.



BRUIN: Responses

Mato et al. N Engl J Med 2023,389:33-44.



BRUIN: Progression-Free Survival in Overall Population

Mato et al. N Engl J Med 2023;389:33-44.



BRUIN: Progression-Free Survival in Patients Previously Treated
with a BTK Inhibitor with or without a Prior Bcl-2 Inhibitor

Mato et al. N Engl J Med 2023;389:33-44.



BRUIN CLL-321: An Ongoing Phase Il Trial of Pirtobrutinib
Monotherapy for Relapsed/Refractory CLL

N=250

Key Inclusion Criteria

Arm A
Pirtobrutinib

A
—

+ Confirmed CLL/SLL per iwCLL 20182
» Prior therapy with covalent BTKi
« Known 17p status
— If 17p status is unknown, local or central

FISH test results during screening can be
used

« 218 years of age and ECOG 0-2

200 mg oral, once daily

Arm B

Investigator’s Choice of Idelalisib / Rituximab, or
Bendamustine / Rituximab per labeled doses

Randomization

Patients in Arm B who have PD, as assessed by IRC, are allowed to crossover

Stratification factors
to Arm A

17p deletion (yes/no)
« Prior venetoclax treatment (yes/no)

Primary endpoint: Progression-free survival per iwCLL 2018 by IRC

iwCLL = International Workshop on Chronic Lymphocytic Leukemia; IRC = independent review committee; FISH = fluorescence in situ hybridization;
ECOG = Eastern Cooperative Oncology Group; PD = disease progression

Follows G et al. ASCO 2023;Abstract TPS7582. Hill M et al. SOHO 2022;Abstract CLL-114.



BRUIN CLL-322: An Ongoing Phase Il Trial of Pirtobrutinib and
Venetoclax/Rituximab for Relapsed/Refractory CLL

Primary endpoint: Progression-free survival per iwCLL 2018 by IRC

Eyre TA et al. ASCO 2023;Abstract TPS7583. Wierda WG et al. SOHO 2022;Abstract CLL-322.



Meet The Professor with Dr Davids

Module 1: Case Presentations

e Dr Brenner: A 70-year-old man with IGHV-unmutated CLL (trisomy 12, del[17p]) receives ibrutinib
for several years and is switched to acalabrutinib to lower the risk of cardiotoxicity

 Dr Bhatnagar: A 76-year-old man with relapsed atypical del(17p) CLL who previously received
ibrutinib receives venetoclax/obinutuzumab

* Dr Rupard: An 83-year-old woman with IGHV-mutated CLL begins treatment with zanubrutinib
and 6 months later develops altered mental status due to cryptococcal meningitis

* Dr Bachow: An 82-year-old woman with relapsed CLL (del[17p]/TP53 mutation) develops Stevens-
Johnson syndrome while receiving ibrutinib

* Dr Brenner: An 85-year-old woman with rising WBC counts and asymptomatic recurrence of CLL
(trisomy 12) receives rituximab with subsequent addition of venetoclax

e Dr Rupard: A 94-year-old man with del(13q) CLL under observation for 12 years begins treatment
with zanubrutinib and develops significant bruising/ecchymosis

* Dr Bhatnagar: A 79-year-old woman with relapsed del(13q) CLL receives acalabrutinib and
develops hyperleukocytosis



Case Presentation: A 70-year-old man with IGHV-unmutated
CLL (trisomy 12, del[17p]) receives ibrutinib for several years
and is switched to acalabrutinib to lower the risk of
cardiotoxicity

Dr Warren Brenner (Boca Raton, Florida)



Regulatory and reimbursement issues aside, what would be your preferred initial
regimen for a 70-year-old patient with IGHV-unmutated CLL who requires
treatment and has the mutation status described below?




Regulatory and reimbursement issues aside, what would be your preferred initial
regimen for a 70-year-old patient with IGHV-mutated CLL who requires treatment
and has the mutation status described below?




Approximately what proportion of your patients would prefer to receive
continuous therapy with a BTK inhibitor?




Case Presentation: A 76-year-old man with relapsed
atypical del(17p) CLL who previously received ibrutinib
receives venetoclax/obinutuzumab

Dr Tina Bhatnagar (Wheeling, West Virginia)



Regulatory and reimbursement issues aside, have you administered or would you
administer the regimens below as first-line treatment for a patient with CLL?

