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We Encourage Clinicians in Practice to Submit Questions 

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



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 
Results will be shown after everyone has answered.
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CAR T-Cell Therapy
• UNITY-CLL, TRANSCEND CLL 004 trials
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Acalabrutinib Met Primary Efficacy Endpoint in Head-to-Head Trial 
Against Ibrutinib for Chronic Lymphocytic Leukemia
Press Release — January 25, 2021

“Positive high-level results from the ELEVATE-RR Phase III trial showed acalabrutinib met the 
primary endpoint demonstrating non-inferior progression-free survival (PFS) for adults with 
previously treated, high-risk chronic lymphocytic leukemia (CLL) compared to ibrutinib.

The trial also met a key secondary endpoint for safety, showing patients treated with acalabrutinib 
had statistically significantly lower incidence of atrial fibrillation compared to patients treated with 
ibrutinib. Atrial fibrillation is an irregular heart rate that can increase the risk of stroke, heart 
failure and other heart-related complications. Further hierarchical testing revealed no difference 
for Grade 3 or higher infections or Richter’s transformation. There was a descriptive trend for 
numerically favorable overall survival. Overall, the safety and tolerability of acalabrutinib were 
consistent with the profile seen in the broader acalabrutinib clinical development program.

ELEVATE-RR is the first Phase III trial to compare two Bruton’s tyrosine kinase (BTK) inhibitors in 
patients with CLL, the most common type of leukemia in adults.”

https://www.astrazeneca.com/media-centre/press-releases/2021/calquence-met-primary-endpoint-against-ibrutinib.html





Ghia P et al. ASH 2020;Abstract 3140.

ASCEND Final Analysis: Progression-Free Survival





Brown JR et al. ASH 2020;Abstract 3146.

Pooled Analysis: Incidence of Cardiac Adverse Events with 
Acalabrutinib Monotherapy



Outcomes of First-Line Ibrutinib in Patients with 
Chronic Lymphocytic Leukemia/Small Lymphocytic 
Lymphoma and High-Risk Genomic Features with up 
to 6.5 Years of Follow-Up: Integrated Analysis of Two 
Phase 3 Studies (RESONATE-2 and iLLUMINATE)

Burger JA et al.
ASH 2020;Abstract 2220.



Integrated Analysis of RESONATE-2 and iLLUMINATE: Survival with Ibrutinib-
versus Chlorambucil-Based Therapy by Specified Genomic Risk Features

Burger JA et al. ASH 2020;Abstract 2220.



Abstract 542



Mato AR et al. ASH 2020;Abstract 542.



BRUIN: Efficacy
• ORR increased over time: PR/PR-L 63% to 86% from start of 

treatment to ≥10 months follow-up

• Median follow-up: 6 months (0.6-17.8+) for efficacy-
evaluablea pts

• 83 (94%) of responding patients with CLL/SLL are ongoing/in 
response 

- 5 responders discontinued: 4 for PD, 1 in PR electively 
underwent transplantation

Mato AR et al. ASH 2020;Abstract 542.

PFS

Response Rates All Patientsa
(N=139)

BTK Pre-Treated Patientsa
(n=121)

ORR, % (95% CI) 63 (55-71) 62 (53-71)

Best 
response, 
n (%)

CR 0 0
PR 69 (50) 57 (47)
PR-L 19 (14) 18 (15)
SD 45 (32) 41 (34)

Treatment 
Duration

Courtesy of Matthew S Davids, MD, MMSc



BRUIN: Safety

• No DLTs reported and MTD not reached
• 5 (1.5%) discontinued due to treatment-related AEs
• 200 mg QD selected as recommended phase 2 dose

Adverse Events, at All Doses and Patients 
(N=323), n (%)

Treatment-Emergent AEs, (≥10%)a Treatment-Related AEs

Any Grade Grade 1 Grade 2 Grade 3 Any Grade Grade 3/4 

Fatigue 65 (20) 40 (12) 22 (7) 3 (1) 27 (8) 2 (<1)

