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S1826 Intergroup Study: Frontline Nivolumab + AVD or 
BV+AVD in Advanced-Stage cHL

2Herrera AF, et al. ASCO 2023, Plenary Session.

Primary Endpoint 
§ PFS
Secondary 
Endpoints 
§ EFS, OS, CR

Post-Tx ISRT allowed for 
pts declared ISRT-
eligible prior to 
randomization with EOT:
§ DS 4-5
§ ≥30% reduction in max 

transverse diameter
AND
§ Residual LN ≥2.5 cm
OR
§ Residual extranodal >1 

cm

470 pts 

Newly 
diagnosed 
stage III-IV

Hodgkin lymphoma 
(>12 y.o.)
n=987 pts

Nivolumab + AVD
6 cycles

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

Dacarbazine 375 mg/m2 days 1, 15

BV+AVDa

6 cycles
BV 1.2 mg/kg days 1, 15

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

Dacarbazine 375 mg/m2 days 1, 15

470 pts

Stratification
§ Age
§ IPS
§ ISRT eligible

1:1
 randomization

ASCO 2023: S1826 Intergroup Study 
Frontline Nivo+AVD vs. BV+AVD in Advanced Stage cHL 

aG-CSF mandatory in BV+AVD arm, optional in N+AVD arm

At planned 2nd interim analysis (50% of total PFS 
events), the SWOG Data and Safety Monitoring 
Committee recommended to report the primary 

results because the primary PFS  endpoint crossed 
the protocol-specified conservative statistical 

boundary



NCCN Guidelines in Stage III-IV Classical Hodgkin 
(Version 2.2023)

Preferred regimen:
ABVD × 2 cyclesa (Category 1)

Useful in certain circumstances:
Escalated BEACOPP 
(in select patients if IPS ≥4, aged <60 years)

Stage III-IV cHL 
(aged ≥18 years)

Restage with FDG-
PET/CT (RATHL)

ALL RECOMMENDATIONS CATEGORY 2A UNLESS OTHERWISE INDICATED

All cycles with BV+AVD include 
growth factor support

Preferred regimen:
BV+AVD (Category 1)
(use with caution in patients aged >60 years; 
contraindicated in those with neuropathy)

a ABVD is preferred based on the toxicity profile and quality of data.
National Comprehensive Cancer Network. Hodgkin Lymphoma (Version 2.2023). Accessed February 2, 2023. 
https://www.nccn.org/professionals/physician_gls/pdf/hodgkins.pdf 



Brentuximab vedotin in advanced stage adult and pediatric 
Hodgkin Lymphoma

Herrera AF, et al. ASCO 2023, Plenary Session.



Can we do better?: 
Rationale for Intergroup Study S1826

Herrera AF, et al. ASCO 2023, Plenary Session.



OPINIONS IN HODGKIN LYMPHOMA: A CASE-BASED 
DISCUSSION
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61. Ramchandren R, et al. J Clin Oncol. 2019;37(23):1997-2007. 
2. Ansell S, et al. Hematol Oncol. 2019;37(S2):146-147.
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ORR: 
84%

ORR: 93%

Response Rates1

ORR: 
84%

PFS Per Investigator2 

Pr
ob

ab
ilit

y 
of

 P
FS

Incorporating PD-1 blockade into initial cHL treatment (Nivo + AVD) 
is highly effective and well tolerated



Intergroup Study S1826

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: Patient Characteristics

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: PFS

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: PFS benefit across subgroups

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: EFS

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: OS

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: Toxicities

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: Toxicities

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: Treatment Discontinuation

Herrera AF, et al. ASCO 2023, Plenary Session.



Intergroup Study S1826: Conclusions

Herrera AF, et al. ASCO 2023, Plenary Session.



FDA Approvals for Relapsed/Refractory DLBCL 
(2017-2023): Impressive Progress

Chavez, J. et al.

