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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.



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

Increase chat font size

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

CME credit information will be emailed 
to each participant shortly.
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Agenda

Module 1: Treatment of CLL in 2021
• How do you think through first-line therapy for a patient with CLL who is younger and fit?

• How do you think through first-line therapy for a patient with CLL who is older and frail?

• How do you think through first-line therapy for a patient with high-risk CLL (eg, deletion 17p)?

• What is the most effective strategy to mitigate the risk of tumor lysis syndrome with venetoclax
and/or obinutuzumab?

• How do you choose among the available BTK inhibitors for the treatment of CLL?

• What is the role of MRD assessment in the management of CLL?

• How do you approach COVID-19 prevention for patients with CLL?

Module 2: Future Treatment of CLL
• What is the future role of BTK inhibitors combined with venetoclax in the management of CLL?

• What is the future role of pirtobrutinib (LOXO 305) in the management of CLL?

• What is the current and future role of CAR T-cell therapy?
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How do you think through first-line therapy 
for a patient with CLL who is younger and fit? 

(Do you continue to use the “pre-novel therapy era” 
criteria when initiating treatment for CLL?)



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

1. FCR
2. Ibrutinib +/- CD20 antibody
3. Acalabrutinib +/- CD20 antibody
4. Zanubrutinib 
5. Venetoclax + obinutuzumab
6. Venetoclax + ibrutinib
7. Other 



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? 

Survey of 25 US-based clinical investigators

Acalabrutinib 

Acalabrutinib + obinutuzumab

Venetoclax + obinutuzumab

Acalabrutinib or venetoclax
+ obinutuzumab

Ibrutinib 

15

5

2

2

1
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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? 

Survey of 25 US-based clinical investigators

Fludarabine/
cyclophosphamide/

rituximab (FCR) 
Acalabrutinib 

Venetoclax + obinutuzumab

Ibrutinib 

Acalabrutinib or venetoclax
+ obinutuzumab

15

4

4

1

1



Case Presentation: Dr Smith – 64-year-old man with 
IGHV-unmutated CLL
• 64-year-old man, evaluated for increasing fatigue, found to have on exam bilateral neck and 

axillary adenopathy 2-3 cm, palpable spleen tip. 
• Labs showed WBC 32.9, 90% small lymphocytes. Hgb 11.5, platelets 175. Chemistry panel 

normal, LDH normal. Immunoglobulins normal. Thyroid function normal.
• Flow cytometry consistent with CLL.
• FISH trisomy 12, no del17p.
• IGHV unmutated.
• Two months later, worsening fatigue though still working (senior partner in a law firm), so ECOG 

PS 1, nodes on exam significantly increased in number and size, bilateral neck/supraclavicular.
• WBC 40.2, ALC 36, Hgb 11.3 platelets 179.
• CT with multiple bilateral 3-4 cm cervical and supraclavicular, 5 cm axillary nodes, 2-3 cm 

retroperitoneal nodes.
• Discussed whether to start treatment and, if so, options.
• Elected venetoclax-obinutuzumab per CLL14 regimen.
• Has had good response, minimal toxicity. 
• Managed the initial 8 weeks in terms of TLS risk and tried to minimize visits to the clinic.



Case Presentation: Dr Thompson – 36-year-old man 
with IGHV-unmutated CLL

• 36M, diagnosed in 2011, aged 27. Asymptomatic, WBC 52.
• Came to MDA for discussion of treatment options in early 2020 just at the 

dawn of the COVID-19 pandemic.
• WBC 366.9, Hgb 10.4, Plt 129.
• Asymptomatic. Keen outdoorsman. Minimal lymphadenopathy, but spleen 

palpable 8-10cm below costal margin in mid-clavicular line.
• Unmutated IGHV (VH3-21, 0%). Negative FISH, no mutations on NGS panel.



Case Presentation: Dr Thompson – 36-year-old man 
with IGHV-unmutated CLL (continued)
• Chemotherapy not considered due to unmutated IGHV.
• Discussed:

1. Time-limited venetoclax + obinutuzumab.
2. Ibrutinib +/- rituximab or obinutuzumab.
3. Acalabrutinib +/- obinutuzumab.

