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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. 



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.





17 Exciting CME/MOC Events You Do Not Want to Miss
HER2-Positive Breast Cancer
Tuesday, June 22
5:00 PM – 6:00 PM ET
ER-Positive and Triple-Negative 
Breast Cancer
Wednesday, June 23
5:00 PM – 6:00 PM ET
Chronic Lymphocytic Leukemia
and Follicular Lymphoma

Tuesday, June 29
5:00 PM – 6:00 PM ET 
Multiple Myeloma 
Wednesday, June 30
5:00 PM – 6:00 PM ET
Ovarian Cancer
Wednesday, July 7
5:00 PM – 6:00 PM ET

Chimeric Antigen Receptor 
T-Cell Therapy
Tuesday, July 13
5:00 PM – 6:00 PM ET
Acute Myeloid Leukemia and 
Myelodysplastic Syndromes
Wednesday, July 14
5:00 PM – 6:00 PM ET
Metastatic Castration-Resistant 
Prostate Cancer
Tuesday, July 20
5:00 PM – 6:00 PM ET
Bladder Cancer
Wednesday, July 21
5:00 PM – 6:00 PM ET
Endometrial and Cervical Cancers
Monday, July 26
5:00 PM – 6:00 PM ET

Immunotherapy and Other Nontargeted 
Approaches for Lung Cancer
Wednesday, July 28
5:00 PM – 6:00 PM ET

A Live Webinar Series Held in Conjunction with the 2021 ASCO Annual Meeting

Colorectal and Gastroesophageal Cancers
Tuesday, August 3
5:00 PM – 6:30 PM ET

Hepatocellular Carcinoma and Pancreatic 
Cancer
Wednesday, August 4
5:00 PM – 6:30 PM ET

Head and Neck Cancer
Wednesday, August 11
5:00 PM – 6:00 PM ET

Hormonal Therapy for Prostate 
Cancer
Monday, July 12
5:00 PM – 6:00 PM ET

Targeted Therapy for 
Non-Small Cell Lung Cancer
Tuesday, July 27
5:00 PM – 6:00 PM ET

Mantle Cell, Diffuse Large B-Cell 
and Hodgkin Lymphoma
Monday, August 2
5:00 PM – 6:00 PM ET



Expert Second Opinion:
HER2-Positive Breast Cancer

Tuesday, June 22, 2021
5:00 PM – 6:00 PM ET

Erika Hamilton, MD
Ian E Krop, MD, PhD

Joyce O’Shaughnessy, MD

Moderator
Neil Love, MD

Faculty 



Expert Second Opinion: 
ER-Positive and Triple-Negative 

Breast Cancer
Wednesday, June 23, 2021

5:00 PM – 6:00 PM ET

Matthew P Goetz, MD
Hope S Rugo, MD
Melinda Telli, MD

Moderator
Neil Love, MD

Faculty 



Summer Oncology Nursing Series
A Complimentary NCPD-Accredited Virtual Curriculum

Chimeric Antigen Receptor T-Cell Therapy
in Multiple Myeloma

Thursday, June 24, 2021
5:00 PM – 6:00 PM ET

Faculty
Noopur Raje, MD 

Alli McClanahan, MSN, APRN, ANP-BC

Moderator
Neil Love, MD



ASCO Highlights and More: 
Investigators Review Recent 

Data Sets and Provide Perspectives 
on Current Oncology Care

Saturday, June 26, 2021
8:00 AM – 3:00 PM Central Time 

(9:00 AM – 4:00 PM Eastern Time) 

A Daylong Multitumor Educational Webinar in Partnership
with the Texas Society of Clinical Oncology (TxSCO)



Summer Oncology Nursing Series
A Complimentary NCPD-Accredited Virtual Curriculum

Prostate Cancer: Session 1
Thursday, July 1, 2021
5:00 PM – 6:00 PM ET

Faculty
Charles J Ryan, MD

Brenda Martone, MSN, NP-BC, AOCNP

Moderator
Neil Love, MD



Ask the Expert: Clinical Investigators 
Provide Perspectives on the Management 

of Renal Cell Carcinoma 
In Partnership with Project Echo® and Florida Cancer Specialists

Tuesday, July 6, 2021
5:00 PM – 6:00 PM ET

David I Quinn, MBBS, PhD

Moderator
Neil Love, MD

Faculty 



Summer Oncology Nursing Series
A Complimentary NCPD-Accredited Virtual Curriculum

Non-Small Cell Lung Cancer
Thursday, July 8, 2021
5:00 PM – 6:00 PM ET

Faculty
Zofia Piotrowska, MD, MHS

Tara Plues, APRN, MSN

Moderator
Neil Love, MD



Thank you for joining us!