2017 2018 2019 2020 2021

Tisa-cel (CD19 CAR)
 (DLBCL 3L)

Liso-cel (CD19 
CAR)

(DLBCL 3L)

2022

2nd line DLBCL 
(axi-cel, liso-cel)

Tafasitamab (CD19MAb) + Len
 (DLBCL 2L) HCT ineligible

Polatuzumab ADC CD79+ BR
 (DLBCL 3L) HCT Ineligible

Loncastuximab (ADC CD19)
 (DLBCL 3L)

Selinexor (XPO1)
 (DLBCL 3L)

Axi-cel (CD19 
CAR)

(DLBCL 3L)

2023

Bispecifics
 (DLBCL 3L)
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• Numerous bispecific antibody structures exist
• Properties of the BsAbs vary by construct

• Distinguishing features of BsAbs include:
— “Off-the-shelf”– rapid access, relative ease of delivery 6,7
— Adaptable – lack of persistence and ability to modulate dosing may improve tolerability6

1. Queudeville M, et al. Onco Targets Ther. 2017;10:3567-3578. 2. Clausen MR, et al. J Clin Oncol. 2021;39(suppl 15):7518. 3. Budde LE, 
et al. Blood. 2018;132(suppl 1):399. 4. Hutchings M, et al. Blood. 2020;136(suppl 1):45-46. 5. Bannerji R, et al. Blood. 2020;136(Suppl_1):42-43. Presented at: ASH 2020. Abstract 400. 6. Husain B, et al. 
BioDrugs. 2018;32(5):441-464. 7. Schuster S. SurvivorNet. Bispecific antibodies: an off-the-shelf approach to treating lymphoma. Accessed June 23, 2022. 
https://www.survivornet.com/articles/bispecific-antibodies-an-off-the-shelf-approach-to-treating-lymphoma/

The Original: Proof of 
Concept The New Ones ….and more to come

Blinatumomab1 Epcoritamab2 Mosunetuzumab3 Glofitamab4 Odronextamab5

CD3 (scFV) x CD19 (scFV) DuoBody- CD3 x CD20 
BsAb

CD3 x CD20 Knobs-in-hole 
Fc BsAb

CD3 (Fab) x CD20 (Fab x2) 
Fc BsAb

CD3 x CD20 Common LC 
Fc BsAb

Bispecific Antibodies in B-cell NHL



N= 157 pts
Median lines: 3 (2-11)
Primary refractory: 61% 
Prior CAR-T: 39%
Prior auto HCT: 20%
Unlimited treatment (SC)

Median f/u: 10.7 months
ORR= 63%
CR= 39%
PFS in CR pts at EOT: Not reached
Median PFS= 4.4 months. Not reached in MRD neg.
CRS all: 49.7% Grade >3: 2.5%. Mainly during C1

18

Epcoritamab dose expansion | EHA 2022 | June 2022

• Exploratory ctDNA analysis shows that MRD-negative responses were durable and correlated with PFS
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PFS by MRD Status

MRD Negativity Correlated With Improved PFS

MRD Results 
per ctDNA Assay

All LBCL
n=107

MRD-negative rate, n (%) 49 (45.8)
[95% CI: 36.1–55.7]

Based on MRD-negative evaluable set, which included patients with ≥1 postbaseline MRD sample/evaluation who had detectable disease (n=104) or were not evaluated (n=3) at baseline. 
MRD negativity was defined as the absence of detectable clone sequences in plasma at any on-treatment time point (clonoSEQ).

Thieblemont at Al. EHA Congress 2022

Baseline Characteristics

Results

Epcoritamab for R/R DLBCL: 
Phase 2 Pivotal Study EPCORE

5/19/23: FDA granted accelerated approval for 
Epcoritamab-bysp for relapsed/refractory DLBCL 

NOS, including DLBCL arising from follicular 
lymphoma and high-grade B-cell lymphoma after two 

or more lines of systemic therapy



N= 155 pts
Time limited therapy (12 cycles IV with pretreatment 
obinutuzumab)
Median lines: 3 (2-7)
Primary refractory: 58% 
Prior CAR-T: 38%
Prior auto HCT: 18%

Median f/u: 12.6 months
ORR= 52%
CR=    39%
PFS in CR pts at EOT: Not reached
Median PFS= 4.9 months
CRS all: 63%; G>3= 4% Mainly during C1

n engl j med 387;24 nejm.org December 15, 2022 2227

Glofitamab for Relapsed or Refr actory DLBCL

S6); these data included five deaths related to 
coronavirus disease 2019 (Covid-19). (Corre-
sponding data for the pivotal cohort are shown 
in Fig. S7.) At the data-cutoff date, 87% of pa-
tients with a complete response (53 of 61) were 
alive, and 74% of the patients with an objective 
response (59 of 80) were alive.

