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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.
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Module 1: Follicular lymphoma

• Key Relevant Data Sets
– RELEVANCE: R2 for untreated follicular lymphoma

– Tazemetostat +/- lenalidomide/rituximab

– CHRONOS: Copanlisib + rituximab for untreated and relapsed/refractory disease



RELEVANCE Trial: R2 induces high molecular response in 
untreated FL

Delfau-Larue MH et al. Blood Adv 2020;4(14):3217-3223. 

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

Courtesy of Christopher R Flowers, MD, MS



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.
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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

o 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

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

On June 18, 2020, Tazemetostat was granted accelerated FDA approval for R/R 
FL with EZH2 mutations after at least 2 prior systemic therapies and for R/R FL 
with no satisfactory alternative treatment options

Courtesy of John P Leonard, MD



Phase II Trial of the Oral EZH2 Inhibitor Tazemetostat for 
R/R FL - Response

Tumor Response by 
EZH2 mutation status

Morschhauser F et al. Lancet Oncol 2020;21(11):1433-1442. Courtesy of Christopher R Flowers, MD, MS



Phase II Trial of Tazemetostat in R/R FL – Change in Tumor 
Volume from Baseline

Morschhauser F et al. Lancet Oncol 2020;21(11):1433-1442. 

Pts with EZH2-Mutant FL Pts with EZH2-wildtype FL 

Courtesy of Christopher R Flowers, MD, MS



Ongoing Phase Ib/III Trial of Tazemetostat + Len/Rituximab 
in 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 1 to 3A FL

• Received at least 1 prior line of therapy

• No prior EZH2 inhibitor

• No prior lenalidomide for FL

Tazemetostat
+ 

Rituximab/Lenalidomide (R2)

Placebo 
+
R2

R

Courtesy of Christopher R Flowers, MD, MS



CHRONOS-3 Trial: Copanlisib + Rituximab Meets Primary Endpoint 
in Relapsed iNHL
Press Release: October 14, 2020

https://bayer2019tf.q4web.com/news/news-details/2020/Aliqopa-copanlisib-in-Combination-With-Rituximab-Meets-Primary-Endpoint-in-
Patients-With-Relapsed-Indolent-Non-Hodgkins-Lymphoma/default.aspx. 

• The Phase III study CHRONOS-3 evaluating copanlisib in combination with 
rituximab in indolent Non-Hodgkin's Lymphoma (iNHL) patients (n=458) who have 
relapsed after one or more prior lines of rituximab-containing therapy has met its 
primary endpoint of prolonged progression-free survival (PFS). The study 
predominantly included patients with follicular lymphoma (FL) and marginal zone 
lymphoma, as well as patients with small lymphocytic lymphoma and 
lymphoplasmacytoid lymphoma/Waldenström macroglobulinemia.

• Safety observed in the trial was generally consistent with previously published data 
on the individual components of the combination and no new safety signals were 
identified.

Courtesy of Christopher R Flowers, MD, MS



If you were to administer rituximab/lenalidomide as first-line 
treatment for a patient with FL, what would be the duration of 
treatment, including maintenance therapy if used?

1. 1 year
2. 18 months
3. 2 years
4. 2.5 years
5. Other



Have you used or would you use obinutuzumab/lenalidomide 
to treat FL?

1. Yes, as first line treatment and beyond
2. Yes, as second line treatment and beyond
3. No



Regulatory and reimbursement issues aside, what is your usual 
second-line therapy for a 65-year-old patient with FL who 
achieves a complete response to 6 cycles of BR but then 
experiences disease relapse 4 years later? 

1. Re-treatment with BR
2. Obinutuzumab/bendamustine
3. R-CHOP
4. Rituximab/lenalidomide
5. PI3K inhibitor 
6. Tazemetostat
7. Chemotherapy à autologous stem cell transplant
8. Other



What is your usual third-line treatment for a patient with FL 
with an EZH2 mutation who received first-line BR, second-line 
rituximab/lenalidomide and then develops disease progression? 