NCPD credit information will be emailed 
to each participant shortly.
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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. 
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Oncology Grand Rounds Nursing Webinar Series
April 2021



13th Annual Oncology Grand Rounds
A Complimentary NCPD Live Webinar Series 
Held During the 46th Annual ONS Congress

Hodgkin and Non-Hodgkin Lymphomas
Thursday, April 22, 2021

5:00 PM – 6:30 PM ET

Stephen M Ansell, MD, PhD
Carla Casulo, MD

John P Leonard, MD

Moderator
Neil Love, MD

Medical Oncologists
Jacklyn Gideon, MSN, AGPCNP-BC
Robin Klebig, APRN, CNP, AOCNP

Mollie Moran, APRN-CNP, AOCNP

Oncology Nurse Practitioners





How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Agenda

Module 1: Diffuse Large B-Cell Lymphoma
• Dr Casulo: A 76-year-old man with advanced-stage diffuse large B-cell lymphoma
• Ms Gideon: A 66-year-old woman with high-grade, Stage IV diffuse large B-cell lymphoma
Module 2: Hodgkin Lymphoma
• Dr Casulo: A 35-year-old woman with advanced-stage Hodgkin lymphoma
• Ms Gideon: A 38-year-old man with relapsed/refractory classical Hodgkin lymphoma

Module 3: Follicular Lymphoma
• Dr Casulo: A 54-year-old woman with recurrent Grade I-II follicular lymphoma 
• Ms Gideon: A 69-year-old man with recurrent Grade IIIA follicular lymphoma

Module 4: Mantle Cell Lymphoma
• Dr Casulo: A 64-year-old man with advanced-stage mantle cell lymphoma
• Ms Gideon: A 70-year-old man with relapsed/refractory mantle cell lymphoma



Positive Top-Line Results Announced from Phase III TRANSFORM 
Trial: Lisocabtagene Maraleucel versus Chemotherapy à ASCT
Press Release – June 10, 2021

“ Today positive topline results [were announced] from TRANSFORM, a global, randomized, multicenter Phase 
3 study evaluating lisocabtagene maraleucel as a second-line treatment in adults with relapsed or refractory 
large B-cell lymphoma (LBCL) compared to salvage therapy followed by high-dose chemotherapy and 
hematopoietic stem cell transplant, which is currently considered a gold standard treatment for these 
patients. Results of a pre-specified interim analysis conducted by an independent review committee showed 
the study met its primary endpoint of demonstrating a clinically meaningful and highly statistically significant 
improvement in event-free survival, as well as key secondary endpoints of complete response rate and 
progression-free survival compared to standard of care. Overall survival data were immature at the time of 
this interim analysis. Safety results were consistent with the known safety profile of lisocabtagene
maraleucel for the treatment of LBCL in the third-line setting, and no new safety concerns were identified in 
this second-line setting. 

The results represent the first time a therapy has shown a benefit over standard of care high-dose 
chemotherapy and stem cell transplant in relapsed or refractory LBCL, and the first time a CD19-directed CAR 
T cell therapy has demonstrated potential as a second-line therapy in this patient population. The company 
will complete an evaluation of the TRANSFORM data and looks forward to sharing the results at an upcoming 
medical conference, as well as with health authorities. ”

https://www.businesswire.com/news/home/20210610005259/en/Bristol-Myers-Squibb-Announces-Positive-Topline-Results-from-Phase-3-TRANSFORM-Trial-Evaluating-
Breyanzi-lisocabtagene-maraleucel-Versus-Chemotherapy-Followed-by-Stem-Cell-Transplant-in-Second-line-Relapsed-or-Refractory-Large-B-cell-Lymphoma
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• Dr Casulo: A 76-year-old man with advanced-stage diffuse large B-cell lymphoma
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Module 2: Hodgkin Lymphoma
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• Dr Casulo: A 54-year-old woman with recurrent Grade I-II follicular lymphoma 
• Ms Gideon: A 69-year-old man with recurrent Grade IIIA follicular lymphoma

Module 4: Mantle Cell Lymphoma
• Dr Casulo: A 64-year-old man with advanced-stage mantle cell lymphoma
• Ms Gideon: A 70-year-old man with relapsed/refractory mantle cell lymphoma



Case Presentation – Dr Casulo: A 76-year-old man with 
advanced-stage diffuse large B-cell lymphoma

• 5 years prior at age 71 patient was treated with R-CHOP x 6 cycles
- Experienced a complete response

• Patient experienced disease progression 1 year later
- Treated with ICE and autologous stem cell transplant (ASCT)

• One year post ASCT developed disease progression and poor PS

• Patient was then treated with tafasitamab/lenalidomide and is faring well



Case Presentation – Dr Casulo: A 76-year-old man with 
advanced-stage diffuse large B-cell lymphoma (continued)

What tumor-related or clinical factors were most important in influencing your decision 
to use tafasitamab/lenalidomide for this patient?

1. Patient had few options given his age and comorbidities

2. Patient was seeking oral therapy if possible 

3. Patient was not eligible for clinical trial due to poor PS



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Chimeric antigen receptor (CAR) T-cell therapy is commonly 
associated with… 

1. Cytokine release syndrome
2. Neurotoxicity
3. Rash
4. Peripheral neuropathy
5. I don’t know



A patient with DLBCL should be in adequate physical condition to 
undergo autologous stem cell transplant in order to be a suitable 
candidate for CAR T-cell therapy. 