• Patient desired a “low-touch” therapy with minimal immunosuppression 
due to COVID-19 pandemic. 
• Proceeded with acalabrutinib monotherapy.
• Currently doing very well, with mild residual lymphocytosis, normalization 

of hemoglobin and platelet count, resolution of splenomegaly.
• Advised to avoid double black diamond runs when snowboarding (!)



Case Presentation: Dr Sharman – 67-year-old woman 
with IGHV-mutated, trisomy 12, TP53 wild-type CLL

Unusual presentation of symptomatic CLL treated with obinutuzumab/venetoclax:  
• 67-year-old woman followed for several years with asymptomatic CLL.  
• IGHV mutated, trisomy 12, TP53 wt.  
• Stable blood counts with WBC 50K, Hgb 12, Plt 240k.  
• Interestingly, developed myositis with elevated CPK and proximal weakness.  
• Difficulty rising from chair or lifting arms above head. Seen by neurology – unclear 

relationship to CLL.  
• Elected to treat in case there was relationship – symptoms improved with treatment.



How do you think through first-line therapy for a patient 
with CLL who is older and frail?



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

1. FCR
2. Ibrutinib +/- CD20 antibody
3. Acalabrutinib +/- CD20 antibody
4. Zanubrutinib 
5. Venetoclax + obinutuzumab
6. Venetoclax + ibrutinib
7. Other 



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? 

Survey of 25 US-based clinical investigators

Acalabrutinib 

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib + obinutuzumab

Ibrutinib + rituximab 

14

6

1

1

1

Acalabrutinib or venetoclax
+ obinutuzumab

Zanubrutinib 

1

1



What is your usual preferred initial regimen for a 75-year-old patient 
with IGHV-mutated chronic lymphocytic leukemia without del(17p) or 
TP53 mutation who requires treatment?
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2. Ibrutinib +/- CD20 antibody
3. Acalabrutinib +/- CD20 antibody
4. Zanubrutinib 
5. Venetoclax + obinutuzumab
6. Venetoclax + ibrutinib
7. Other 



What is your usual preferred initial regimen for a 75-year-old
patient with CLL with IGHV mutation but no del(17p) or TP53 
mutation who requires treatment? 

Survey of 25 US-based clinical investigators

Acalabrutinib 

Ibrutinib 

Venetoclax + obinutuzumab

Acalabrutinib or venetoclax
+ obinutuzumab

Zanubrutinib 

14

5

3

1

1

Obinutuzumab 1



Case Presentation: Dr Thompson – 70-year-old man 
with IGHV-unmutated CLL
• 70M
• Diagnosed CLL 1998. Unmutated IGHV, del(13q).
• FCR x6 2005. Achieved CR.
• Asymptomatic relapse 8/2012. Observed until 3/2015. Started ibrutinib on a clinical trial 

(aged 64), in combination with rituximab.
• Rapid clinical response with resolution of lymphadenopathy and normalization of 

hematologic parameters. 
• 5/2015, developed paroxysmal AF, with rapid ventricular rate, but no other symptoms. 

Continued to have episodes with ventricular rate in the 130—140s. Treated with escalating 
doses of metoprolol succinate (up to 150mg/d), then stopped ibrutinib 6/2015 due to 
persistent AF with uncontrolled ventricular rate.

• Structurally normal heart on echo. No significant symptoms other than palpitations. Normal 
TFTs, electrolytes.

• CHA2-DS2-Vasc score of 1 (hypertension) – no anticoagulation.



Case Presentation: Dr Thompson – 70-year-old man 
with IGHV-unmutated CLL (continued)

• 7/2015. After >1 month with no recurrence, resumed at 140mg/d. Continued metoprolol 
succinate 150mg/d. 

• Continued to have PAF, ~1/month, mostly at night. No symptoms other than palpitations. 
Rate well controlled (80-90).