In the supporting cohort, in which we ex-
plored the long-term outcomes in patients with 
a complete response, 35% of the patients (35 of 
101) had a complete response. In this cohort, the 
median duration of complete response was 34.2 
months (95% CI, 17.9 to not reached), with two 
relapses and two deaths occurring after 17 months 
(Fig. 2).

Safety
Adverse events leading to the discontinuation of 
treatment were uncommon, occurring in 14 of 
154 patients (9%) (Table 3). Five patients (3%) 
had a glofitamab-related adverse event leading 
to treatment discontinuation (gastrointestinal 
hemorrhage in 1 patient, myelitis in 1, cytokine 
release syndrome in 1, and neutropenia in 2). 
Grade 3 or higher adverse events occurred in 
62% of the patients. Grade 5 (fatal) adverse 
events (not including progressive disease) oc-
curred in 8 patients (5%; Covid-19–related pneu-
monia or Covid-19 in 5, sepsis in 2, and delirium 
in 1) (Table 3). Patient narratives for the sepsis 
and delirium events are provided in the Supple-
mentary Appendix; no deaths were considered 
by the investigators to be related to glofitamab 
therapy. The most common grade 3 or 4 adverse 
event was neutropenia (in 27% of the patients); 

this event did not lead to treatment discontinu-
ation in most cases (Table 3 and Tables S4 and 
S5). (Corresponding data for the pivotal cohort 
are shown in Tables S6, S7, and S8.)

Figure 2. Kaplan–Meier Plots of Complete Response 
and Progression-free Survival.

Complete response was determined by an independent 
review committee, both in the main analysis cohort 
(Panel A) and the supporting cohort (Panel C). The 
supporting cohort, which included patients who met 
the same inclusion and exclusion criteria as those in 
the main analysis cohort, included patients who had 
been treated in earlier cohorts with glofitamab doses 
of 10 mg or higher but lower than the phase 2 dose. 
Late events in the supporting cohort were progressive 
disease at 17.9 months, progressive disease at 22.1 
months (patient received retreatment with glofitamab 
and was in remission as of the 24-month follow-up 
 visit), death from unknown cause at 24.7 months, and 
death from acute myeloid leukemia at 34.2 months. In 
all panels, tick marks indicate censored data.
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Baseline Characteristics

Median PFS 4.9 months

Dickinson M et Al. N Eng J Med 2022.

Glofitamab for R/R Large B cell lymphoma (3L):
Phase 2 Pivotal Results

Results

6/15/23: FDA granted accelerated approval to 
Glofitamab-gxbm for adult patients with 

relapsed/refractory DLBCL NOS or large B-cell 
lymphoma arising from follicular lymphoma after at 

least two lines of systemic therapy



CAR-T and Bispecific Antibodies in DLBCL: 
How to use… and sequence them (…a matter of debate)

• Let’s look at the data:
– “Curative” versus non-curative modality

• Factors that would influence their use and/or 
sequencing:
– GOAL of Treatment
– Product-related factors
– Patient-related factors
– Tumor-related factors 
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Pivotal Anti-CD19 CAR T Cell Therapy Trials: Third Line 
DLBCL

Median F/U 27.8 months
Median age: 58 (23 – 76)
Enrolled (treated): 111 

(101)
Best ORR: 83%
Best CR: 54%

Ongoing CR: 39%

Median F/U 14 months
Median age: 56 (22 – 76)
Enrolled (treated): 165 

(111)
Best ORR: 52%

Best CR: 40 

Ongoing CR: 37%

Median F/U 12.3 months
Median age: 63 (18 – 86)
Enrolled (treated): 244 

(269)
Best ORR: 73%
Best CR: 53 %

Ongoing CR: 45%



1. Locke. NEJM. 2022;386:640. 2. Kamdar.. Lancet. 2022;399:10343.

Axi-cel
(n = 180)

8.3 (4.5-15.8)

SoC
(n = 179)

2.0 (1.6-2.8)Median, mo (95% 
CI) HR (95% CI)                         0.40 

(0.310.51)
P value        <.0001

ZUMA-7: Median EFS1
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CD19 CAR T-cell Therapy: A new SOC in 
Early Relapsed DLBCL (second line) 



• Anti-CD19 CAR T-cells have shown significant efficacy as third line 
and more recently as second line treatment for patients with 
relapsed/refractory DLBCL….. 

