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Relapsed FL:

We have many options and life expectancy is 10+ years 

Do we need cell therapies?



Casulo C et al, JCO 2015; Freeman CL et al, Blood 2019
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We are in trouble – now what?

For early progressing relapsed or refractory FL –

there is a real risk of death from lymphoma.

We need effective treatment options



Advanced stage FL is not curable! 
(except with allogeneic SCT)

Mozas et al. Blood Cancer J 2020
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In the Allo group:

• 22 deaths

• acute (n=3) or chronic (n=4) GVHD

• infection (n=4)

• disease progression (n=4)

• unknown causes (n=6)

In the Auto group:

• 11 developed MDS

• 33 deaths

• MDS (n =9)

• disease progression (n=15)

• infection (n = 3)

• other (n=6)

NRM was allo 15% and auto 11%



What targeted therapies may overcome bad FL? 

CAR T-cells

Bispecific antibodies



Bispecifics vs CAR T-cells in FL

Kim, at al.Proc ASH. 2022

CAR T-cells Mosunetuzumab/Epcoritamab

Excellent efficacy with longer follow up Excellent efficacy with shorter follow up

Requires 3-4 weeks of manufacturing Off the shelf

Logistically more complex, $$$ Logistically less complex, $$

”One and done” for life Time-limited vs. indefinite

(can be repeated (mosun only)

Needs lymphodepleting chemo No lymphodepleting chemo

Higher risk of CRS (axi-cel) and neurotoxicity Lower risk of CRS (as compared to axi-cel) 

and neurotoxicity

Usually inpatient Usually outpatient



Efficacy and Safety

Drug N ORR CR mPFS CRS Grade 3+ ICANS Grade 3+

Mosunetuzumab 90 78% 60% 24 m 44.4% 2.2% 3% 0

Epcoritamab 128 82% 63% 49.4%* 65% 2% 6% 0

(Optimization) 86 49% 0% N/A

Odronextumab 68 81.8% 75.2% 20.7 m 56% 6% N/A

(Optimization) 60 56.7% 1.7%

Axi-cel 127 94% 75% 62.2 m 82% 7% 59% 19%

Tisa-cel 97 86.2% 68.1% 57.4%+ 49% 0% 4% 1%

Liso-cel 124 97% 94% NR 58% 1% 15% 2%

*
18 months

+24 months



Mosun: CD20xCD3 T-cell engaging bispecific antibody 

redirects T cells to engage and eliminate B cells2,3 

CD3

CD20
Mosunetuzumab

Granzyme

and perforin

T-cell activation

Target +
tumor cell

Tumor cell death

Immune synapse
formation

T-cellT cell



Mosunetuzumab Subgroup Analysis Study 
Schema

Assouline et al, EHA 2024



Response Rates and Risk Group

Assouline et al, EHA 2024



Assouline et al, EHA 2024



CRS Rates



Mosunetuzumab

Sehn et al, Blood 2025



Mosunetuzumab in 1L FL

Falchi et al, ASH 2024



Mosunetuzumab in 1L FL

Falchi et al, ASH 2024



Epcoritamab

Vitolo et al, EHA 2024



EPCORE-NHL-1 Response Rates

Vitolo et al, EHA 2024



EPCORE-NHL1 PFS and MRD



EPCORE-NHL1 CRS and Dose Optimization



Study Design: EPCORE® NHL-2 Arm 2

NCT04663347. aPatients received epcoritamab with 2 step-up doses (0.16 mg on C1D1 and 0.8 mg on C1D8) before the first full dose on C1D15, corticosteroid prophylaxis to mitigate CRS, 

and protocol-mandated hospitalization for 24 h after the first full dose. bCohorts A and B enrolled 27 and 84 patients, respectively. cTumor response was evaluated by PET-CT (or separate PET 

and CT/MRI when PET-CT was not available) obtained at 6, 12, 18, 24, 36, and 48 wk, and every 24 wk thereafter, until disease progression. dMRD was assessed in PBMCs using the 

clonoSEQ® assay (Adaptive Biotechnologies) with a cutoff of 10−6. 1. Brice P, et al. J Clin Oncol. 1997;15:1110-7.

Key inclusion criteria

• R/R CD20+ FL

– Grade 1–3A

– Stage II–IV

• ≥1 prior treatment, including an 

anti-CD20 antibody

• Need for treatment per GELF 

criteria1

• ECOG PS 0–2

• Measurable disease by CT

or MRI

• Adequate organ function

Data cutoff: May 15, 2024

Median follow-up: 25.3 months

Primary endpoint: ORR per Lugano criteriac

Key secondary endpoints: CR rate, DOR, DOCR, PFS, TTNT, OS, MRD analysis,d and 

safety and tolerability

Concomitant fixed-duration epcoritamab 48 mg + R2

(28-day cycles up to 2 years)

Agent C1 C2 C3 C4–5 C6–9 C10–12 C13+

Epcoritamab SC 48 mg

Cohort Ab QW Q2W Q4W

Cohort Bb QW Q4W

Rituximab IV 375 mg/m2 QW Q4W

Lenalidomide PO 20 mg/d D1–21 of each cycle
R
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What about CAR T-cell?



PFS outcomes with CD19 CAR-T in R/R FL

Neelapu et al. ASH 2024, Abstract 864
Dreyling M et al. ASH 2022, Abstract 608

Morschhauser F et al. Nat Med 2024 Aug;30(8):2199-2207

ZUMA-5 / PFS

Axi-cel

TRANSCEND FL / PFS

Liso-cel
• Is CAR T cell therapy 

curative for FL?

