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Follicular Lymphoma is not Always an Indolent Disease

FLIPI POD24 in LEO
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Outcomes for Multiply Treated Follicular Lymphoma by

Line of Therapy

Progression-free survival
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Ghione, et al. Haematologica 2023
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Three CAR T-cell products for 34 line + follicular lymphoma

Tisagenlecleucel Axicabtagene Ciloleucel

Lisocabtagene Maraleucel

TRANSCEND-FL ELARA ZUMA-5
n 107 94 124
Median # prior lines 3 4 3
Chemorefractory 67% 78% 68%
POD24 54% 60% 55%
CR rate 94% 69% 79%
Median PFS, m NR 53 mo 57 mo
PFS 68% at 36m 50% at 60m 50% at 60m
PFS in POD24 58% at 36m 41% at 60m 50% at 60m
CRS (Any/severe) % 58/1 49/0 82/7
NT (Any/severe) % 15/2 4/1 59/15
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TRANSCEND FL: Sustained Benefit Across High-Risk
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Excellent long term safety

m Growth factors for neutropenia
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ELARA: Sustained PFS Across High-Risk Subgroups

POD24 (Yes vs No) FLIPI (High vs Low/Intermediate)
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ZUMA-5: Sustained PFS Across High-Risk Subgroups
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Myths about CAR versus BsAb in Follicular lymphoma

1. They are equally effective
2. CARs have significantly more toxicity

3. CARs are easier to give
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Summary of BsAb and CAR for relapsed FL in 3rd line+

-

Mosunetuzumab 90 3 36% at 60 mo

Epcoritamab 128 3 Median 18 mo

Lisocabtagene

68% at 36 mo
maraleucel

Tisagenlecleucel 97 4 50% at 60 mo

CAR T-cells are MORE EFFECTIVE in Relapsed/Refractory FL, and associated with FEWER INFECTIONS
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Budde, et al. Proc ASH 2025; Linton, et al. Lancet Haem 2024; Ahmed, et al. Proc ASH 2025; Schuster, et al. Proc ASH 2025



CAR vs Bispecifics in Relapsed/Refractory FL

Metaanalysis confirms superior CAR efficacy including overall survival!

CRR

Event rate Event rate
Study or Subgroup  Event rate SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.21CART
ELARA 2022 068 004847 169% 068[059,0.77) -
Fried et al, 2023 0.88 0.068879 142% 088[0.74,1.02) —b
Hirayama et al., 2019 0.88 0.132655 76% 088[062,1.14] —_—
RELIANCE 2022 085 0068879 142% 085(0.71,0.99) - =
Schuster et al., 2017 071 0114798 9.0% 0.71[0.49,0.93) iy
TRANSCEND 2024 094 0025511 196% 094089, 0.99] -
ZUMA-S 2022 0.79 0035715 185% 0.79[0.72, 0.86) -
Subtotal (Wald?) 100.0% 0.82[0.73,0.91) &

Test for overall effect: Z = 17.95 (P < 0.00001)

Heterogeneity: Tau® (DLP) = 0.01; Chi* = 29.22, df = 6 (P < 0.0001); I* = 79%

1.2.2 Bispecific Antibodies

ELM-12022 072 0076532 119%  072[057
ELM-2 2024 073 0038266 316%  073[066
EPCORE NHL-12024 063 0043368 27.4%  063[055
FLMOON-1 2025 068 0104598 69%  068[0.47
Sehn etal, 2024 06 0051021 222%  060[0.50
Subtotal (Wald?) 1000%  0.67 [0.61

Test for overall effect: Z = 23.07 (P < 0.00001)
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 562, df = 4 (P = 0.23), I* = 29%

Test for subgroup differences: Ch¥ = 7.92, df = 1 (P = 0.005), ¥ = 87.4%
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Ng, et al. Blood Ca J. 2025.
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Study or Subgroup

CAR
82%
62%
87%

2-year PFS

Event rate SE

Event rate

Weight IV, Random, 95% ClI

Bispecific

Event rate
IV, Random, 95% CI

141CART
ELARA 2022

Fried et al., 2023
TRANSCEND 2024
ZUMA-5 2022
Subtotal (Wald?)