• It is estimated that 30-40 percent of patients with relapsed/refractory 
DLBCL might be cured! 

• Remaining 60 percent of patients: Unmet need

• Cost, manufacture time, side effects, progression while waiting for 
engineered T cells and mechanisms of resistance remain a 
significant challenge….

CD19 CAR T-cells in DLBCL



• Let’s look at the data:
– “Curative” versus non-curative modality

• Factors that would influence their use and/or 
sequencing:
– GOAL of Treatment
– Product-related factors
– Patient-related factors
– Tumor-related factors 

CAR-T and Bispecific Antibodies in DLBCL: 
How to use… and sequence them (…a matter of debate)



Tumor Factors:
- Rapidly growing tumor

- “Off the shelf”: Bi-specifics
- Need for some therapy for 

disease control : CAR T-cells

- Tumor antigen density
- Tumor antigen escape 
- Tumor Microenvironment

Product Factors:
- Availability (Clinical trials vs. commercial)
- Regulatory entities approval/indications
- Need for specialized center:

- CAR T: Yes
- Bispecifics: No

- Potential administration in outpatient 
setting

- CAR T: No (yet?)
- Bispecifics: Yes (IV and SC)

Patient Factors
- Age, comorbidities
- Prior treatments
- Patient preference:

- One treatment: CAR T
- Multiple treatments: Bispecifics

- Cost

CAR-T and Bispecific Abs in DLBCL:
Factors that would influence their use and/or 

sequencing

Treatment Goal:
- Curative Modality 

- CAR T-cells: Yes (30-40%)
-  Bi-specific :  Unknown yet



• CAR T-cells first…then Bispecifics
• Plenty of data….
• Several clinical trials have shown the efficacy and safety of Bispecifics 

after CAR T failures

Sequencing of CAR T-cells and Bispecifics in R/R DLBCL

Erbella, et al.  ASH 2022 Abstract #553



• Bi-specific first…then CAR T-cells
• Data is emerging….
• ASH 2022: French Descar T Registry: CAR T-cell therapy remain 

effective in pts with R/R B-cell NHL after Bispecific antibodies 
exposure. Crochet, G. et.al 

• Retrospective study. 28 pts, 23 with DLBCL

• Mainly Glofitamab: ORR:53.6%; CR: 25%.  6mo PFS: 17.4% mDOR: 
2.7months. All pts progressed and went to receive bridge therapy

• After CAR T-cells: ORR: 91.6%; CR: 45.8%
• Median follow up 12.3 mo: 1-year PFS:37.2; OS:53.5%

• No new toxicity signals were identified 

Sequencing of CAR T-cells and Bispecifics in R/R DLBCL



Relapsed 
Refractory

DLBCL
N=100

Primary 
Refractory 

(80)

Late Relapse 
(20)

2L CART 
(70)

Transplant 
Eligible?

Relapse post 
CART (35)

Cured (35)

Tafa-Len
Pola-BR

Axi-Cel
Liso-Cel

CART not 
eligible (10)

2L CIT + 
auto HCT 

(10)
Yes

No

Cured (5)

R/R post 
auto HCT or 
R/R to CIT 

(5)

Axi-Cel
Liso-
Cel
Tisa-Cel

< 12 months or PP

> 12 months

Lonca
Pola-BR
Glofitamab
Epcoritamab

Glofitamab
Epcoritamab

Glofitamab
Epcoritam
ab

R/R DLBCL: Changing the Treatment Paradigm 
with CAR T cells and Bispecifics 
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THANK YOU !
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