1. Agree
2. Disagree
3. I don’t know



Case Presentation – Ms Gideon: A 66-year-old woman with 
high-grade, Stage IV diffuse large B-cell lymphoma

• 5/2020: Initial diagnosis of DLBCL of germinal center origin 

• 11/2020: Disease relapse following initial treatment (R-CHOP à dose adjusted R-EPOCH)

• 12/1/2020: R-ICE initiated

• 12/16/20: Worsening back pain and elevated LDH clinically concerning for progression

• 12/30/20: T-cell apheresis for axicabtagene ciloleucel (axi-cel)

• 12/31/20: C1D1 of BR + polatuzumab vedotin bridging therapy initiated

• 1/11/21-1/15/21: IFRT to left paraspinal mass (20Gy in 5 fractions)

• 1/27/21: Patient receives axi-cel infusion 

• 2/25/21: D+30 PET/CT imaging with PR (Deauville 4)



Case Presentation – Ms Gideon: A 66-year-old woman with high-
grade, Stage IV diffuse large B-cell lymphoma (continued)

What education issues do you generally discuss with a patient with DLBCL who is 
about to begin treatment with CAR T-cell therapy?

• Typically advise patients that CAR T cell offers a different treatment approach where 
chemotherapy is not the backbone and that its toxicities are unique including CRS and 
neurotoxicity

• Patients will need 24/7 caregiver support, must be within 2 hours of treating 
institution for 4 weeks following the infusion 

• Patients can anticipate being unable to drive for 8 weeks post infusion 



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



FDA Grants Accelerated Approval to Tafasitamab-cxix for Diffuse 
Large B-Cell Lymphoma
Press Release – July 31, 2020

“The Food and Drug Administration granted accelerated approval to tafasitamab-cxix, a 
CD19-directed cytolytic antibody, indicated in combination with lenalidomide for adult 
patients with relapsed or refractory diffuse large B-cell lymphoma (DLBCL) not otherwise 
specified, including DLBCL arising from low grade lymphoma, and who are not eligible for 
autologous stem cell transplant.

The efficacy of tafasitamab-cxix with lenalidomide was evaluated in L-MIND 
(NCT02399085), an open label, multicenter single-arm trial in 81 patients. Patients 
received tafasitamab-cxix 12 mg/kg intravenously with lenalidomide (25 mg orally on days 
1 to 21 of each 28-day cycle) for maximum of 12 cycles, followed by tafasitamab-cxix as 
monotherapy.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-tafasitamab-cxix-diffuse-large-b-cell-lymphoma



Salles et al. Lancet Onc 2020

Lenalidomide enhances 
NK function with 

enhanced ADCC in vitro 

Tafasitamab (MOR208)

Tafasitamab

Tafasitamab

Courtesy of Ann S LaCasce, MD, MMSc



Long-Term Subgroup Analyses from L-Mind, a Phase II 
Study of Tafasitamab (MOR208) Combined with 
Lenalidomide in Patients with Relapsed or Refractory 
Diffuse Large B-Cell Lymphoma

Maddocks KJ et al.
ASH 2020;Abstract 3021.



L-MIND: Summary

Maddocks KJ et al. ASH 2020;Abstract 3021.

Clinical endpoint N = 80
ORR 57.5%

CR 40.0%

Median DOR 34.6 mo

24 mo DOR rate 71.3%

24 mo OS rate 57.2%

In the subgroup analysis, patients with CR as best objective response had better outcomes than 
those with PR: 
• Median DOR: NR vs 5.6 
• 24-month DOR rate: 86.4% vs 38.5% 
• 24-month OS rate: 90.6% vs 42.7%



Phase II L-MIND Trial: Tafasitamab Combined with Lenalidomide 
(LEN) for Relapsed or Refractory (R/R) DLBCL

Conclusions

• Combination treatment with tafasitamab and LEN followed by tafasitamab monotherapy 
provided durable responses in patients with R/R DLBCL not eligible for ASCT

• These data suggest that this chemotherapy-free combination may have the potential to 
achieve prolonged remission and survival benefit in the patient population, especially at 
first relapse

• The long-term safety data indicate the favorable benefit-risk profile of tafasitamab and 
LEN followed by tafasitamab until disease progresson

Dull J et al. ASCO 2021;Abstract 7513 . 



FDA Approves Lisocabtagene Maraleucel for Relapsed or 
Refractory Large B-Cell Lymphoma
Press Release – February 5, 2021

“The Food and Drug Administration approved lisocabtagene maraleucel for the treatment 
of adult patients with relapsed or refractory (R/R) large B-cell lymphoma after two or more 
lines of systemic therapy, including diffuse large B-cell lymphoma (DLBCL) not otherwise 
specified (including DLBCL arising from indolent lymphoma), high-grade B-cell lymphoma, 
primary mediastinal large B-cell lymphoma, and follicular lymphoma grade 3B. 

Efficacy was evaluated in TRANSCEND (NCT02631044), a single-arm, open label, multicenter 
trial that evaluated lisocabtagene maraleucel, preceded by lymphodepleting chemotherapy, 
in adults with R/R large B-cell lymphoma after at least two lines of therapy.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-lisocabtagene-maraleucel-relapsed-or-refractory-
large-b-cell-lymphoma



Pivotal CAR-T Studies in DLBCL: Summary of Efficacy

ZUMA-1
Axicabtagene

ciloleucel
JULIET

Tisagenlecleucel

TRANSCEND NHL 001
Lisocabtagene

maraleucel

Evaluable patients 101 93 102 (core: 73)

Median follow-up 15.4 mo 19.3 mo 12 mo

Best ORR 83% 52% 75%

CR 58% 40% 55%

6-mo ORR 41% 33% 47%

12-mo OS 59% 49% 63%

Locke F et al; ZUMA-1 Investigators. Lancet Oncol 2019;20(1):31-42.
Schuster SJ et al; JULIET Investigators. N Engl J Med 2019;380(1):45-56.
Abramson JS et al; TRANSCEND NHL 001 Investigators. Proc ASCO 2018;Abstract 7505. 