BTKi = BTK inhibitor



AMPLIFY: An Ongoing Phase Ill Trial of Fixed-Duration Acalabrutinib
and Venetoclax with or without Obinutuzumab for Previously
Untreated CLL without Del(17p) or TP53 Mutation

Trial identifier: NCT03836261 (active, not recruiting) Acalabrutinib
Estimated enroliment: 984
— +
Eligibility
venetoclax

Diagnosis of CLL requiring active
treatment

ECOG PS 0-2

Acalabrutinib + venetoclax +
obinutuzumab

No detected del(17p) or TP53
mutation

No prior CLL-specific therapies

Investigator choice of FCR or
bendamustine/rituximab

FCR = fludarabine, cyclophosphamide and rituximab
Primary endpoint: Progression-free survival by independent central review

www.clinicaltrials.gov. Accessed August 2024.



Positive High-Level Results from the Phase Il AMPLIFY Trial Announced
Press Release: July 29, 2024

“Positive high-level results from an interim analysis of the AMPLIFY Phase Il trial showed a fixed duration
of acalabrutinib in combination with venetoclax, with or without obinutuzumab, demonstrated a
statistically significant and clinically meaningful improvement in progression-free survival (PFS) compared
to standard-of-care chemoimmunotherapy in previously untreated adult patients with chronic
lymphocytic leukemia (CLL).

For the secondary endpoint of overall survival (OS), a trend was observed in favour of acalabrutinib in
combination with venetoclax, with or without obinutuzumab, versus standard-of-care
chemoimmunotherapy. The OS data were not mature at the time of this analysis and the trial will
continue to assess OS as a key secondary endpoint.

The safety and tolerability were consistent with the known safety profile of each medicine. No new safety
signals were identified, with low rates of cardiac toxicity observed. The data will be presented at a
forthcoming medical meeting and shared with global regulatory authorities.”

https://www.astrazeneca.com/media-centre/press-releases/2024/calquence-fixed-duration-combo-improved-1I-cll-pfs.html



At what point in the treatment course are you referring patients with multiregimen-
relapsed CLL for consultation regarding chimeric antigen receptor (CAR) T-cell therapy?



Case Presentation: An 83-year-old woman with IGHV-mutated
CLL begins treatment with zanubrutinib and 6 months later
develops altered mental status due to cryptococcal meningitis

Dr Erik Rupard (St George, Utah)



When you are going to administer a BTK inhibitor as initial treatment for a
patient with CLL, which would you generally prefer?



Based on current clinical trial data and/or your personal experience, how would
you compare the global efficacy and tolerability/toxicity of ibrutinib,
acalabrutinib and zanubrutinib for patients with newly diagnosed CLL?

*Bruising is similar among all 3. Less cardiac toxicity with acalabrutinib and zanubrutinib. More headache with acalabrutinib, more myelosuppression
with zanubrutinib



Case Presentation: An 82-year-old woman with relapsed
CLL (del[17p]/TP53 mutation) develops Stevens-Johnson
syndrome while receiving ibrutinib

Dr Spencer Bachow (Boca Raton, Florida)



Case Presentation: An 85-year-old woman with rising white
blood cell counts and asymptomatic recurrence of CLL (trisomy
12) receives rituximab with subsequent addition of venetoclax

Dr Warren Brenner (Boca Raton, Florida)



Case Presentation: A 94-year-old man with del(13q) CLL
under observation for 12 years begins treatment with
zanubrutinib and develops significant bruising/ecchymosis

Dr Erik Rupard (St George, Utah)



Case Presentation: A 79-year-old woman with relapsed
del(13q) CLL receives acalabrutinib and develops
hyperleukocytosis

Dr Tina Bhatnagar (Wheeling, West Virginia)
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Questions and Comments: Care of patients with Richter’s
transformation

Dr Erik Rupard (St George, Utah)



Regulatory and reimbursement issues aside, what treatment would you
recommend for a 75-year-old patient with IGHV-unmutated CLL and a TP53
mutation who developed Richter’s transformation?



Clin Adv Hematol Oncol 2023;21(8):449-51.



Summary of the Practical Management of Richter’s
Transformation in 2023

Davids MS. Clin Adv Hematol Oncol 2023;21(8):449-51.



Am Soc Clin Oncol Educ Book 2023:;43:e390804.