0565 0.04847
0.515 0.094389
0.73 0.043368
0.63 0.043368

Test for overall effect: Z = 14.07 (P < 0.00001)
Heterogeneity: Tau® (DLb) = 0.00; Chi* = 8.50, df = 3 (P = 0.04); I* = 65%

1.4.2 Bispecific antibodies
ELM-12022

ELM-2 2024

EPCORE NHL-1 2024
Sehn et al., 2024

Subtotal (Wald?)

0.455 0.084185

0.46 0.043368
0.485 0.053572
0.495 0.053572

Test for overall effect: Z = 17.57 (P < 0.00001)
Heterogeneity: Tau® (DLb) = 0.00; Chi* = 0.35, df = 3 (P = 0.95); I* = 0%

27.3%
143%
292%
29.2%
100.0%

10.3%
38.8%
25.4%
25.4%
100.0%

0.56 [0.47 , 0.66]
0.52[0.33, 0.70)
0.73(0.65, 0.81)
063055, 0.71)
0.62[0.54, 0.71]

0.46[0.29, 0.62)
0.46[0.38, 0.54)
0.48(0.38, 0.59)
0.49(0.39, 0.60)
0.47 [0.42 , 0.53]

Test for subgroup differences: Chi* = 8.35, df = 1 (P = 0.004), I* = 88.0%
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67%
47%
76%

2-year OS

Event rate Event rate
Study or Subgroup  Eventrate  SE  Weight IV, Random, 95% CI IV, Random, 95% Cl
171CART
ELARA 2022 0.88 0027176 351%  0.88[0.83,0.93) =
Fried et al., 2023 094 0058675 11.8%  0.94[0.82,1.06] -
TRANSCEND 2024 0.88 0033164 27.8%  0.88[0.81,0.95) -
ZUMA-5 2022 081 0035715 252%  0.81[0.74,0.88) -
Subtotal (Wald?) 100.0%  0.87 [0.83,0.91] ¢
Test for overall effect: Z = 39.65 (P < 0.00001)
Heterogeneity: Tau? (DLb) = 0.00; Chi* = 4.47, df = 3 (P = 0.22); I* = 33%
1.7.2 Bispecific antibodies
ELM-22024 0.7 0038266 332%  0.70[0.63,0.77] -
EPCORE NHL-12024 068 0040817 328%  068[0.60,0.76) -
Sehn et al., 2024 0.89 0033164 340%  089[0.82,0.96) u
Subtotal (Wald?) 100.0%  0.76 [0.62,0.90] %
Test for overall effect: Z = 10.79 (P < 0.00001)
Heterogeneity: Tau? (DLY) = 0.01; Chi* = 21.28, df = 2 (P < 0.0001); I = 91%
Test for subgroup differences: Chi* = 2.29, df = 1 (P = 0.13), I* = 56.3% o 0% o 05 4