Diarrhea 55 (17) 45 (14) 10 (3) - 28 (9) -

Contusion 42 (13) 37 (12) 5 (2) - 29 (9) -

AEs of special interest, b,c

Bruising 53 (16) 48 (15) 5 (2) - 37 (12) -

Rash 35 (11) 30 (9) 5 (2) - 18 (6) -

Arthralgia 16 (5) 13 (4) 3 (1) - 5 (2) -

Hemorrhage 15 (5) 10 (3) 4 (1) 1 (<1)d 5 (2) -

Hypertension 15 (5) 2 (<1) 9 (3) 4 (1) 4 (1) -

AFib/Flutter 2 (<1) - 2 (<1)e - - -

Mato AR et al. ASH 2020. Abstract 542. Courtesy of Matthew S Davids, MD, MMSc



What is your usual preferred initial regimen for a 60-year-old
patient with CLL with IGHV mutation but without del(17p) or 
TP53 mutation who requires treatment? 

1. FCR
2. BR
3. Ibrutinib
4. Ibrutinib + rituximab
5. Acalabrutinib
6. Acalabrutinib + obinutuzumab
7. Venetoclax + obinutuzumab
8. Other



What is your usual preferred initial regimen for a 60-year-old
patient with IGHV-mutated CLL without del(17p) or TP53 
mutation who requires treatment? 

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

FCR or Ibrutinib

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

FCR 

FCR, Ibrutinib

FCR = fludarabine/cyclophosphamide/rituximab



What is your usual preferred initial regimen for a 60-year-old
patient with IGHV-unmutated CLL without del(17p) or TP53 
mutation who requires treatment? 

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib, Venetoclax + obinutuzumab



What is your usual preferred initial regimen for a 75-year-old
patient with CLL with IGHV mutation but without del(17p) or 
TP53 mutation who requires treatment? 

1. FCR
2. BR
3. Ibrutinib
4. Ibrutinib + rituximab
5. Acalabrutinib
6. Acalabrutinib + obinutuzumab
7. Venetoclax + obinutuzumab
8. Other



What is your usual preferred initial regimen for a 75-year-old
patient with IGHV-mutated CLL without del(17p) or TP53 
mutation who requires treatment? 

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib



What is your usual preferred initial regimen for a 75-year-old
patient with IGHV-unmutated CLL without del(17p) or TP53 
mutation who requires treatment?  

Acalabrutinib

Venetoclax + obinutuzumab

Acalabrutinib

Acalabrutinib + 
obinutuzumab

Venetoclax + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib

Venetoclax + obinutuzumab

Ibrutinib, Acalabrutinib



What is your usual preferred initial regimen for a 60-year-old
patient with del(17p) CLL who requires treatment?

1. FCR
2. BR
3. Ibrutinib
4. Ibrutinib + rituximab
5. Acalabrutinib
6. Acalabrutinib + obinutuzumab
7. Venetoclax + obinutuzumab
8. Other



What is your usual preferred initial regimen for a 60-year-old
patient with del(17p) CLL who requires treatment?

Acalabrutinib

Ibrutinib

Ibrutinib

Acalabrutinib + 
obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib + 
obinutuzumab

Acalabrutinib

Acalabrutinib

Ibrutinib, Venetoclax + obinutuzumab
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Abstract 125



MURANO: Survival

Kater AP et al. ASH 2020;Abstract 125. 



MURANO: Conclusions

Kater AP et al. ASH 2020;Abstract 125. 



Efficacy of Subsequent Novel Targeted Therapies, 
Including Repeated Venetoclax-Rituximab (VenR), in 
Patients with Relapsed/Refractory Chronic 
Lymphocytic Leukemia (R/R CLL) Previously Treated 
with Fixed-Duration VenR in the MURANO Study

Harrup R et al.
ASH 2020;Abstract 3139.



MURANO: TTNT with VenR versus BR

Harrup R et al. ASH 2020;Abstract 3139.



Efficacy of Subsequent Novel Targeted Therapies in Patients 
Treated on the MURANO Trial: Conclusions 

Harrup R et al. ASH 2020;Abstract 3139.





Study Design and Endpoints

Thompson MC et al. ASH 2020;Abstract 3136.



Conclusions

Thompson MC et al. ASH 2020;Abstract 3136.





TAP CLARITY: MRD4 in Bone Marrow After 12 Months 
(Primary Endpoint)

Munir T et al. ASH 2020;Abstract 124. 