J Clin Oncol 2024;42(17):2071-9.



Lancet Haematol 2024 September;11(9):e682-92.



BRUIN Subgroup Analysis: Activity of Pirtobrutinib in Patients
with Richter’s Transformation (RT)

Overall response rate: 50%
Complete response rate: 13%
Partial response rate: 37%

n=82

e The most common grade 3 or worse adverse event was neutropenia (n = 19).

Wierda WG et al. Lancet Haematol 2024 September;11(9):e682-92.



FDA Grants Accelerated Approval to Lisocabtagene Maraleucel

for Relapsed/Refractory (R/R) CLL or SLL
Press Release: March 14, 2024

“... the US Food and Drug Administration (FDA) has granted accelerated approval of lisocabtagene
maraleucel (liso-cel), a CD19-directed chimeric antigen receptor (CAR) T cell therapy, for the treatment of
adult patients with relapsed or refractory chronic lymphocytic leukemia (CLL) or small lymphocytic
lymphoma (SLL) who have received at least two prior lines of therapy, including a Bruton tyrosine kinase
(BTK) inhibitor and a B-cell ymphoma 2 (BCL-2) inhibitor. This indication is approved under accelerated
approval based on response rate and duration of response. Continued approval for this indication may be
contingent upon verification and description of clinical benefit in confirmatory trial(s). In R/R CLL or SLL,
liso-cel is delivered through a treatment process which culminates in a one-time infusion with a single
dose containing 90 to 110 x 10® CAR-positive viable T cells.”

Accelerated approval was based on results from the Phase I/1l open-label, single-arm TRANSCEND CLL 004
study for patients with R/R CLL or SLL.

https://news.bms.com/news/details/2024/U.S.-FDA-Approves-Bristol-Myers-Squibbs-Breyanzi--as-the-First-and-Only-CAR-T-Cell-
Therapy-for-Adults-with-Relapsed-or-Refractory-Chronic-Lymphocytic-Leukemia-CLL-or-Small-Lymphocytic-Lymphoma-
SLL/default.aspx






TRANSCEND CLL 004: An Open-Label Phase I/1l Study Design

Siddiqi T et al. ASH 2023;Abstract 330.



TRANSCEND CLL 004 Efficacy Outcomes: Dose Level 2 (DL2) Only

ORR = overall response rate

Siddiqi T et al. ASH 2023;Abstract 330.



TRANSCEND CLL 004: Duration of Response by Best Overall Response

PEAS (BTKi progression/venetoclax failure subset)
Full Study Population at DL2 (n = 88) at DL2 (n = 50)

Siddiqi T et al. ASH 2023;Abstract 330.



TRANSCEND CLL 004: Cytokine Release Syndrome (CRS),
Neurological Events and Other AESIs

Siddiqi T et al. ASH 2023;Abstract 330.
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2023;7(9):1929-43,



Docking of Pirtobrutinib to BTK and Second-Site BTK Mutations Are
Associated with Resistance to Pirtobrutinib

Phylogenetic tree of clonal and subclonal architecture
of somatic mutations in a patient with CLL and
disease progression on pirtobrutinib

Naeem A et al. Blood Adv 2023;7(9):1929-43.



ASH 2023;Abstract 4623.



Our Approach

Naeem A et al. ASH 2023;Abstract 4623.



Characteristics of Acquired Resistance to BTK Inhibitors

Naeem A et al. ASH 2023;Abstract 4623.



C481S Clone Grows Slower on Ibrutinib Than on Acalabrutinib

Naeem A et al. ASH 2023;Abstract 4623.



Gatekeeper Mutation T4741 Grows and C481S Declines During
Pirtobrutinib Treatment

Naeem A et al. ASH 2023;Abstract 4623.



Conclusions

Naeem A et al. ASH 2023;Abstract 4623.



European Hematology Association (EHA)

June 8-11, 2023

Long-Term Safety with 212 Months of Pirtobrutinib in
Relapsed/Refractory (R/R) B-Cell Malignancies

Wojciech Jurczak (Presenter)!, Catherine C. Coombs?, Nirav N. Shah3,
Jennifer Woyach?, Chan Y. Cheah?®, Krish Patel%, Kami Maddocks*,
Yucai Wang’, Catherine E. Muehlenbeing, Chunxiao Wang®,
Sarang Abhyankar®, Donald E. Tsaié, Toby A. Eyre'?