Matching-Adjusted Indirect Comparison (MAIC) of 
Lisocabtagene Maraleucel (Liso-cel) vs Axicabtagene
Ciloleucel (Axi-cel) and Tisagenlecleucel in 
Relapsed/Refractory (R/R) Large B-Cell Lymphoma (LBCL) 

Maloney DG et al.
ASH 2020;Abstract 2116.



Matching-Adjusted Indirect Comparison of Liso-cel versus Axi-cel

Maloney DG et al. ASH 2020;Abstract 2116.



Matching-Adjusted Indirect Comparison of Liso-cel versus 
Tisagenlecleucel

Maloney DG et al. ASH 2020;Abstract 2116.



CAR T-Cell Therapy-Associated Cytokine Release Syndrome (CRS)

CRS — May be mild or life-threatening

• Occurs with CART19 activation and expansion

• Dramatic cytokine elevations (IL-6, IL10, IFNɤ, CRP, ferritin)

• Fevers initially (can be quite high: 105˚F)

• Myalgias, fatigue, nausea/anorexia

• Capillary leak, headache, hypoxia and hypotension

• CRS-related mortality 3% to 10%

Varadarajan I, Lee DW. Cancer J 2019;25(3):223-30.
Abramson JS et al. ASCO 2019 Education Book.



Cytokine Release Syndrome (CRS): Common Symptoms 

CRSHigh fevers

Rigors

Myalgia/
arthralgias

Nausea/vomiting/
anorexia

Fatigue
Headache

Hypotension

Escalating 
fevers

Dyspnea/ 
tachypnea/ 

hypoxia

Diagnosis based on clinical symptoms and events

Based on CAR 
T-cell 
experience



CAR T-Cell Therapy-Associated Neurologic Toxicity

Neurologic toxicity — May be mild or life-threatening

• Mechanism unclear, referred to as immune effector cell-associated 
neurotoxicity syndrome (ICANS)

• Encephalopathy

• Seizures

• Delirium, confusion, aphasia, agitation, sedation, coma

Varadarajan I, Lee DW. Cancer J 2019;25(3):223-30.
Abramson JS et al. ASCO 2019 Education Book.



Example of Handwriting Deterioration Associated with 
Neurotoxicity from CAR T-Cell Therapy



Agenda

Module 1: Diffuse Large B-Cell Lymphoma
• Dr Casulo: A 76-year-old man with advanced-stage diffuse large B-cell lymphoma
• Ms Gideon: A 66-year-old woman with high-grade, Stage IV diffuse large B-cell lymphoma
Module 2: Hodgkin Lymphoma
• Dr Casulo: A 35-year-old woman with advanced-stage Hodgkin lymphoma
• Ms Gideon: A 38-year-old man with relapsed/refractory classical Hodgkin lymphoma

Module 3: Follicular Lymphoma
• Dr Casulo: A 54-year-old woman with recurrent Grade I-II follicular lymphoma 
• Ms Gideon: A 69-year-old man with recurrent Grade IIIA follicular lymphoma

Module 4: Mantle Cell Lymphoma
• Dr Casulo: A 64-year-old man with advanced-stage mantle cell lymphoma
• Ms Gideon: A 70-year-old man with relapsed/refractory mantle cell lymphoma



Based on the results of the Phase III ECHELON-1 trial, which of 
the following regimens resulted in a progression-free survival 
advantage over standard ABVD as first-line therapy for patients 
with Stage III or IV classical Hodgkin lymphoma (HL)? 

1. ABVD + bendamustine
2. ABVD + nivolumab
3. AVD + brentuximab vedotin
4. Brentuximab vedotin + nivolumab
5. I don’t know



Patients at high risk for disease progression after undergoing 
transplant for relapsed HL may receive 1 year of consolidation 
treatment with… 

1. Nivolumab
2. Brentuximab vedotin
3. Nivolumab + brentuximab vedotin
4. Chemotherapy
5. Other 
6. I don’t know



Case Presentation – Dr Casulo: A 35-year-old woman with 
advanced-stage Hodgkin lymphoma

• Advanced stage HL involving bone and liver

• Otherwise very healthy except she is a smoker

• Began therapy on SWOG-S1826: Phase III trial of nivolumab or brentuximab vedotin
with combination chemotherapy for newly diagnosed Stage III-IV cHL
– Randomly assigned to BV-AVD arm



Case Presentation – Dr Casulo: A 35-year-old woman with 
advanced-stage Hodgkin lymphoma (continued)

What tumor-related or clinical factors were most important in influencing your decision 
to use BV-AVD for this patient?