1. Idelalisib
2. Copanlisib
3. Duvelisib
4. Tazemetostat
5. R-CHOP
6. Radioimmunotherapy
7. Obinutuzumab 
8. Obinutuzumab + chemotherapy
9. Other 
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Module 2: Mantle cell lymphoma

• Key Relevant Data Sets
– FDA-approved BTK inhibitors for mantle cell lymphoma (MCL)
– BRUIN: LOXO-305 for previously treated MCL, Waldenström

macroglobulinemia
– ZUMA-2: Brexucabtagene autoleucel for R/R MCL



Modified and updated from P. Perez-Galan et al. Blood. 2011

The B-cell receptor pathway: Selected inhibitors

Fostamatinib

Ibrutinib,
Acalabrutinib,
Zanubrutinib

Idelalisib,
Duvelisib, 
Copanlisib,
Umbralisib

Everolimus,
Temsirolimus

Venetoclax

Bortezomib,
Carfilzomib,
Ixazomib

Palbociclib,
Ribociclib,
Abemaciclib

CDK4/6



Overview of FDA-Approved BTK Inhibitors for MCL:
Ibrutinib, Acalabrutinib and Zanubrutinib

• Similar overall response rates, ~70-80%
- Better when used earlier (2nd or 3rd line)

• Improved toxicity profile for acala and zanu
- More specific BTKi inhibition (Zanu similar to Acala)
- Less Afib, bruising/bleeding, arthralgia
- Prefer over ibrutinib if concurrent anticoagulation and/or anti-platelet therapy

Herman et al, Clin Ca Res 2017 Courtesy of Michael E Williams, MD, ScM



Phase I/II BRUIN Trial of LOXO-305 in Previously Treated MCL, 
Waldenström's Macroglobulinemia, and Other Non-Hodgkin Lymphomas 

Wang M et al. ASH 2020; Abstract 117. 

• LOXO-305 is a highly selective, non-covalent BTK inhibitor that inhibits both wild type 
and C481-mutated BTK with equal low nanomolar potency

• Median number of prior lines of therapy was 2 for MCL (range 2-8)
• Responses were observed at the first dose level of 25 mg QD. 
• RP2D of 200 mg QD was selected for future studies.
• Among 35 evaluable pts with MCL
• ORR = 51%
• CR = 9 (25.7%)
• Among the 20 efficacy evaluable pts who started at RP2D, ORR was 65% with 7 CRs 

• Responses in MCL were observed in pts who received prior cell therapy, including 3 of 7 
patents with prior SCT, and 1 of 2 with prior CAR-T 

• There were no DLTs or dose reductions.
• The only TEAEs regardless of attribution or grade seen in >10% of pts (n=186) were 

fatigue (n=29, 16%) and diarrhea (n=28, 15%).
Courtesy of Christopher R Flowers, MD, MS



Results from the ZUMA-2 Trial of KTE-X19 CAR T-Cell Therapy in R/R MCL 
(7-Month Follow-Up)

Wang M et al. N Engl J Med 2020;382(14):1331-1342. Courtesy of Christopher R Flowers, MD, MS



ZUMA-2: One-Year Follow-Up Results for 60 Pts

Wang M et al. ASH 2020; Abstract 1120. 

• The ORR = 92% 

• CR rate = 67%

• Of all efficacy-evaluable patients, 48% had ongoing responses at the data 
cutoff. Median DoR, PFS and OS = Not reached 

• 15-month PFS = 59.2% 

• 15-month OS = 76.0% 

Courtesy of Christopher R Flowers, MD, MS



ZUMA-2: One-Year Follow-Up Results for 60 Pts

Wang M et al. ASH 2020; Abstract 1120. 

• Common grade ≥ 3 AEs: Neutropenia (85%), thrombocytopenia (53%), anemia 
(53%), and infections (34%). 

• Grade ≥ 3 cytopenias were reported in 60% of patients ≥ 30 days post-infusion. 
• Grade ≥ 3 CRS occurred in 15% of patients; 59% received tocilizumab 
• Grade ≥ 3 neurologic events (NEs) were reported in 31% of patients; 

8% received steroids 
• All CRS events and most NEs (37/43) resolved, as previously reported. 
• There were no Grade 5 CRS events or NEs, and no new Grade 5 events 

occurred with additional follow-up. 