'Maria Sklodowska-Curie National Research Institute of Oncology, Krakow, Poland; 2UCI Health, Orange, CA, USA; 3Medical College of
Wisconsin, Milwaukee, WI, USA; 4The Ohio State University Comprehensive Cancer Center, Columbus, USA; SLinear Clinical Research and
Sir Charles Gairdner Hospital, Perth, Australia; 6Center for Blood Disorders and Cellular Therapy, Swedish Cancer Institute, Seattle, WA, USA;
"Division of Hematology, Mayo Clinic, Rochester, MN, USA; 8Loxo@Lilly, Indianapolis, IN, USA; °Eli Lilly and Company, Indianapolis, IN, USA;
1090xford University Hospitals NHS Foundation Trust, Churchill Cancer Center, Oxford, United Kingdom



BRUIN: Pirtobrutinib Safety Profile in Patients with 212 Months
Treatment and in the Overall Safety Population

212 Months Treatment (N=326) All Patients (N=773)

. . Leading to Leddialite
Treatment Emergent AEs Any Grade Grade 23 Leading tq Lt_aadlng_ to Drug Any Grade Grade 23 Dose . Drt_xg .
(215%) TEAE TEAE Dose Reduction Discontinuation TEAE TEAE Reduction Discontinuatio
(%) (%) (%) (%) (%) (%) (%)

Fatigue 32.2 1.2 0 0 28.7 2.1 04 0.3
Diarrhea 30.7 1.2 0.3 0 24.2 0.9 0.3 0
Neutropenia? 29.8 23.9 3.1 0.6 25.0 20.3 21 0.5
Covid-19 28.5 4.3 0.3 0 16.7 2.7 0.1 0.4
Contusion 25.8 0 0.3 0 194 0 0.1 0
Cough 245 0 0 0 17.5 0.1 0.1 0
Back Pain 20.9 0.9 0 0 12.7 0.5 0 0
Headache 18.4 0.6 0 0 13.1 0.5 0.1 0
Upper Respiratory Tract Infection 18.1 0 0 0 9.8 0.1 0 0
Nausea 17.5 0.3 0 0 16.2 0.1 0.1 0.1
Dyspnea 17.2 0.6 0.3 0 15.5 1.0 0.1 0.1
Abdominal Pain 16.3 0.9 0 0 13.1 1.0 0 0.1
Constipation 16.3 0 0 0 13.6 0.3 0 0

Any Grade Grade 23 Leading to Leading to Drug Any Grade Grade 23 Leading to  Leading to Drug
AEs of Special Interest® TEAE TEAE Dose Reduction Discontinuation TEAE TEAE Dose Reduction Discontinuation

(%) (%) (%) (%) (%) (%) (%) (%)

Bruising® 30.7 0 0.3 0 23.7 0 0.1 0
Arthralgia 21.2 0.6 0 0 14.4 0.6 0 0
Rashd 19.6 0.3 0 0 12.7 0.5 0.3 0.1
Hemorrhage/ Hematoma® 16.6 21 0 0 1.4 1.8 0 0
Hypertension 16.0 3.4 0.3 0 9.2 2.3 0.1 0
Atrial fibrillation/ flutterf 2.8 0.9 0 0 2.8 1.2 0 0

Data cutoff date of 29 July 2022. 2Aggregate of neutropenia and neutrophil count decreased. PAEs of special interest are those that were previously associated with covalent BTK inhibitors.
cAggregate of contusion, petechiae, ecchymosis, and increased tendency to bruise. 4Aggregate of all preferred terms including rash. ¢Aggregate of all preferred terms including hematoma or
hemorrhage. fAggregate of atrial fibrillation and atrial flutter.

Jurczak W et al. EHA 2023;Abstract P618.



BRUIN: Selected Adverse Events (AEs) of Special Interest

All Patients (n=773) 2 12 months Treatment (n=326)

Data cutoff date of 29 July 2022. 2AEs of special interest are those that were previously associated with covalent BTK inhibitors. PAggregate of contusion, petechiae,

ecchymosis, and increased tendency to bruise. ¢Aggregate of all preferred terms including rash. ¢Aggregate of all preferred terms including hematoma or hemorrhage.
eAggregate of atrial fibrillation and atrial flutter.