1. Off study, BV-AVD does not require PET adapted therapy and possibility of dose 
escalation

2. Avoidance of bleomycin given smoking history was important 

3. High risk disease makes adding brentuximab appealing 



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Case Presentation – Ms Gideon: A 38-year-old man with 
relapsed/refractory classical Hodgkin lymphoma
• Multiagent/regimen refractory disease 

• 12/2016: Nivolumab initiated à stable disease

• 01/2018: Evidence of disease progression; nivolumab discontinued

• 02/2018: Patient received palliative treatment with GND x 2 à partial response

• 05/2018: Patient underwent a second MRD SCT with fludarabine, melphalan and alemtuzumab 
conditioning therapy
- PET/CT scan day +30 consistent with CR
- PET/CT scan day +180 consistent with disease relapse
- Course complicated by severe ITP, refractory to steroids, IVIG, rituximab, N-plate, and 

fostamatinib

• 04/2019: Began palliative treatment with brentuximab vedotin
- Treatment tolerated well with evidence of response
- Disease eventually progressed approximately 1 year later



Case Presentation – Ms Gideon: A 38-year-old man with 
relapsed/refractory classical Hodgkin lymphoma (continued)

What education issues did you discuss with this patient or do you generally discuss with a 
patient with HL who is about to begin treatment with brentuximab vedotin?

• This particular patient had failed induction, salvage and relapsed post allotransplant. We 
discussed how BV is an antibody-drug conjugate and how it was different to the prior therapies 
he had received (ie, follow-up less intensive than allotransplant); plan was for 2nd allo if 
response to BV given his young age

• This patient had PN prior to BV treatment, so we discussed the importance of close monitoring 
during BV treatment for worsening neuropathy and need for potential dose reduction 

• In general we also discuss side effects including peripheral neuropathy, low blood counts 
(might have more cytopenias given prior tx), abnormal liver function tests, GI SEs, fatigue

• PML should also be mentioned even though it is rare



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Mechanism of Action of Brentuximab Vedotin

Brentuximab vedotin is an antibody-drug conjugate (ADC) targeted to 
cells expressing CD30 on their surface

ADC binds to CD30 and 
initiates internalization of 
the ADC-CD30 complex

MMAE is released

MMAE binds to tubulin and 
disrupts the microtubule 
network

Cell cycle arrest

Apoptosis (cell death)

1

2

3

4

5

Courtesy of Julie M Vose, MD, MBA.



Brentuximab Vedotin with Chemotherapy for 
Patients with Previously Untreated, Stage III/IV 
Classical Hodgkin Lymphoma: 5-Year Update of 
the ECHELON-1 Study

Straus DJ et al.
ASH 2020;Abstract 2973.



Straus DJ et al. ASH 2020;Abstract 2973.



Straus DJ et al. ASH 2020;Abstract 2973.



Straus DJ et al. ASH 2020;Abstract 2973.



Targeting the PD-1/PD-L1 Axis in HL

Villasboas JC, Ansell SA. Cancer J 2016;22(1):17-22; Roemer MGM et al. J Clin Oncol 2016;34(23):2690-7.

• HL characterized by small number of 
malignant Hodgkin Reed-Sternberg cells 
(HRS) surrounded by normal immune 
cells

• 9p24.1 chromosomal abnormalities 
frequently observed in HRS

• More than 90% of HRS have alterations 
in PD-L1 and PD-L2 loci

• Malignant Hodgkin and RS cells 
overexpress PD-L1/L2 ligands (due to 
cytogenetic events, infection with EBV)



SWOG-1826: Ongoing Phase III Trial of Nivolumab or 
Brentuximab Vedotin with Combination Chemotherapy for 

Newly Diagnosed Stage III-IV Classical HL

Courtesy of Craig Moskowitz, MD.

470 pts 

Newly diagnosed Stage III-IV
Hodgkin lymphoma

R
A
N
D
O
M
I
Z
E

Nivolumab + AVD
6 cycles

Nivolumab 240mg days 1,15
Doxorubicin 25mg/m2 days 1,15
Vinblastine 6mg/m2 days 1,15

Dacarbazine 375mg/m2 days 1,15

Brentuximab vedotin + AVD*
6 cycles

BV 1.2mg/kg days 1,15
Doxorubicin 25mg/m2 days 1,15
Vinblastine 6mg/m2 days 1,15

Dacarbazine 375mg/m2 days 1,15

470 pts

1:1

Stratification:
• Age
• IPS

• ISRT eligible

* G-CSF is mandatory in BV-AVD arm, optional in N-AVD



Agenda

Module 1: Diffuse Large B-Cell Lymphoma
• Dr Casulo: A 76-year-old man with advanced-stage diffuse large B-cell lymphoma
• Ms Gideon: A 66-year-old woman with high-grade, Stage IV diffuse large B-cell lymphoma
Module 2: Hodgkin Lymphoma
• Dr Casulo: A 35-year-old woman with advanced-stage Hodgkin lymphoma
• Ms Gideon: A 38-year-old man with relapsed/refractory classical Hodgkin lymphoma

Module 3: Follicular Lymphoma
• Dr Casulo: A 54-year-old woman with recurrent Grade I-II follicular lymphoma 
• Ms Gideon: A 69-year-old man with recurrent Grade IIIA follicular lymphoma

Module 4: Mantle Cell Lymphoma
• Dr Casulo: A 64-year-old man with advanced-stage mantle cell lymphoma
• Ms Gideon: A 70-year-old man with relapsed/refractory mantle cell lymphoma



Which of the following regimens appears to have the same 
efficacy as bendamustine/rituximab (BR) as first-line treatment 
for symptomatic follicular lymphoma (FL)? 