Courtesy of Christopher R Flowers, MD, MS



A 78-year-old patient with MCL initially treated with BR 
followed by 2 years of maintenance rituximab experiences 
disease relapse 3 years later. The patient is otherwise healthy.
What would you recommend?

1. Ibrutinib
2. Acalabrutinib
3. Zanubrutinib
4. Lenalidomide
5. Lenalidomide + rituximab
6. Venetoclax 
7. Venetoclax + rituximab
8. Other



In general, what would be your most likely treatment 
recommendation for a 70-year-old patient with MCL who 
responds to BR and then ibrutinib on relapse but then develops 
tumor progression?
1. Lenalidomide
2. Lenalidomide + rituximab
3. Bortezomib
4. Bortezomib + rituximab
5. Venetoclax
6. Acalabrutinib
7. Zanubrutinib
8. Brexucabtagene autoleucel
9. Other
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Module 3: Diffuse large B-cell lymphoma

• Key Relevant Data Sets
– SADAL: Selinexor for relapsed/refractory DLBCL
– L-MIND: Tafasitamab + lenalidomide
– Investigational bispecific agents



Many subsets of DLBCL are not cured with R-CHOP

Curability

High IPI
Elderly
Non-GC phenotype
Double hit lymphoma
Dual protein overexpression

R-CHOP

Low IPI
Low stage
GC phenotype

Time to move 
beyond R-CHOP for 

all

Key challenges: 
• Increase number of patients 

cured with 1L treatment

• Improve options for patients 2L+

Courtesy of Sonali M Smith, MD



Crump M, et al. Blood. 2017;130:1800-1808

Expected Survival for R/R DLBCL Treated with Salvage 
Chemotherapy

Patients unable to undergo autologous stem 
cell transplant have median survivals < 1 year 

Courtesy of Sonali M Smith, MD



Selinexor: oral XPO1 inhibitor

Courtesy of Sonali M Smith, MD



SADAL: phase 2 trial of selinexor monotherapy in R/R DLBCL 

Patient characteristics: 
N=127 with med age 67y
45% of pts > 70y
72% refractory to last regimen

Results: 
ORR 28%
CR 12%
Med DR 9.3m

--med DR for CR pts 23m
--med DR for PR pts 4.4m 

No impact of COO 

Kalakonda N et al. Lancet Haematol 2020;7(7):e511-22. Courtesy of Sonali M Smith, MD



SADAL: phase 2 trial of selinexor monotherapy in R/R DLBCL 

Patient characteristics: 
N=127 with med age 67y
45% of pts ≥ 70y
72% refractory to last regimen

Results: 
ORR 28%
CR 12%
Med DR 9.3m
•med DR for CR pts 23m
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No impact of COO 

Kalakonda N et al. Lancet Haematol 2020;7(7):e511-22. Courtesy of Sonali M Smith, MD



Tafasitamab MOA

Salles et al. ICML 2019. #124.
Hortonet al., 2008; Awanet al., 2010; Richter et al., 2013; MorphoSys data on file; Wu et al., 2008; Lapalombella et al., 2008; Zhang 
et al., 2013, Wiernik et al., 2008; Witzig et al., 2011; Czuczman et al., 2017; Jurczak et al, 2018

L-MIND trial: phase 2 trial of tafa-len x 12 
cycles in R/R DLBCL 

Tafasitamab

Courtesy of Sonali M Smith, MD



L-MIND Results: very long response duration for CR pts

Salles G et al. Lancet Oncol. 2020 Jul;21(7):978-988 

PFS All responders 

OS All pts 

PFS All pts

DR

Patient characteristics: 
N=81 with med age 72y
50% of pts 2L
42% R-ref, 44% ref 

Results: 
ORR 60%, CR 43% 
Med DR 22m but NR for CR pts 

Courtesy of Sonali M Smith, MD
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Salles G et al. Lancet Oncol. 2020 Jul;21(7):978-988 