Among the 326 patients who received 212 months treatment:

. Most TEAEs and AEs of special interest were low grade and did not lead to dose reduction or discontinuation
. 42% of the patients with treatment-emergent hypertension had a pre-existing medical history of hypertension

. In total, across all TEAESs, dose reduction or discontinuation occurred in 23 (7%) and 11 (3%) patients, respectively
. With additional treatment, the rates of selected AEs of special interest did not show clinically meaningful increases,
particularly Grade 23

TEAEs = treatment-emergent adverse events

Jurczak W et al. EHA 2023;Abstract P618.



Blood Adv 2024:8(13):3345-59.



REGULAR ARTICLE © blood advances

An indirect comparison of acalabrutinib with and without
obinutuzumab vs zanubrutinib in treatment-naive CLL

Adam S. Kittai,"* John N. Allan,>* Dan James,” Helen Bridge,” Miguel Miranda,* Alan S. M. Yong,” Fady Fam,* Jack Roos,”
Vikram Shetty,” Alan Skarbnik,”" and Matthew S. Davids™"'

2024:8(11):2861-9.






Therapeutic Targeting of Apoptosis and Mechanisms of
Resistance to Bcl-2 Inhibition

Ahn IE, Davids MS. Semin Hematol 2024;61(2):109-18.



Clin Cancer Res. 2024 Febmary 01; 30(3): 471-473. do1:10.1158/1078-0432 CCR-23-2872.

Overcoming Resistance in Chronic Lymphocytic Leukemia —
Maybe Less is More?

Othman Al-Sawaf!-23 Matthew S. Davids?



SAVE (Safe Accelerated Venetoclax Escalation): Initial Results
of a Prospective, Phase Ib Study of Venetoclax with an
Accelerated Dose Ramp-Up in Patients with CLL

Crombie JL et al.
ASCO 2023;Abstract 7512.



2024 August 8;[Online ahead of print].



Meet The Professor with Dr Davids

Introduction: Is CLL the New CML? Cases We Didn’t Hear About Last Week

Module 1: Case Presentations

Module 2: Transformed CLL; CAR T-Cell Therapy

Module 3: Journal Club with Dr Davids

Module 4: Appendix




Selection of First-Line Therapy for
Patients with Chronic Lymphocytic Leukemia (CLL)



Final Analysis of the RESONATE-2 Study: Up to 10
Years of Follow-Up of First-Line Ibrutinib Treatment in
Patients with Chronic Lymphocytic Leukemia/Small
Lymphocytic Lymphoma

Burger J et al.

EHA 2024;Abstract P670.

Author Conclusions: With the longest follow-up to date from a phase 3 study of any targeted therapy for CLL/SLL,
this final analysis of the landmark RESONATE-2 study defines median PFS and demonstrates continued OS benefit of
single-agent ibrutinib (lbr) treatment for patients with previously untreated disease, including those with high-risk
genomic features. Median PFS was significantly longer with Ibr versus chlorambucil, and responses to Ibr were
sustained over time. At study completion, 27% of patients remained on Ibr, AE rates were stable, and no new safety
signals emerged since the prior report. Sustained efficacy and tolerability of first-line Ibr treatment reinforces the
favorable benefit-risk profile.







ELEVATE-TN 6-Year Follow-Up: Progression-Free Survival

Sharman JP et al. ASH 2023;Abstract 636.



ELEVATE-TN 6-Year Follow-Up: Author Conclusions

did not achieve a complete response

Sharman JP et al. ASH 2023;Abstract 636.



Blood 2024 July 10;[Online ahead of print].



CLL14 6-Year Follow-Up: Survival

Progression-free survival Overall survival

Al-Sawaf OA et al. Blood 2024 July 10;[Online ahead of print].



Abstract 634

First-Line Fixed-Duration Ibrutinib Plus
Venetoclax (Ibr+Ven) Versus Chlorambucil
Plus Obinutuzumab (Clb+0): Up to 5 Years'
Follow-up From the GLOW Study
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GLOW: Investigator-Assessed PFS at 57 Months of Study Follow-Up

Moreno C et al. ASH 2023;Abstract 634.



GLOW: Investigator-Assessed PFS by Minimal Residual Disease (MRD)
Status at 3 Months After End of Treatment (EOT+3)

* Asimilar high PFS rate was observed with Ibr + Ven for patients with unmutated IGHV who had
uMRD at EOT+3, whereas those with MRD >10* had a lower PFS rate

Moreno C et al. ASH 2023;Abstract 634.