1. Rituximab alone
2. Lenalidomide/rituximab  
3. Obinutuzumab
4. R-CHOP
5. None of the above
6. I don’t know 



What is the usual second-line therapy for a patient with FL who 
experiences disease progression on first-line BR? 

1. Re-treatment with BR
2. Obinutuzumab/bendamustine
3. Rituximab/lenalidomide
4. A PI3K inhibitor (eg, idelalisib, copanlisib, duvelisib, umbralisib)
5. I don’t know



Case Presentation – Dr Casulo: A 54-year-old woman with recurrent 
Grade I-II follicular lymphoma

• Initially treated with first-line BR

• Experienced early disease relapse and entered SWOG-S1608: Phase II trial of 
obinutuzumab +/- umbralisib, lenalidomide, or combination chemotherapy for early
relapsing or refractory Grade I-IIIa FL
- Randomly assigned to umbralisib and obinutuzumab

• Patient experienced a partial response, but disease progressed shortly thereafter

• She then received R-CHOP x 6 and autologous stem cell transplant à disease progression 
1 year later

• Tazemetostat initiated



Case Presentation – Dr Casulo: A 54-year-old woman with recurrent 
Grade I-II follicular lymphoma (continued)

What tumor-related or clinical factors were most important in influencing your decision 
to use tazemetostat for this patient?

1. Lack of other options

2. Low grade FL

3. Patient needed low toxicity therapy



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Case Presentation – Ms Gideon: A 69-year-old man with recurrent 
Grade IIIA follicular lymphoma
• 5/2018 - 9/2018: R-CHOP x 6 cycles à maintenance rituximab (complete response)

• 1/2019: Patient developed recurrent RLE edema, decreased energy, night sweats

• 1/14/19: CT C/A/P w/ RP and inguinal lymphadenopathy

• 1/28/19: Right inguinal LN, Grade IIIA FL

• 5/1/19: CAR T-cell infusion for FL on IRB18-123 trial (complete response)

• 10/2020: 18-month imaging with progression with worsening right inguinal LAD, new 
sclerotic focus w/i posterior left iliac bone, erythematous skin nodule R anterior thigh

• 12/3/20: C1D1 lenalidomide/rituximab

- Tolerating therapy well; disease restaging following 4 cycles  



Case Presentation – Ms Gideon: A 69-year-old man with recurrent 
Grade IIIA follicular lymphoma (continued)
What education issues do you generally discuss with a patient with follicular lymphoma who is 
about to begin treatment with lenalidomide/rituximab?

• We discuss the fixed duration schedule; the first cycle is the most intensive with weekly 
lenalidomide, but follow-up spreads out with subsequent cycles. 

• Dose reductions of lenalidomide are not uncommon due to cytopenias, but the regimen still 
efficacious even with lower dosing.

• Focus on fatigue (take lenalidomide in the evening), GI changes (diarrhea/constipation) and how 
to manage, rash, infection precautions, risk for secondary malignancies. Adverse events don’t 
necessarily mean drug needs to be discontinued. Can manage with supportive care, dose 
interruption or dose reduction. Risk for DVT, appropriate VTE prophylaxis is patient specific. 
Always need to discuss contraception depending on patient age and reproductive potential.



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



RELEVANCE Trial: R2 Induces High Molecular 
Response in Untreated FL

Delfau-Larue MH et al. Blood Adv 2020;4(14):3217-23. 

Impact of positive MRD at week 24 on PFS in PB and/or BM Impact of positive MRD at week 24 on PFS in BM



1. Gan L, et al. Biomark Res. 2018;6(1):10; 2. Béguelin W, et al. Cancer Cell. 2013;23(5)677-692. 
3. Bödör C, et al. Blood. 2013;122:3165-3168. 4. Italiano A, et al. Lancet Oncol. 2018;19(5):649-59; 
5. Morschhauser F, et al. Hematol Oncol. 2017 Jun;35:24-5.

EZH2

Naive B-cell

EZH2 EZH2

Memory B-cell 
(remembers 
pathogens)

Plasma cell
(makes antibodies)

Dark Zone   Light 
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Oncogenic 
Mutations in EZH2

Germinal Center 
Derived Neoplasms

Apoptosis

Germinal Center Reaction

Tazemetostat, a selective, oral inhibitor of EZH2 has shown 
antitumor activity in non-Hodgkin’s lymphoma patients with 

either MT or WT EZH24,5

Tazemetostat

X

Follicular Lymphoma and EZH2

• EZH2 an epigenetic regulator of gene 
expression and cell fate decisions1

• EZH2 is required for normal B-cell 
biology and germinal center formation2

– Oncogenic mutations in EZH2
suppress exit from germinal state 
and “lock” B cells in this state 
thereby transforming into a cancer2

• EZH2 biology relevant in both mutant 
(MT) and wild-type (WT) EZH2 FL

– ~20% of patients with FL also have 
EZH2 gain of function mutations3

Courtesy of John P Leonard, MD



Analyzing Efficacy Outcomes from the Phase 2 Study 
of Single-Agent Tazemetostat as Third-Line Therapy 
in Patients with Relapsed or Refractory Follicular 
Lymphoma to Identify Predictors of Response 

Salles G et al.
ASH 2020;Abstract 2047.