• 12/2015. Escalated dose back to 280mg/d. 
• 2/2016. Escalated dose to 420mg/d. 2 days later, had an episode of AF with rate 130, 

associated with atypical chest pain.
• Serial troponin negative. Coronary arteries normal. 
• Patient unwilling to resume ibrutinib at low dose given resolution of problematic migratory 

arthralgias since stopping drug.
• Current status (2021) – gradual, asymptomatic disease progression (LDT ~18m, low-volume 

lymphadenopathy). Continues in observation with no disease-related symptoms 5y after 
ibrutinib cessation.



How do you think through first-line therapy for 
a patient with high-risk CLL (eg, deletion 17p)?



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

1. FCR
2. Ibrutinib +/- CD20 antibody
3. Acalabrutinib +/- CD20 antibody
4. Zanubrutinib 
5. Venetoclax + obinutuzumab
6. Venetoclax + ibrutinib
7. Other 



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

Survey of 25 US-based clinical investigators

Acalabrutinib + obinutuzumab

Ibrutinib 

Acalabrutinib 

Zanubrutinib 

Venetoclax + obinutuzumab

11

7

4

2

1



What is the most effective strategy to mitigate the risk of tumor 
lysis syndrome (TLS) with venetoclax and/or obinutuzumab?



Case Presentation: Dr Smith – 68-year-old woman 
with IGHV-unmutated CLL
• 68-year-old woman with CLL, WBC 140,000, ANC 1.9, Hgb 10.9, platelets 

101,000, del11q on FISH, unmutated IGHV, diffuse small adenopathy. Counts 
had been falling over 12 months.

• Started on venetoclax-obinutuzumab. During initial obinutuzumab, ALC fell to 
16,000 but ANC to 0.9, Hgb and platelets stable. 

• We delayed start of venetoclax 1 week, still had persistent borderline ANC 
during ramp-up that prolonged that process and required G-CSF. 

• Was able to get to full dose. 

• Month 3, ALC normal, Hgb 12.0 and platelets 155,000, but ANC 1.4 and 
hospitalized with pneumococcal pneumonia. 
• Responded to antibiotic therapy and a dose of IVIG for 

hypogammaglobulinemia. 

• Now continues on CLL therapy, ANC 2-3, no additional infections.



Case Presentation: Dr Sharman – 71-year-old man with 
IGHV-unmutated, trisomy 12, NOTCH1-mutated, TP53 
wild-type CLL
• 71-year-old attorney with disabling fatigue.  
• Had to cut back on work hours due to his CLL.  
• Diagnosed in 2017 with CLL, IGHV unmutated, trisomy 12, TP53 wild type, NOTCH1 

mutated.  
• Developed progressive adenopathy, bulky retroperitoneal disease >10cm. WBC only 

24K, Hgb 11, Plt 100K.  
• Started on “debulking protocol” with obinutuzumab for 2 months and re-staging prior 

to initiating venetoclax.  
• Required 4 months of obi prior to starting ven.
• After venetoclax ramp up, which was done as outpatient, developed neutropenia.  

Responded well to WBC growth factors. No dose reduction needed.



How do you choose among the available BTK inhibitors 
for the treatment of CLL?



Regulatory and reimbursement issues aside, when you are going 
to administer a BTK inhibitor as initial treatment for a patient with 
CLL, which would you generally prefer? 

Survey of 25 US-based clinical investigators

Zanubrutinib 

Ibrutinib 

Acalabrutinib 

7

3

15



Which second-line systemic therapy would you recommend for a 
60-year-old patient with IGHV-unmutated CLL without del(17p) 
or TP53 mutation who responds to ibrutinib and then 
experiences disease progression 3 years later?

1. FCR
2. Acalabrutinib
3. Acalabrutinib + obinutuzumab
4. Venetoclax
5. Venetoclax + rituximab
6. Venetoclax + obinutuzumab
7. A PI3K inhibitor 
8. Other



Which second-line systemic therapy would you recommend for 
a 60-year-old patient with IGHV-unmutated CLL without del(17p) 
or TP53 mutation who responds to ibrutinib and then 
experiences disease progression 3 years later? 