GLOW: Undetectable MRD Rates 3 Years After Treatment with
Ibrutinib and Venetoclax

Moreno C et al. ASH 2023;Abstract 634.



GLOW: Overall Survival at 57 Months of Study Follow-Up

Overall Survival (ITT)

lbr+Ven

87.5% 84.5%

* Ibr+Ven reduced the risk of death by 55%
versus Clb+0

- HR 0.453 (95% Cl, 0.261-0.785),

£
$ 0.0038
g ., 63.7% p=0.
L]
[
g 34 + Estimated 54-month OS rates:
O - -
50 - - 84.5% for patients treated with Ibr+Ven
101 - 63.7% for patients treated with Clb+0O
D I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60
Datients at ick Months from date of randomization
lbr+Ven 106 100 a5 94 a4 93 o 89 a7 74 19
Clb+0 105 103 103 100 a3 90 86 79 70 57 17

Moreno C et al. ASH 2023;Abstract 634.



Optimal Management of Adverse Events (AEs) with BTK and Bcl-2
Inhibitors; Considerations for Special Patient Populations



Incidence and Management Recommendations for Select BTK
Inhibitor-Associated Cardiologic Adverse Events and Bleeding

Adverse event

BTK inhibitor

Incidence

Any grade, Grade 23

Management

Atrial fibrillation

Ibrutinib

16%, 2%-5%

Acalabrutinib

6%-9%, 1%-5%

Zanubrutinib

3%-6%, <1%

Pirtobrutinib

2.8%, 1.2%

Avoid stroke; anticoagulation

Better symptom control: rate vs rhythm
Cardiovascular and other comorbidity
management

Hypertension

Ibrutinib

16%-23%, 8%-12%

Acalabrutinib

7%-9%, 3%-4%

Zanubrutinib

14%-17%, 6%-15%

Pirtobrutinib

9.2%, 2.3%

Correct predisposing factors
Antihypertensive therapy

Bleeding

Ibrutinib

36%-51%, 3%-4%

Acalabrutinib

36%-51%, 3%

Zanubrutinib

36%-45%, 3%

Pirtobrutinib

Minor bleeding: no intervention

Major bleeding:

* Consider treatment discontinuation

* Platelet transfusions regardless of
platelet counts

Galitzia A et al. Cancers 2024;16:1996; Jurczak W et al. EHA 2023;Abstract P618.




Incidence and Management Recommendations for Select BTK
Inhibitor-Associated Noncardiovascular Adverse Events

Adverse event

Neutropenia

BTK inhibitor
Ibrutinib

Incidence

Any grade, Grade 23

25%-39%, 13%-31%

Acalabrutinib

21%-23%, 13%-19%

Zanubrutinib

37%-34%, 15%-19%

Pirtobrutinib

25%, 20.3%

Management

Growth factor support

Ibrutinib

22%-59%, <1%-4%

Acalabrutinib

18%-39%, 1%-5%

Symptomatic treatments and dose
adjustments

Zanubrutinib

11%-12%, 0%-1%

Pirtobrutinib

13.1%, 0.5%

Diarrhea — o — Dietary modifications, hydration, anti-
Zanubrutinib 14%-18%, <1%-2% diarrheal medications
Pirtobrutinib 24.2%, 0%-9% Probiotics
Ibrutinib 14%-18%, 1%-2%
Acalabrutinib 22%-39%, <1% Moderate dose of caffeine or
Headache

acetaminophen

Galitzia A et al. Cancers 2024;16:1996; Jurczak W et al. EHA 2023;Abstract P618.




Venetoclax Dose Initiation

Courtesy of Matthew S Davids, MD, MMSc



TLS Risk with Venetoclax Is a Continuum Based on Multiple Factors

Courtesy of Matthew S Davids, MD, MMSc
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Practical Perspectives: Optimizing Diagnosis and
Treatment for Patients with Desmoid Tumors

A CME/MOC-Accredited Live Webinar

Tuesday, September 24, 2024
5:00 PM -6:00 PM ET

Faculty
Thierry Alcindor, MD, MSc
Mrinal Gounder, MD

Moderator
Neil Love, MD



Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback
is very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME and
ABIM MOC credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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