Salles G et al. ASH 2020;Abstract 2047.



Ongoing Phase Ib/III Trial of Tazemetostat + 
Lenalidomide/Rituximab (R2) for R/R FL

Batlevi CL et al. ASH 2020; Abstract 2052; Clinicaltrials.gov; NCT04224493 (Accessed January 2021). 

• Primary endpoint: 
• Stage 1: RP3D of tazemetostat in combination with R2

• Stage 2: PFS

Target accrual (N = 518)

• Must have Grade I to IIIA FL

• Received at least 1 prior line of therapy

• No prior EZH2 inhibitor

• No prior lenalidomide for FL

Tazemetostat
+ 
R2

Placebo 
+
R2

R



Modification, Courtesy, David Porter, MD

7-14 days

Overview of CAR T-Cell Therapy



Efficacy and Safety of Tisagenlecleucel in Adult 
Patients with Relapsed/Refractory Follicular 
Lymphoma: Interim Analysis of the Phase 2 Elara Trial 

Fowler NH et al.
ASH 2020;Abstract 1149.



ELARA Interim Analysis: Primary CR Endpoint

Fowler NH et al. ASH 2020;Abstract 1149.



ELARA: Overall Safety Profile

Fowler NH et al. ASH 2020;Abstract 1149.



Efficacy and Safety of Tisagenlecleucel in 
Adult Patients with Relapsed/Refractory 
Follicular Lymphoma: Primary Analysis of the 
Phase 2 ELARA Trial

Dreyling M et al. 
EHA 2021;Abstract S210.



Phase II ELARA Trial: Tisagenlecleucel for Relapsed/Refractory 
Follicular Lymphoma (FL)

Conclusions

• Tisagenlecleucel demonstrated high rates of durable responses with an ORR of 86% and 
CR rate of 66%

• Data from the ELARA study suggest that tisagenlecleucel is effective in patients with 
relapsed/refractory FL (including the high-risk subgroup)

• Safety data are consistent with the established favorable safety profile of 
tisagenlecleucel
- No cases of high-grade CRS were reported
- One case (1%) of high-grade neurotoxicity was reported
- No treatment-related mortalities were observed

• Tisagenlecleucel is a promising therapy for adult patients with relapsed/refractory FL 
after ≥2 lines of therapy 

Dreyling M et al. EHA 2021;Abstract S210 . 



FDA Grants Accelerated Approval to Axicabtagene Ciloleucel for 
Relapsed or Refractory Follicular Lymphoma
Press Release – March 5, 2021

“The Food and Drug Administration granted accelerated approval to axicabtagene ciloleucel for adult 
patients with relapsed or refractory follicular lymphoma (FL) after two or more lines of systemic therapy.

Approval in FL was based on a single-arm, open-label, multicenter trial (ZUMA-5; NCT03105336) that 
evaluated axicabtagene ciloleucel, a CD19-directed chimeric antigen receptor (CAR) T cell therapy, in 
adult patients with relapsed or refractory FL after two or more lines of systemic therapy, including the 
combination of an anti-CD20 monoclonal antibody and an alkylating agent. Following lymphodepleting 
chemotherapy, axicabtagene ciloleucel was administered as a single intravenous infusion.

The main efficacy measures were objective response rate (ORR) and duration of response (DOR) as 
determined by an independent review committee. Among 81 patients in the primary efficacy analysis, 
the ORR was 91% with a complete remission (CR) rate of 60% and a median time-to-response of 1 
month. The median DOR was not reached, and the 1-year rate of continued remission was 76.2%. For all 
leukapheresed patients in this trial (n=123), the ORR was 89% with a CR rate of 62%.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-axicabtagene-ciloleucel-relapsed-or-
refractory-follicular-lymphoma



Primary Analysis of Zuma-5: A Phase 2 Study of 
Axicabtagene Ciloleucel (Axi-cel) in Patients with 
Relapsed/Refractory (R/R) Indolent Non-Hodgkin 
Lymphoma (iNHL) 

Jacobson CA et al.
ASH 2020;Abstract 700.



ZUMA-5 Primary Endpoint: ORR by IRRC Assessment

Jacobson CA et al. ASH 2020;Abstract 700.



A Comparison of Updated Clinical Outcomes from 
ZUMA-5 (Axicabtagene Ciloleucel) and the 
International SCHOLAR-5 External Control Cohort in 
Relapsed/Refractory Follicular Lymphoma (R/R FL)

Gribben J et al.
EHA 2021;Abstract LBA1904.



ZUMA-5 Comparison to SCHOLAR-5: Study Design

Gribben J et al. EHA 2021;Abstract LBA1904.



ZUMA-5 Comparison to SCHOLAR-5: Progression-Free Survival

Gribben J et al. EHA 2021;Abstract LBA1904.



ZUMA-5 Comparison to SCHOLAR-5: Overall Survival

Gribben J et al. EHA 2021;Abstract LBA1904.