Survey of 25 US-based clinical investigators

Venetoclax + obinutuzumab

Acalabrutinib 

Venetoclax + rituximab 

Venetoclax + BTK inhibitor 

Venetoclax

15

7

1

1

1



What is the role of MRD assessment in the management of CLL?



For patients with CLL who are receiving obinutuzumab/venetoclax as initial 
therapy, do you generally order a minimal residual disease (MRD) assay at the 
end of 12 months? 

Survey of 25 US-based clinical investigators

Yes 20

What would be your most likely approach for a patient with newly diagnosed 
CLL who receives up-front venetoclax/obinutuzumab and 1 year after 
completing treatment has...

Discontinue treatment 

Continue treatment 13

12

Discontinue treatment 
25

Detectable MRD

Undetectable MRD



How do you approach COVID-19 prevention for patients with CLL?
How do you manage patients with CLL who develop COVID-19?



Key Recent Data Sets



Lancet Oncol 2020;21(9):1188-200. 



CLL14: Updated 4-Year PFS

Al-Sawaf O et al. ASH 2020;Abstract 127 . 

Median observation time: 52.4 months



CLL14: Clonal Dynamics After Venetoclax-Obinutuzumab Therapy

MRD by NGS at EOT • About 1/3 of patients had a 
continued reduction in MRD 
from C7 onward

• Some patients have deep 
responses that deepen 
even further

• At EOT some were MRD+ 
(black box) – would more 
treatment help?

Of 20 pts with known PB MRD+ status at EOT:

MRD During and After Ven-Obi

Al-Sawaf O et al. ASH 2020. Abstract 127 Courtesy of Prof John G Gribben, MD, DSc, FMedSci



TLS Risk with Venetoclax Is a Continuum Based on Multiple Factors

Courtesy of Matthew S Davids, MD, MMSc



Venetoclax Dose Initiation

Courtesy of Matthew S Davids, MD, MMSc



Venetoclax: TLS Prophylaxis and Monitoring

Courtesy of Matthew S Davids, MD, MMSc



Zanubrutinib

ARQ-531 (MK-1026) Pirtobrutinib (LOXO-305)

Overview of BTK Inhibitors in CLL
Irreversible

Reversible

Courtesy of Matthew S Davids, MD, MMSc



Lancet 2020;395(10232):1278-91.



ELEVATE-TN: PFS (IRC)

Sharman JP et al. Lancet 2020;395:1278-91.
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Median (95% CI) Hazard ratio p-value



J Clin Oncol 2021;[Online ahead of print].



Byrd JC et al. J Clin Oncol 2021;[Online ahead of print]; ASCO 2021;Abstract 7500.

ELEVATE-RR: Primary Endpoint – Noninferiority Met on 
IRC-Assessed PFS



Byrd JC et al. J Clin Oncol 2021;[Online ahead of print]; ASCO 2021;Abstract 7500.

ELEVATE-RR: Cumulative Incidences of Atrial Fibrillation and 
Hypertension with Acalabrutinib versus Ibrutinib

Atrial Fibrillation Hypertension

Acalabrutinib:Ibrutinib
HR (95% CI): 0.52 (0.32 to 0.86)

Acalabrutinib:Ibrutinib
HR (95% CI): 0.34 (0.21 to 0.54)



ELEVATE-RR: Adverse Events of Special Interest

Byrd JC et al. ASCO 2021;Abstract 7500.