Patient characteristics: 
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Results: 
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ASH 2020: Advent of Bispecifics in Lymphoma 
• CD20 x CD3

• REGN1979 — Bannerji ASH 2020 #400
• Mosunetuzumab — Olszewski ASH 2020 #401
• Epcoritamab — Hutchings ASH 2020 #402
• Glofitamab — Hutchings ASH 2020 #403 

• CD19 x CD3
• MB-CART2019.1 — Borchman ASH 2020 #404

Courtesy of Sonali M Smith, MD



Which therapy would you generally recommend first for a 
patient with DLBCL who experiences disease progression on 
front-line R-CHOP and is not eligible for high-dose therapy?

1. Polatuzumab vedotin/BR
2. Tafasitamab/lenalidomide
3. Selinexor
4. CAR T-cell therapy
5. I don’t know 
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Module 4: Hodgkin lymphoma

• Key Relevant Data Sets
– ECHELON-1: Five-year update
– AETHERA: Five-year follow-up
– Brentuximab vedotin (BV) + nivolumab as first-line therapy
– KEYNOTE-204: Pembrolizumab versus BV for R/R classical HL



Snapshot of frontline standard treatment approach 
prior to targeted agents 

RAPID NEJM 2015
CALGB 50604 Blood 2018

IA, IIA

IIB, IIX

III, IV

Non-PET 
adapted

PET-
adapted

Non-PET 
adapted

PET-
adapted

ABVD2 + IFRT 20Gy
ABVD4-6

ABVD6
Stanford V
escBEACOPP

RATHL NEJM 2016
S0816 JCO 2016

Courtesy of Sonali M Smith, MD



Evolution of care:  two “new” targets

http://pleiad.umdnj.edu/~dweiss/hd_types/hdImmuno_img.html

T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

n engl j med 372;4 nejm.org january 22, 2015318

light the importance of the PD-1 immune eva-
sion pathway and the genetically defined sensi-
tivity to PD-1 blockade in this disease.

Supported by Bristol-Myers Squibb, by grants from the Na-
tional Institutes of Health (U54CA163125 and P01AI056299, to 
Dr. Freeman; and R01CA161026, to Dr. Shipp), and by a grant 
from the Miller Fund (to Dr. Shipp).

Dr. Ansell reports receiving grant support from Seattle Genet-
ics, Celldex Therapeutics, Millennium, Idera, and Regeneron; 
Dr. Lesokhin, receiving consulting fees and grant support from 
Bristol-Myers Squibb; Dr. Halwani, receiving grant support 
from Seattle Genetics, Millennium, Kyowa Hakko Kirin, AbbVie, 
Genentech, and Bristol-Myers Squibb; Dr. Freeman, receiving 
royalties from patents related to PD-1, PD-L1, and PD-L2 pathways 
(US 6808710, US 6936704, US 7038013, US7101550, US 7432059, 
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Figure 2. Genetic and Immunohistochemical Analyses 
of PDL1 and PDL2 Loci, PD-L1  and PD-L2 Protein  
Expression, and Epstein–Barr Virus Status in Patients 
with Hodgkin’s Lymphoma.