CAR vs Bispecifics in Relapsed/Refractory FL

Metaanalysis confirms higher infectious risk with bispecifics

CAR Bispecific
Severe CRS 3% 4%

L] o
(0] (0]
Severe infection 9% 17%
Event rate Event rate Event rate Event rate
Study or Subgroup  Eventrate  SE  Weight IV, Random, 95% CI IV, Random, 95% Cl Study or Subgroup  Eventrate SE  Weight IV, Random, 95% CI IV, Random, 95% ClI
1.141CART
ELARA 2022 0005 0019312 288%  0.01[-003,0.04] ! 1101 CART
Fried et al., 2023 0.12 0.068879 43%  0.12[-0.02,0.26] e ELARA 2022 0.09 0.028827 329%  0.09[0.03,0.15) -.
Hirayama et al., 2019 0055 0126788 1.3%  0.06[-0.19,0.30] — TRANSCEND 2024 005 0.02296 37.5% 0.05[0.00, 0.10) .-
RELIANCE 2022 0017 0055843 6.3%  0.02(-0.09,0.13) - ZUMA-5 2022 0.15 0.033164 29.7% 0.15[0.08, 0.22) -
Schuster et al., 2017 0.18 0104594 19%  0.18[-0.03,0.39) — Subtotal (Walda) 100.0% 0.09 [0.04, 0.15) ©
TRANSCEND 2024 001 001648 332%  0.01[-0.02,0.04) v Test for overal effect: Z = 3.25 (P = 0.001)
ZUMA-5 2022 006 0022704 242%  0.06[0.02,0.10] - » i 3 ;. _ -
Subtotal (Waid®) 1000%  0.03[0.00, 0.08] A Heterogeneity: Tau® (DLP, 95% C1) = 0.00 [0.00 , 0.10]; Chi¥ = 6.19, df = 2 (P = 0.05); I* = 68%
Test for overall effect: Z = 2.00 (P = 0.04)
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 8.45, df =6 (P = 0.21); F=29% 1.10.2 Bispecific Antibodies
ELM-2 2024 0.47 0.140258 15.1% 0.47[0.20, 0.74) .
1.14.2 Bispecific antibodies EPCORE NHL-1 2024 0.2 0.068828 27.7% 0.20[0.07, 0.33) —
EPCOREMLIZ0¢ 002 00140 W%  G02£00t.009 ! PLMOON-1 2025 0 0073 267%  000FON4.014 ——
FLMOON-1 2025 005 0005867 50.0%  005[0.04,0.06] " Sehn et al., 2024 0.14 0056047 30.5%  0.14[0.03,029) e
Sehn et al, 2024 0002 0043368 107%  0.00(-0.08,0.09] + Subtotal (Wald?) 100.0%  0.17 [0.03,0.31] -
Subtotal (Wald?) 100.0%  0.04 [0.01,0.07) ') Test for overall effect: Z = 2.40 (P = 0.02)
Test for overall effect: Z = 2.31 (P = 0.02) Heterogeneity: Tau® (DLY, 95% Cl) = 0.01 [0.00 , 0.53]; Chi* = 9.88, df = 3 (P = 0.02); I* = 70%
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 7.51, df = 3 (P = 0.06); IF = 60%
Test for subgroup differences: Chi* = 1.01, df = 1 (P = 0.31), F = 1.0% y ; ? }
Test for subgroup differences: Chi* = 0.10, df = 1 (P = 0.75), I = 0% 208 005 grove ( ) 05 025 0 025 05
—
1
—

Ng, et al. Blood Ca J. 2025.



Step-up dosing®

Logistics

CAR

- Apheresis, three days of outpatient LDC, one time CAR infusion (usually outpatient

with liso-cel and tisa-cel), outpatient follow up

Bispecific antibodies

Treatment until PD° or unacceptable toxicity
R/R FL grade 1-3A expansion cohort, N=128

c1
Wk 0
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2
4

3
8

Epcoritamab SC RP2D 48 mg

4
12

SC injections in minutes

5
16

6
20

7 8 9 10
24 28 32 36

0.7/4/20 mg
step-up regimen

0.2mg , 0.5mg 2mg

CRS prophylaxis c1D22
with lest Full dose:
dexamethasone First full dose:
15 mg 48 mg
C1D15
SUD 3: 3 mg
C1D8
SUD 2: 0.8 mg
C1D1 Recommendations
SUD 1: 0.16 mg for adequate
hydration
Cycle 1
D1,2 D89
0.7 mg 4mg

2mg

10 mg

v

Cycles 24 Maintenance
D 15, 16 D1,8,15
20 mg Q2w
10 mg 80 mg 160 mg

Premedication to first single full doset



Does this man look trustworthy to you???
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CAR over BsAb in 3™ line or later follicular lymphoma

CAR T-cells are MORE EFFECTIVE than BsAb based on higher CR and improved PFS,
and may even improve overall survival

e CART-cells DO NOT have excess toxicity compares to BsAb with low rates of severe
CRS and NE, and LOWER rates of severe infections

e CART-cells have a FAVORABLE logistical profile due to “one and done” treatment

* And frankly, bispecifics belong in 2" line and ultimately 1t line follicular lymphoma,
with CAR remaining preferred in high risk relapsed/refractory patients

 CAR T-cells should be preferred therapy for multiply pre-treated high-risk FL patients
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Thank you for your attention!

jabramson@magh.harvard.edu
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