Adverse events (AEs)

Acalabrutinib (n = 266) Ibrutinib (n = 263)

Any grade Grade ≥3 Any grade Grade ≥3
Cardiac events 24.1% 8.6% 30.0% 9.5%
Atrial fibrillation 9.4% 4.9% 16.0% 3.8%
Ventricular tachyarrhythmias 0 0 0.4% 0.4%
Hypertension 9.4% 4.1% 23.2% 9.1%
Bleeding events 38.0% 3.8% 51.3% 4.6%
Major bleeding events 4.5% 3.8% 5.3% 4.6%
Infections 78.2% 30.8% 81.4% 30.0%
SPMs 9.0% 6.0% 7.6% 5.3%
Headache 34.6% 20.2%
AEs leading to treatment discontinuation 14.7% 21.3%
SPMs = Second primary malignancies, excluding nonmelanoma skin cancers



“The SEQUOIA trial met the primary endpoint at interim analysis, with zanubrutinib
significantly prolonging progression-free survival compared to chemoimmunotherapy, and 
safety and tolerability consistent with its known profile. SEQUOIA is the second positive global 
Phase 3 trial of zanubrutinib in chronic lymphocytic leukemia, following ALPINE in the relapsed 
or refractory setting. 

With a median follow-up of 25.8 months, the SEQUOIA trial met the primary endpoint of 
progression-free survival (PFS) as assessed by independent review committee (IRC), as 
zanubrutinib achieved a highly statistically significant improvement in PFS compared to B + R. 

In addition, the trial demonstrated a statistically significant improvement in PFS per 
investigator assessment, a secondary endpoint. Zanubrutinib was also generally well-tolerated, 
consistent with its known safety profile.”

https://www.businesswire.com/news/home/20210729006225/en/BeiGene-Announces-Positive-Topline-Results-from-Phase-3-SEQUOIA-Trial-
Comparing-BRUKINSA%C2%AE-Zanubrutinib-to-Bendamustine-Plus-Rituximab-in-Patients-with-Treatment-Na%C3%AFve-Chronic-Lymphocytic-Leukemia

Positive Topline Results Announced from the Phase III SEQUOIA Trial: 
Zanubrutinib versus BR for Treatment-Naïve CLL
Press Release: July 29, 2021



J Clin Oncol 2021;Online ahead of print



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Primary Endpoint – ORR by Investigator Assessment
Zanubrutinib (n = 207), n (%) Ibrutinib (n = 208), n (%)

Primary endpoint:
ORR (PR + CR)

162 (78.3)
95% CI: 72.0, 83.7

130 (62.5)
95% CI: 55.5, 69.1

Superiority 2-sided p = 0.0006 compared with prespecified alpha of 0.0099

CR/CRi 4 (1.9) 3 (1.4)

nPR 1 (0.5) 0

PR 157 (75.8) 127 (61.1)

ORR (PR-L + PR + CR) 183 (88.4) 169 (81.3)

PR-L 21 (10.1) 39 (18.8)

SD 17 (8.2) 28 (13.5)

PD 1 (0.5) 2 (1.0)

Discontinued or new therapy 
prior to first assessment 6 (2.9) 9 (4.3)

Del(17p) (n = 24), n (%) Del(17p) (n = 26), n (%)

ORR (PC + CR) 20 (83.3) 14 (53.8)



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: PFS by Investigator Assessment

• Although not a pre-
specified analysis, the 
overall 12-month PFS was 
higher with zanubrutinib 
vs ibrutinib (94.9% vs 
84.0%)
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Censored

12-month landmark event free rate:
Zanubrutinib 94.9%
Ibrutinib 84.0%
HR 0.40 (95% CI 0.23-0.69)
2-sided p = 0.0007*

*Not a prespecified analysis; formal analysis of PFS will be based on all patients when the target number of events are reached.

Patients at Risk

Zanubrutinib 207 200 194 190 152 70 19

Ibrutinib 208 196 188 170 125 57 8



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Incidence of Atrial Fibrillation with Zanubrutinib 
versus Ibrutinib

Ibrutinib

Zanubrutinib

Censored+

Zanubrutinib 2.5%
Ibrutinib 10.1%
2-sided p = 0.0014
Compared with prespecified alpha of 0.0099 
for interim analysis
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Patients at Risk

Zanubrutinib 204 197 194 190 187 114 40 9 0 0

Ibrutinib 207 190 179 168 160 91 26 3 3 0



Hillmen P et al. EHA 2021;Abstract LB1900.