TAP CLARITY: Adverse Events

Munir T et al. ASH 2020;Abstract 124. 



Abstract 123



CAPTIVATE MRD Cohort: Rates of uMRD with 12 Cycles of 
Ibrutinib and Venetoclax

Wierda WG et al. ASH 2020;Abstract 123. 



CAPTIVATE MRD Cohort: Conclusions

Wierda WG et al. ASH 2020;Abstract 123. 





Woyach JA et al. ASH 2020;Abstract 1312.

ACE-CL-003 Study Design 



Woyach JA et al. ASH 2020;Abstract 1312.

ACE-CL-003: Safety (Primary Endpoint)



Woyach JA et al. ASH 2020;Abstract 1312.

ACE-CL-003: Conclusions





Davids MS et al. ASH 2020;Abstract 2216.

Phase II Study of Acalabrutinib, Venetoclax and Obinutuzumab: 
Conclusions





Crombie JL et al. ASH 2020;Abstract 3141.

Phase I/II Study of Duvelisib and Venetoclax: Conclusions



What would be your most likely approach for a patient with newly 
diagnosed CLL to whom you decide to administer up-front 
venetoclax/obinutuzumab and who has detectable MRD after 
completing 1 year of treatment? 

1. Continue treatment
2. Discontinue treatment



What would be your most likely approach for a patient with 
newly diagnosed CLL to whom you decide to administer up-front 
venetoclax/obinutuzumab who has detectable MRD after 
completing 1 year of treatment? 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Discontinue treatment 

Continue treatment 

Discontinue treatment 

Continue treatment
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UNITY-CLL Phase III Study Design

• 421 total patients

• 57% TN

• 56% IGHV 
unmutated

• 10% del17p

Gribben JG et al. ASH 2020;Abstract 543.

Stratify 

R
A
N
D
O
M
I
Z
E

Chlorambucil 0.5 mg/kg d1 and 15 of cycles 1-6
Obinutuzumab 100 mg c1d1, 900 mg c1d2, 1000 mg 
c1d8 and 15, then 1000 mg day 1 of cycles 2-6

Stratification
• TN vs RR
• del17p

Umbralisib 800 mg daily C1D1 ongoing
Ublituximab C1 D1/2, 8, and 15, D1 of C2-6, and then 
D1 every 3 cycles following

CLL pts in 
need of 
therapy

Courtesy of Jennifer Woyach, MD



Umbralisib – Dual Inhibitor of PI3Kδ and CK1ε

Gribben JG et al. ASH 2020;Abstract 543.



UNITY-CLL: Progression-Free Survival (Primary Endpoint)

Gribben JG et al. ASH 2020;Abstract 543.



UNITY-CLL: Adverse Events 

Gribben JG et al. ASH 2020;Abstract 543.





Wierda WG et al. ASH 2020;Abstract 544; Siddiqi T et al. ASH 2020;Abstract 546.

TRANSCEND CLL 004: Study Design



TRANSCEND CLL 004 Study: Liso-cel with Ibrutinib

• 19 patients included

• Median 4 prior therapies

• 74% had BTKi as last therapy and 53% had also received venetoclax

• 74% CRS, 1 grade 3; 16% G3+ neurologic events

• ORR 95%, 47% CR/CRi

• 83% maintained response at 3 months

• 79% had uMRD in marrow

Wierda WG et al. ASH 2020;Abstract 544. Courtesy of Jennifer Woyach, MD



TRANSCEND CLL 004 Study: Liso-cel Monotherapy

• Study schema same as previous, but without ibrutinib

• 23 pts evaluable for safety, 22 for efficacy

• Median 6 prior therapies, all with prior ibr and 48% with ven too

• ORR 82%, CR/CRi 45%

• Median PFS 18 months, 5/8 progressions were RT

• G3+ CRS 9%, G3+ neuro events 22%

Siddiqi T et al. ASH 2020;Abstract 546. Courtesy of Jennifer Woyach, MD



ASH 2020;Abstract 545 



Benjamini O et al. ASH 2020;Abstract 545.  



Benjamini O et al. ASH 2020;Abstract 545.  



Benjamini O et al. ASH 2020;Abstract 545.  
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Thank you for joining us!

CME credit information will be emailed to each 
participant within 3 business days.