Shown are the results of analyses of the PDL1 and 
PDL2 loci and PD-L1 and PD-L2 protein expression in 
Reed–Sternberg cells. Panel A shows the location and 
color labeling of bacterial artificial chromosome 
clones used for the fluorescence in situ hybridization 
(FISH) assay for PDL1 (red) and PDL2 (green) on 
chromosome 9p24.1. Representative images obtained 
from patients show a copy-number gain in PDL1 and 
PDL2 (Panel B, left), with six green–red (yellow over-
lap) signals (signifying a fusion signal), as compared 
with three centromeric signals (aqua), or PDL1 and 
PDL2 amplification (Panel B, right), with more than 
three times as many green–red (yellow overlap) sig-
nals as centromeric signals (aqua). In Panel C, the ex-
pression of PD-L1 (upper row) and PD-L2 (lower row) 
is indicated by brown staining in Reed–Sternberg cells 
obtained from the same patients as in Panel B. Arrows 
indicate malignant cells. PD-L1 is evaluated in con-
junction with PAX5 to identify PAX5-positive cells 
(shown in red in the upper row). PD-L2 is assessed in 
association with phosphorylated signal transducer and 
activator of transcription 3 (pSTAT3), which reflects 
Janus kinase–STAT activation (shown in red in the 
lower row). The scale bars represent 50 µm. Panel D 
shows PD-L1 and PD-L2 protein expression and status 
with respect to Epstein–Barr virus–encoded messen-
ger RNA (EBER) in study patients who could be evalu-
ated. All the patients who were included in the analy-
sis had structural bases for increased copy numbers in 
PDL1 and PDL2 on chromosome 9p24.1, including ex-
tra copies of 9p (polysomy 9p), copy gain in PDL1 or 
PDL2, or amplification in PDL1 or PDL2 (Table S2 and 
Fig. S2 in the Supplementary Appendix). Epstein–Barr 
virus status was evaluated by means of a FISH assay. 
HRS denotes Hodgkin’s Reed–Sternberg, and IHC im-
munohistochemical.
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of 87% and a rate of progression-free survival of 
86% at 24 weeks. Adverse events were mainly of 
grade 1 or 2. The rate of adverse events was sim-
ilar to that in trials of nivolumab in patients with 
solid tumors.4 Given the limited therapeutic op-
tions for patients with Hodgkin’s lymphoma 
whose disease progresses after autologous stem-
cell transplantation21-23 and the relatively short-
lived responses to brentuximab after relapse,24 
nivolumab-mediated PD-1 blockade may repre-
sent a promising targeted treatment for these 
patients.

The frequent chromosome 9p24.1 amplifica-
tion and associated PD-1 ligand overexpression 
in Hodgkin’s lymphoma and the pronounced but 
ineffective inflammatory response seen in in-
volved lymph nodes provided a compelling ratio-
nale for evaluating the efficacy of PD-1 blockade 
in patients with relapsed or refractory disease. 
In this study, all the patients with available tu-
mor specimens had concurrent gain of the PDL1 
and PDL2 loci, increased expression of the PD-1 
ligands, and evidence of active JAK-STAT signal-
ing. In this group of patients, the incidence of a 
copy-number gain in PDL1 and PDL2 was higher 
than in previously reported series of patients 
with newly diagnosed Hodgkin’s lymphoma,14,25 
suggesting that this disease-specific genetic al-
teration may have adverse prognostic signifi-
cance. The low rate of EBV positivity (1 of 10 
patients) that was observed is consistent with 
the low predominance of EBV in Hodgkin’s lym-
phoma of the nodular-sclerosis type.26

In available biopsy samples obtained from the 
patients, tumor-infiltrating T cells largely ex-
pressed low levels of PD-1 on standard immuno-
histochemical analysis. Previous studies have 
suggested that PD-1 blockade selectively en-
hances the function of CD8+ T cells that have 
low or intermediate, rather than high, levels of 
PD-1 expression.27 The levels of PD-1 on tumor-
infiltrating T cells were significantly less predic-
tive of response to nivolumab therapy than was 
PD-L1 expression on solid tumors in recent 
clinical trials,6 findings that are consistent with 
our results.

The frequent clinical responses to nivolumab 
therapy in heavily pretreated patients with re-
lapsed or refractory Hodgkin’s lymphoma and 
genetic alterations of the PD-1 ligand loci high-
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Figure 1. Response Characteristics and Changes in Tumor Burden in Patients 
with Hodgkin’s Lymphoma Receiving Nivolumab.