ALPINE: Adverse Events of Special Interest

Safety Analysis Population Zanubrutinib (n=204), n (%) Ibrutinib (n=207), n (%)

Any grade Grade ≥3 Any grade Grade ≥3

Cardiac disordersa 28 (13.7) 5 (2.5) 52 (25.1) 14 (6.8)
Atrial fibrillation and flutter (key 
2º endpoint) 5 (2.5) 2 (1.0) 21 (10.1) 4 (1.9)

Hemorrhage
Major hemorrhageb

73 (35.8)
6 (2.9)

6 (2.9)
6 (2.9)

75 (36.2)
8 (3.9)

6 (2.9) 
6 (2.9)

Hypertension 34 (16.7) 22 (10.8) 34 (16.4) 22 (10.6)
Infections 122 (59.8) 26 (12.7) 131 (63.3) 37 (17.9)
Neutropeniac 58 (28.4) 38 (18.6) 45 (21.7) 31 (15.0)

Thrombocytopeniac 19 (9.3) 7 (3.4) 26 (12.6) 7 (3.4)

Secondary primary malignancies
Skin cancers

17 (8.3)
7 (3.4)

10 (4.9)
3 (1.5)

13 (6.3)
10 (4.8)

4 (1.9)
2 (1.0)

aCardiac disorders leading to treatment discontinuation: zanubrutinib 0 patients and ibrutinib 7 (3.4%) patients.
bIncludes serious or Grade ≥3 hemorrhage or any Grade CNS hemorrhage
cPooled terms including neutropenia, neutrophil count decreased, and febrile neutropenia; thrombocytopenia and platelet count decreased.



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.





Study Design and Endpoints

Thompson MC et al. ASH 2020;Abstract 3136.



Conclusions

Thompson MC et al. ASH 2020;Abstract 3136.



Agenda

Module 1: Treatment of CLL in 2021
• How do you think through first-line therapy for a patient with CLL who is younger and fit?

• How do you think through first-line therapy for a patient with CLL who is older and frail?

• How do you think through first-line therapy for a patient with high-risk CLL (eg, deletion 17p)?

• What is the most effective strategy to mitigate the risk of tumor lysis syndrome with venetoclax
and/or obinutuzumab?

• How do you choose among the available BTK inhibitors for the treatment of CLL?

• What is the role of MRD assessment in the management of CLL?

• How do you approach COVID-19 prevention for patients with CLL?

Module 2: Future Treatment of CLL
• What is the future role of BTK inhibitors combined with venetoclax in the management of CLL?

• What is the future role of pirtobrutinib (LOXO 305) in the management of CLL?

• What is the current and future role of CAR T-cell therapy?



What is the future role of BTK inhibitors combined 
with venetoclax in the management of CLL?



Have you administered or would you administer ibrutinib or 
acalabrutinib in combination with venetoclax to a patient with 
CLL outside of a clinical trial setting?

1. I haven’t and would not 
2. I haven’t but would for the right patient 
3. I have 



Have you administered or would you administer ibrutinib or 
acalabrutinib in combination with venetoclax to a patient with 
CLL outside of a clinical trial setting? 

Survey of 25 US-based clinical investigators

I haven’t but would 
for the right patient 

I haven’t and would not 

I have 

9

6

10



Do you believe there is a benefit to administering a BTK inhibitor 
in combination with venetoclax as opposed to sequentially for 
patients with CLL? 

Survey of 25 US-based clinical investigators

No

Yes 14

11



What is the future role of pirtobrutinib (LOXO 305) 
in the management of CLL?



What is the current and future role of CAR T-cell therapy?



Case Presentation: Dr Thompson – 54-year-old woman 
with multiregimen-relapsed CLL
• 54F (born 1967).
• Dx 2004 age 37. Unknown IGHV mutation status (non-productive PCR), del(13q) by FISH.
• Treatment: 

1. 2009 – FCR x3. PR, MRD 0.5%. Stopped due to fatigue/abdominal pain (intermittent 
intussusception of small bowel without clear etiology).