ELARA / PFS

Tisa-cel

• ORR ~95%

• CR rates 80-90%



ZUMA-5: Prior results

Neelapu et al. ASH 2024, Abstract 864

➢Axi-cel is an autologous anti-CD19 CAR T-cell therapy approved for the treatment of patients 
with R/R FL based on the Phase 2 ZUMA-5 trial in March 2021



ZUMA-5: PFS and Lymphoma-specific PFS

Neelapu et al. ASH 2024, Abstract 864

➢ 60-month PFS rate was 50.4%

Progression-Free Survival Cumulative Incidence of Progression and

Lymphoma-Specific Death in FL

Lymphoma-Specific PFS

• 60-month lymphoma-specific PFS was 64.0%



Cumulative incidence of lymphoma-specific death: 
ZUMA-5 vs. Historical

Casulo C et al. Lancet Haematol 2022 Apr;9(4):e289-e300

Neelapu et al. ASH 2024, Abstract 864

Cumulative Incidence of Lymphoma-Specific 

Death in FL

Lymphoma-Specific Survival

60-month lymphoma-specific 
survival in FL was 83.4%



Impact of bendamustine exposure pre-apheresis in FL

Neelapu S et al. Blood 2023;143(6):496-506

ZUMA-5: PFS in FL

Benda<6 mo

No Benda

Benda 6-12 mo

Benda >12 mo



MCL – what are the data for bispecific and 
CAR T-cell therapy?



Efficacy and Safety

Drug N ORR CR mPFS mOS CRS Grade 3+ ICANS Grade 3+

Glofitamab 61 85% 78.3% 16.8 m 29.9 m 75.7% 16.2% 5% 0

Mosun/Pola 20 75% 70% 15.8 m 17.9 m 45% 0% 4% 0

Brexu-cel 68 91% 68% 25.8 m 46.6 m 91% 15% 63% 31%

Liso-cel 83 86.5% 74.3% 15.3 m 18.2 m 61% 1% 31% 9%



Glofitamab

Phillips et al, ASCO 2024



Response Rates and Prior BTKi Exposure

Phillips et al, ASCO 2024



Survival Outcomes: Glofitamab MCL

Phillips et al, ASCO 2024



CRS Summary

Phillips et al, ASCO 2024



Brexucabtagene autoleucel
Progression-Free Survival in ZUMA-2         5-Year Outcomes

• Median investigator-assessed PFS was 25.3 months (95% CI, 12.7-46.6; N=68) and 54-month PFS rate 

was 32% (95% CI, 20.0-44.2) in Cohort 1

• In Cohort 2, median PFS was 29.5 months (95% CI, 3.3-NE) and 54-month PFS rate was 46% (17.3-70.5; 

N=14)

4
a Per investigator assessment. NE, not estimable; PFS, progression-free survival.



Adverse Events of Special Interest in ZUMA-2

• Rates of Grade ≥3 CRS and 

neurological events were 

15% and 31% in Cohort 1, 

and 14% and 43% in Cohort 

2, respectively; no cases of 

Grade 5 CRS or neurological 

events occurred

• CRS and neurological 

events resolved within a 

median of 10 days and 

15 days in Cohort 1, and 

10 days and 17 days in 

Cohort 2, respectively

4

AEs of Interest, n (%)
Cohort 1

(N=68)

Cohort 2

(N=14)

Any CRSa

Grade ≥3

62 (91)

10 (15)

13 (93)

2 (14)

Any neurologic eventb

Grade ≥3

43 (63)

21 (31)

13 (93)

6 (43)

Any thrombocytopenia

Grade ≥3

50 (74)

36 (53)

7 (50)

6 (43)

Any neutropenia

Grade ≥3

59 (87)

58 (85)

11 (79)

11 (79)

Any anemia

Grade ≥3

47 (69)

36 (53)

7 (50)

6 (43)

Any infection

Grade ≥3

37 (54)

26 (38)

7 (50)

3 (21)

Any hypogammaglobulinemia

Grade ≥3

14 (21)

1 (1)

0

0

a CRS events were graded per the revised grading system of Lee et al. 2014.1 b Neurologic events were identified based on Topp et al. 2015.2 All other events were graded per CTCAE v.4.03.
1 Lee DW, et al. Blood 2014. 2 Topp MS, et al. Lancet Oncol. 2015;16(1):57-66.

AE, adverse event; CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events.



Brexu-Cel real world evidence: Duration of response

Median follow-up = 6.7 months (range 0.5-13.6)

Median DOR not reached

6-month rate 70% (95% CI 57-80)

0 2 4 6 8

Number at risk Time after first response (months)

85 73 45 27 20

Wang Y et al. ASH 2021, Abstr #744.
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Impact of bendamustine exposure pre-apheresis in MCL

Wang Y et al. J Clin Oncol 2023;41(14):2594-2606

ORR and CR rate by prior benda

Brexu-cel: Failure to infuse 

or manufacturing failure
PFS by prior benda



Conclusion

For patients with refractory or early relapsed FL and MCL

• FL:

• Mosunetuzumab and Epcoritamab have shown impressive efficacy with 

lower toxicity than CAR T-cell therapy

• Axi-cel, Tisa-cel, and Liso-cel have high efficacy but high complexity & cost

• MCL

• Glofitamab has impressive efficacy but greater toxicity than bispecifics in FL

• Brexu-cel and liso-cel have high efficacy but high neuro toxicity & cost



Thank you!

Obrigado!

Jason Westin, MD MS FACP FASCO
Jwestin@mdanderson.org
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