Agenda

Module 1: Diffuse Large B-Cell Lymphoma
• Dr Casulo: A 76-year-old man with advanced-stage diffuse large B-cell lymphoma
• Ms Gideon: A 66-year-old woman with high-grade, Stage IV diffuse large B-cell lymphoma
Module 2: Hodgkin Lymphoma
• Dr Casulo: A 35-year-old woman with advanced-stage Hodgkin lymphoma
• Ms Gideon: A 38-year-old man with relapsed/refractory classical Hodgkin lymphoma

Module 3: Follicular Lymphoma
• Dr Casulo: A 54-year-old woman with recurrent Grade I-II follicular lymphoma 
• Ms Gideon: A 69-year-old man with recurrent Grade IIIA follicular lymphoma

Module 4: Mantle Cell Lymphoma
• Dr Casulo: A 64-year-old man with advanced-stage mantle cell lymphoma
• Ms Gideon: A 70-year-old man with relapsed/refractory mantle cell lymphoma



What is generally the most common second-line therapy for 
patients with mantle cell lymphoma who experience disease 
progression on first-line BR? 

1. A BTK inhibitor (eg, ibrutinib, acalabrutinib, zanubrutinib)
2. Lenalidomide/rituximab
3. Bortezomib 
4. Venetoclax 
5. I don’t know



Acalabrutinib may result in fewer of the toxicities commonly 
associated with ibrutinib, but it is noteworthy for the occurrence 
of __________ during the first month of treatment. 

1. Hair loss
2. Headache 
3. Constipation
4. Visual disturbances
5. I don’t know



Case Presentation – Dr Casulo: A 64-year-old man with 
advanced-stage mantle cell lymphoma

• Initially received BR approximately 7 years ago for advanced stage disease

• Upon disease recurrence he was treated with ibrutinib + checkpoint inhibitor on a 
clinical trial 

• Patient experienced CR and underwent ASCT with remission lasting approximately 
3 years

• Upon disease progression, patient entered the Phase II ZUMA-2 trial: Brexucabtagene
autoleucel (KTE-X19) for relapsed/refractory MCL

- Experienced a CR



Case Presentation – Dr Casulo: A 64-year-old man with 
advanced-stage mantle cell lymphoma (continued)

What tumor-related or clinical factors were most important in influencing your decision 
to use CAR T-cell therapy for this patient?

1. Patient was previously treated with ibrutinib and ASCT

2. Patient was willing to participate in a clinical trial 

3. Patient was young and fit so a good candidate for CAR T-cell therapy 



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Case Presentation – Ms Gideon: A 70-year-old man with 
relapsed/refractory mantle cell lymphoma
• 2/2020: Diagnosed with Stage IV MCL

- Initially treated with R-CHOP x 6
- Referred for consolidative ASCT

• 10/8/2020: Presented with leptomeningeal disease 
- Ibrutinib (560 mg qd) initiated

• 12/24/20: Venetoclax ramp-up initiated for disease progression on ibrutinib (ibrutinib 
continued)

• 1/20/21: Initiated leukapheresis for CAR T-cell therapy (while on ibrutinib and venetoclax)

• 2/7/21: Patient received brexucabtagene autoleucel infusion
- G1 CRS and G3 ICANS requiring 3 doses tocilizumab and high dose steroids

• 3/17/21: Day 30 PET/CT and brain MRI: 
- PR w/ some residual disease in left inguinal region which is likely inflammatory in nature; 

CSF NED 



Case Presentation – Ms Gideon: A 70-year-old man with 
relapsed/refractory mantle cell lymphoma (continued)

What education issues did you discuss with this patient or do you generally discuss 
with patients with MCL who are about to begin treatment with CAR T-cell therapy?

• Typically discuss toxicities unique to CAR T-cell therapy including CRS and 
neurotoxicity; outline the follow-up schedule and required outpatient visits after 
hospital discharge

• Need for 24/7 caregiver support, must be within 2 hours of treating institution for 4 
weeks following the infusion 

• Unable to drive for 8 weeks post infusion (this particular patient was not driving at 
the time given PN, but given frequent follow-up, required a lot of coordination for 
transportation to clinic given that his mother does not drive long distances and 
sisters had to return to work)



How was it different to take care of this patient versus another 
patient in the same oncologic setting? What unique biopsychosocial 
factors (eg, attitude, comorbidities, social support) were considered 
in the overall management of this case? 



Mechanism of Action of Venetoclax (ABT-199)

• Bcl-2 functions to prevent cell death 
by apoptosis

• Venetoclax is specific for Bcl-2 and 
inhibits its function, thereby removing 
the block on apoptosis

Adapted from Davids MS, Letai A. Cancer Cell 2013;23(2):139-41.

ABT-199

Bcl-XLBcl-2

PlateletTumor cell



Venetoclax Monotherapy for BTK Inhibitor-Resistant MCL: 
Results Summary

Clinical endpoint
Venetoclax

(N = 20) 

Overall response rate (ORR)
Complete response rate

60%
20%

ORR (prior response to BTKi)
ORR (primary resistance to BTKi)

72.7%
44.4%

Median PFS 2.6 mo

Median OS 4.3 mo

No cases of clinical TLS were observed.

Eyre T et al. EHA 2018;Abstract S855.



N Engl J Med 2020;382:1331-42



Expert Second Opinion:
HER2-Positive Breast Cancer

Tuesday, June 22, 2021
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Thank you for joining us!

NCPD credit information will be emailed 
to each participant shortly.