Panel A shows the response onset and duration for the 20 study patients 
who had a response to treatment with nivolumab. The color of each bar in-
dicates whether previous autologous stem-cell transplantation (ASCT) or 
brentuximab therapy had failed in that patient. The length of the bar shows 
the time until the patient had a complete response or a partial response, 
along with the duration of the response. Six patients elected to discontinue 
the study in order to undergo stem-cell transplantation after having a re-
sponse to nivolumab. Eleven patients continued to have a response at the 
time of this writing (indicated by an arrowhead). Panel B shows the per-
centage reduction in tumor burden from baseline in all 23 study patients. 
Two patients met the criteria for a complete response without having a 100% 
decrease in tumor burden. One patient with a partial response had a 99% 
decrease in tumor burden but had positive results on positron-emission 
tomography.
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patients (55%) experienced adverse events of grade 3 or higher. Be-
sides peripheral sensory neuropathy (8%), the majority of grade 3 or
higher adverse events were laboratory abnormalities including neu-
tropenia (20%), thrombocytopenia (8%), and anemia (6%). No cases
of febrile neutropenia were observed. There were no deaths within 30
days from the last drug administration, and no deaths were attributed
to the study drug.

Twenty patients had adverse events that led to treatment discon-
tinuation; the most common of these were peripheral sensory neurop-
athy in six patients and peripheral motor neuropathy in three patients.
Doses of brentuximab vedotin were delayed because of adverse events
in 47% of patients. Overall, 8% of doses were delayed. The most
common events leading to dose delays were neutropenia (16%) and
peripheral sensory neuropathy (13%). Doses of brentuximab ve-

dotin were prospectively reduced from 1.8 to 1.2 mg/kg in 11
patients; 10 of the 11 patients received a dose reduction because of
peripheral neuropathy, and the other patient had a dose reduction
because of grade 4 thrombocytopenia.

Fifty-six patients experienced peripheral neuropathy events (as
identified by Standardized Medical Dictionary for Regulatory Activi-
ties Query) of any grade; 20% of patients had peripheral neuropathy
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Fig 1. Maximum percent reduction in the
sum of the product of diameters in indi-
vidual patients (n ! 98) per Cheson et al.12

Tumor size reductions were observed in
96 (94%) of 102 patients. Four patients
were not included in the analysis; three
patients had no measurable lesions per
independent review facility (IRF), and one
patient had no postbaseline scans.

Table 2. Key Response Results

Parameter

No. of
Patients

(N ! 102) %

Objective response 76 75
Complete remission 35 34
Partial remission 41 40

Stable disease 22 22
Progressive disease 3 3
Not evaluable 1 1
Duration of objective response, months

Median 6.7
95% CI 3.6 to 14.8

Duration of response for patients with complete
remission, months (n ! 35)

Median 20.5
95% CI 10.8 to NE

Progression-free survival, months
Median 5.6
95% CI 5.0 to 9.0

Overall survival, months
Median 22.4
95% CI 21.7 to NE

Abbreviation: NE, not estimable.
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Fig 2. Decrease from baseline in tumor
burden (left) and Kaplan-Meier estimates of
objective response duration (right) on the
basis of central review in patients with
response. (A) All cohorts; (B) cohort 1; (C)
cohort 2; (D) cohort 3.
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Integration of targeted agents into frontline
management of advanced stage cHL: ECHELON-1

Time
A+AVD 

(95% CI)
ABVD

(95% CI)
2-year 82.1 

(78.7–85.0)
77.2 

(73.7–80.4)

Median follow-up (range): 24.9 months (0.0–49.3)

Category
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ASH 2020: 5-year follow up of ECHELON-1
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Strauss DJ et al. Brentuximab Vedotin with Chemotherapy for Patients with Previously 
Untreated, Stage III/IV Classical Hodgkin Lymphoma: 5-Year Update of the ECHELON-1 Study. 