2. 1/2012 – rituximab + lenalidomide. Stopped due to neutropenia.
3. 12/2012 – ofatumumab x8 – transient response.
4. 12/2013 – ibrutinib. Dose reduced 7/2014 due to arthralgia, rash, then developed PD 

2/2015 (sequencing not available for BTK mutations).
5. 4/2015 – venetoclax on clinical trial. CR with U-MRD. Continued venetoclax 400mg/d until 

2019, when she required recurrent dose reduction for neutropenia (G-CSF very poorly 
tolerated) and she then developed PD. BCL2 mutation analysis not yet available.

6. 10/2019 – ibrutinib + JCAR017 on TRANSCEND CLL 004 study. CR with U-MRD. 
7. 7/2021. Remains in CR, doing well.



Case Presentation: Dr Sharman – 69-year-old woman 
with multiregimen-relapsed CLL
• 69-year-old woman initially treated in 2004, 2008 with FCR by another provider.
• Transferred to my clinic when that provider left practice.  
• Relapsed with del11q, IGHV unmutated disease.  Treated on protocol with AVL-292 (early 

second generation BTK inhibitor) prior to commercial availability of ibrutinib.  Stayed on 
therapy for about a year.  

• Enrolled on study with obinutuzumab/venetoclax.  Interestingly – got one dose of venetoclax
when study abruptly closed due to TLS in other early studies of venetoclax.  One pill provided 
several months of disease control.  

• In 2013 proceeded to bendamustine/rituximab with PR.  Subsequently enrolled on study of 
ibrutinib/ublituximab and had several years of benefit.  

• Progressed with massive retroperitoneal adenopathy and del17P.  Received 
idelalisib/rituximab with PR followed by progression.  

• Started venetoclax/rituximab in 2017.  
• After several years, developed recurrent lymphocytosis and was treated with lisocabtagene

maraleucel CAR-T cell therapy to which she maintains a CR today.  On replacement IVIG.



Case Presentation: Dr Smith – 58-year-old man with 
multiregimen-relapsed CLL

• 58-year-old man, CLL x 8 years. IGHV unmutated. Initial FiSH normal. 

• Treated with initial FCR, tolerated well and achieved remission. 

• Relapse 3 years later, now del17p positive. 

• Started ibrutinib, did well for 18 months. ALC started to rise. Otherwise well 
with normal counts.
• Received tisagenlecleucel CAR T-cell therapy on research study at UPenn. 

• Remains in remission, clinically well, continues on ibrutinib and requires 
replacement IVIg.



Key Recent Data Sets





Ghia P et al. ASCO 2021;Abstract 7501.



Ghia P et al. ASCO 2021;Abstract 7501.



Kater AP et al. EHA 2021;Abstract LB1902.



GLOW: Progression-Free Survival by IRC

Kater AP et al. EHA 2021;Abstract LB1902.

Months from date of randomization

PF
S 

(%
)

I+V

Clb+O
End of Clb+O

(6 cycles x 28d)
End of I+V

(15 cycles x 28d) Median PFS = 21.0 mo
(95% CI, 16.6-24.7)

• With a median follow up of 27.7 months,
IRC-assessed PFS for I + V was superior to Clb + O

• I + V reduced the risk of progression or death by
78% vs Clb + O

– HR 0.216 (95% CI, 0.131-0.357; p < 0.0001)

• PFS by INV assessment was consistent with IRC
– HR 0.207 (95% CI, 0.120-0.357; p < 0.0001)



GLOW: Overall Response Rates

Kater AP et al. EHA 2021;Abstract LB1902.

Response by IRC

ORR 86.8% ORR 84.8% 

I + V Clb + O

Pa
tie

nt
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%
)

* p < 0.0001

CR/CRi
PR/nPR
SD

PD

• CR/CRi rates were significantly higher for I + V vs 
Clb + O by both IRC and INV assessments:

– 38.7% vs 11.4% by IRC (p < 0.0001)

– 45.3% vs 13.3% by IRC (p < 0.0001)

• Responses to I + V were more durable:

– 90% of responders in the I + V arm sustained 
IRC response 24 months after initial response vs 
41% in Clb + O arm



GLOW: Summary of Adverse Events and TLS Risk

Kater AP et al. EHA 2021;Abstract LB1902.