ASH 2020; Abstract 2973. Poster
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Strauss DJ et al. Brentuximab Vedotin with Chemotherapy for Patients with Previously 
Untreated, Stage III/IV Classical Hodgkin Lymphoma: 5-Year Update of the ECHELON-1 Study. 
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ASH 2020: 5-year follow up of ECHELON-1
Author Conclusions

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

ASH 2020; Abstract 2973. Poster
Courtesy of Sonali M Smith, MD



Treatment approach for relapsed cHL

Monotherapy with: 
Brentuximab vedotin
Nivolumab
Pembrolizumab

R/R #1

ASCT elig

ASCT 
inelig

Salvage
CR, PR

ASCT BV 
consol

Courtesy of Sonali M Smith, MD



5-year follow up of post-ASCT BV (AETHERA TRIAL)

published.3 Briefly, eligible BV-naive patients with HL must have
undergone auto-HSCT before randomization and have been at
high risk of relapse after auto-HSCT based on having either
relapsed or progressive HL that occurred ,12 months from the
end of frontline therapy; a history of refractory HL, defined as
progression during or failure to achieve a complete remission
after frontline therapy; or extranodal involvement at the time

of pre–auto-HSCT relapse. As previously reported,3 patients
provided written informed consent in accordance with the
Declaration of Helsinki, and the study was approved by the
institutional review board at each study site.

A total of 329 patients were randomized to receive 1.8 mg/kg of
BV or placebo once every 3 weeks for up to 16 cycles starting 30
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86 9.7 (6.1-15.8)
(3.3-11.9)6.363PBO + BSC ≥ 3 risk factors

BV + BSC ≥ 2 risk factors 0.424 (0.302-0.596)
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Figure 1. Five-year PFS. PFS at 5 years per investigator (A) and in patients with $2 or $3 risk factors (B). BSC, best supportive care; PBO, placebo.
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16 doses of BV 
1.8mg/kg q21d post-ASCT

Courtesy of Sonali M Smith, MD



Is there a shorter, less toxic post-transplant option? 

Treatment: 
30-75 days post AHCT

1.8mg/kg BV and 3mg/kg 
nivo q21d x 8 doses 

Primary endpoint 18m PFS 

Patients: 
N=59
Med age 30 (18-72y) 
32% primary refractory disease 
39% EN disease 
51% prior BV
42% prior PD-1 inhibitors 

Herrera AF et al. ASH 2020; Abstract 472 

Courtesy of Sonali M Smith, MD



Post-autologous stem cell transplant BV + nivo

Only 49% completed both agents
Most common AEs were neuropathy, neutropenia
27% had immune-related AE’s requiring steroids 

19m PFS is 92% 
(med f/u is 18m)  

Herrera AF et al. ASH 2020; Abstract 472 

Courtesy of Sonali M Smith, MD



KEYNOTE-204: Pembro vs. BV in R/R cHL

Kuruvilla J et al. ASCO 2020; Abstract 8005. Oral, HoD
Zinzani P et al. EHA 2020; Abstract LB2600. Late Breaking

Kuruvilla J et al.. ASH 2020; Abstract 1158. Poster

• Med PFS 13.2 vs. 8.3m 
favoring pembro

• Most pts BV-naive 

Courtesy of Sonali M Smith, MD
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Kuruvilla J et al. ASCO 2020; Abstract 8005. Oral, HoD
Zinzani P et al. EHA 2020; Abstract LB2600. Late Breaking

Kuruvilla J et al.. ASH 2020; Abstract 1158. Poster Courtesy of Sonali M Smith, MD

KEYNOTE-204: Pembro vs. BV in R/R cHL



Combination targeted therapy in R/R cHL

Grade 3-4 AE’s seen in all groups
slightly higher in Ipi-groups 
(43% ipi vs. 50% in triplet vs. 16% in nivo groups)  

Grade 5 toxicity 
2 deaths from pneumonitis (nivo group and triplet 
group)

Houot R, Merryman RW, Morschhauser F.. Lancet Haematol. 2020 
Sep;7(9):e629-e630 Courtesy of Sonali M Smith, MD



Regulatory and reimbursement issues aside, in general, what is your 
preferred second-line therapy for a patient with HL who is 
experiencing relapse after up-front ABVD and who is not considered 
a candidate for transplant?