I + V
(N = 106)

Clb + O
(N = 105)

Median exposure, 
mo (range) 13.8 (0.7-19.5) 5.1 (1.8-7.9)

Any, % 75.5 69.5

Neutropenia 34.9 49.5

Infections 17.0 11.4

Thrombocytopenia 5.7 20.0

Diarrhea 10.4 1.0

Hypertension 5.7 0

TLS 0 5.7

• After 3 cycles of ibrutinib lead-in, <2% of patients 
remained at risk for TLS based on high tumor 
burden

• 2 (1.9%) patients in I + V arm discontinued 
ibrutinib due to atrial fibrillation

• SAEs in ≥5% of patients for I + V vs Clb + O: 
Infections (12.3% vs 8.6%) and atrial fibrillation 
(6.6% vs 0%)

• Rate of secondary malignancies at time of analysis:
8.5% for I + V vs 10.5% for Clb + O

– NMSC: 3.8% vs 1.9%

– Other: 4.7% vs 8.6%



Phase III EA9161 Schema

Clinicaltrials.gov/ct2/show/NCT03701282?term=EA9161&draw=2&rank=1, Accessed March 1, 2021



LOXO-305, a Next Generation, Highly Selective, 
Non-Covalent BTK Inhibitor in Previously Treated 
CLL/SLL: Results from the Phase 1/2 BRUIN Study

Mato AR et al.
ASH 2020;Abstract 542.



Mato AR et al. ASH 2020;Abstract 542.



BRUIN: Pirtobrutinib (LOXO-305) for Previously Treated CLL/SLL
(Median prior therapies: 4)

Mato AR et al. ASH 2020;Abstract 542.

ORR: 57%

Only TEAEs in ≥10% of pts: Fatigue 16%, diarrhea 15%



Umbralisib plus Ublituximab (U2) Is Superior to 
Obinutuzumab plus Chlorambucil (O + Chl) in Patients 
with Treatment Naïve (TN) and Relapsed/Refractory 
(R/R) Chronic Lymphocytic Leukemia (CLL): Results 
from the Phase 3 Unity-CLL Study

Gribben JG et al.
ASH 2020;Abstract 543.



Umbralisib – Dual Inhibitor of PI3Kδ and CK1ε

Gribben JG et al. ASH 2020;Abstract 543.



UNITY-CLL: PFS with Umbralisib/Ublituximab (U2) versus 
Obinutuzumab/Chlorambucil

Gribben JG et al. ASH 2020;Abstract 543.

Median PFS HR p-value

U2 31.9 mo
0.546 0.000014

Obi/Chl 17.9 mo





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

TRANSCEND CLL 004: Study Design



TRANSCEND CLL 04: Liso-cel Monotherapy Cohort

Siddiqi T et al. ASH 2020;Abstract 546.

• ORR/CR = 82%/68%
• Median PFS 13 mo and DOR 

50% at 12 mo
• Gr 3 CRS= 9% and NE 22% 

(No Grade 4/5)
• 4 of 6 progressions due to RT



TRANSCEND CLL 04: Liso-cel and Ibrutinib Cohort

Weirda WG et al. ASH 2020;Abstract 544.

Best Overall Response Undetectable Minimal Residual Disease



Data + Perspectives: Clinical Investigators 
Discuss the Current and Future Management 

of Non-Hodgkin Lymphoma
A Virtual CME Satellite Symposium Series in Conjunction with 
the Society of Hematologic Oncology 2021 Annual Meeting

Tuesday, August 31, 2021
7:00 PM – 8:00 PM ET 

Andrew M Evens, DO, MSc
Ian W Flinn, MD, PhD
Gilles Salles, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME credit information will be emailed 
to each participant shortly.