1. Other chemotherapy
2. Brentuximab vedotin
3. Brentuximab vedotin + nivolumab
4. Brentuximab vedotin + pembrolizumab
5. Nivolumab
6. Pembrolizumab
7. Other



Agenda

Module 1: Follicular lymphoma 

Module 2: Mantle cell lymphoma

Module 3: Diffuse large B-cell lymphoma

Module 4: Hodgkin lymphoma

Module 5: CAR T-cell therapy in DLBCL and other lymphoma subtypes 



Module 5: CAR T-cell therapy

• Key Relevant Data Sets
– Lisocabtagene maraleucel versus axicabtagene ciloleucel (axi-cel) + 

tisagenlecleucel for R/R large B-cell lymphoma (LBCL)
– ZUMA-12: First-line axi-cel for high-risk LBCL
– TRANSCEND NHL 001: Lisocabtagene maraleucel for R/R LBCL
– JULIET: Tisagenlecleucel for R/R DLBCL
– ELARA: Tisagenlecleucel for R/R FL
– ZUMA-5: Axi-cel for R/R indolent non-Hodgkin lymphoma



Adapted from van der Steegan et al. Nat Rev Drug Discov, 2015

CD19 Directed CAR T Cell Products in Clinical Development

Axi-cel Tisa-cel Liso-cel

Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001) 

Duration of Response Progression-free survivalOverall Survival

Key patient features: 
269 of 344 pts received product
42% over age 65y 
67% chemo-refractory 
7 pts with secondary CNSL 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001) 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 

Duration of Response

Courtesy of Sonali M Smith, MD



Overall Survival

Liso-cel (TRANSCEND NHL-001) 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001) 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 

Progression-free survival

Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001) 

Key patient features: 

269 of 344 pts received product

42% over age 65y 

67% chemo-refractory 

7 pts with secondary CNSL 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Liso-cel (TRANSCEND NHL-001) 

Abramson JS et al. Lancet. 2020 Sep 19;396(10254):839-852 Courtesy of Sonali M Smith, MD



Matching-Adjusted Indirect Comparison (MAIC) of Liso-cel vs Axi-cel
and Tisagenlecleucel in R/R Large B-Cell Lymphoma

Is there a “best-in-class” CAR-T product?

Cartron G et al. ASH 2020; Abstract 2116 Courtesy of Sonali M Smith, MD



Liso-cel vs. Axi-cel and Liso-cel vs. Tisa-cel

Cartron G et al. ASH 2020; Abstract 2116 

• Pairwise matching-adjusted comparison study with matching and then 
adjustment of ZUMA-1, TRANSCEND, JULIET 

• Better safety and comparable efficacy: liso-cel versus axi-cel
• Better efficacy and comparable safety: liso-cel versus tisa-cel

Courtesy of Sonali M Smith, MD



Liso-cel vs. Axi-cel and Liso-cel vs. Tisa-cel

Cartron G et al. ASH 2020; Abstract 2116 

• Pairwise matching-adjusted comparison study with matching 
and then adjustment of ZUMA-1, TRANSCEND, JULIET 

• Better safety and comparable efficacy: liso-cel versus axi-cel

• Better efficacy and comparable safety: liso-cel versus tisa-cel

Courtesy of Sonali M Smith, MD



Interim Analysis of ZUMA-12 Trial of Axi-cel as First-Line Therapy for 
Patients with High-Risk Large B-Cell Lymphoma

Moving CAR T-cell therapy earlier: high-risk DLBCL

Neelapu SS et al. ASH 2020; Abstract 405 

Med f/u 9.5m

Are CAR-T cells “better” if 
utilized earlier? 

• Higher frequency of 
CCR7+CD45RA+ T-cells 

• Greater CAR-T cell 
expansion 

Courtesy of Sonali M Smith, MD



Fowler NH et al.
ASH 2020;Abstract 1149.

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



Phase II ZUMA-5 Trial of Axicabtagene Ciloleucel

Jacobson CA et al. ASCO 2020; Abstract 8008. Courtesy of Christopher R Flowers, MD, MS



ZUMA-5: Response

Jacobson CA et al. ASCO 2020; Abstract 8008. Courtesy of Christopher R Flowers, MD, MS
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.


