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Non-Hodgkin Lymphomas
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A Roadmap for Follicular Lymphoma

0 R R b D Early death (3%)
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. o . o Symptomatic, requiring
Localised (1 2/02/ Advanced stagelasymptomatlc (39%) systemic treatment (44%)
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Never treated (20%) Mt MM
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Progress - need systemic treatment ﬂ

Trotman & Falconer. Hematology Am Soc Hematol Educ Program 2024
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FL: Current first line therapy

M o ANNALS ot
ONCOLOGY

driving fnavation n oncelogy

2020

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up '

Immuno-chemo + maintenance

M. Dreylingl, M. GhiEIminiz, S. Rule3, G. Sallesq‘s, M. Ladettos, S. H. Tunino7, K. Herfarths, )L F. SE\,\'mt:iur9 & M. Jerkemanm,
on behalf of the ESMO Guidelines Committee”

CVP

R/O CHOP  maintenance R/O High tumour burden - Stage IV
BENDA

<65 years® >65 years®

! !

ImmunoChT (G/R-B, G/R-CHOF, G/R-CVP) [, A] ImmunoChT (G/R-B, G/R-CHOP, G/R-CVP) [, A]
CR/PR: discuss antibody maintenance [l, B] CR/PR: discuss antibody maintenance [l, B]

In selected cases: In selected cases:
Rituximab monotherapy [lll, C] Rituximab monotherapy [lil, C]
Rituximab-lenalidomide® [I, C] Rituximab-lenalidomide® [l, C]
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FL: Current chemo-free first line therapy (not in Italy)

Six-Year Results from the Phase 3 RELEVANCE Study: Similar Outcomes
for Previously Untreated FL Receiving Lenalidomide Plus Rituximab (R2)
versus R-Chemotherapy Followed by R Maintenance

Figure |. RELEVANCE Study Design Figure 3: Progression-Free Survival by IRC, FDA Censoring Rules

1.0
Treatment Treatment Treatment
Period | Period 2 Period 3 0.8
{~6 months) (=1 year) (~1 year) - 06 -

0.4 R-cheme
0.21
0.04

PFS Probability

HR (95% CI)=1.03 (0.84-1.27), P=0.78
0 2 24 3 48 6 72 84 9% 108
Time From First Dose, mo

Figure 6: Overall Survival

1.0
J 5 o .
- FLIPI score (0-1 vs 2 vs 3-5) Total Treatment Durations: = R
= Age (> 60 vs < 60 years) 120 weeks 2 0.6
= Lesion size (> 6 vs < 6 am) = 041
3
5 0.2
* More patients died from lymphoma in R2 arm 0p{ S OSFmbothgowps 0000000
0 12 24 36 48 60 72 84 96 108
. . . Time F First Dose,
* No difference in transformation rate e Trem Tint e me
Morschhauser F, et al JCO 2022
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ESMO/EHA tratment algorithm (2021) for R/R FL
with high tumor burden

First relapse/progression
ImmunoChTe [1I-B] ImmunoChT= [Il, B]
CR/PR: discuss antibody maintenance [ll, E] CR/PR: discuss antibody maintenance [Il, B]
In selected cases; In selected cases:
Rituximab monotherapy [lll, C] Rituximab monotherapy[lll, C]
ASCT (early relapses, transformation) [il, B] Radioimmunotherapy
Rituximab-lenalidomide® (early relapses) [ll, B] Rituximab-lenalidomide® (early relapses) [ll, B]
Later relapse/progression

ImmunoChT® (long prior remissions) [Ill, C]
Rituximab monotherapy [, C] ImmunaChT" (long prior remissions) [ll, C]
Rituximab-lenalidomide?® [Il, B] Rituximab monotherapy (lIl, C]

Rituximab-lenalidomide® [Ii, B]
In selected cases:

ASCT (early relapses, transformation) [Il, B] In selected cases:
Radicimmunotherapy [Ill, C] Radioimmunotherapy [l C]
Idelalisib (double refractory) [Ill, B] Idelalisib (double refractory) [lll, B]
alloSCT [, C)

Dreyling M et al, Ann of Oncology 2020
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Treatment patterns and outcomes in FL with POD24

Day JR, et al. Blood Adv. 2025 Mar 11;9(5):1013-1023

Updates in Chronic Lymphocytic Leukemia and Lymphomas Salerno | 14 aprile 2025 | Grand Hotel Sqterng’f
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R/R FL: Outcome by line of therapy

OS by POD24 status (National LymphoCare Study database)*?

PFS among patients with FL by line of therapy? X
! ! POD24 Reference
1L therapy Line of n Median PFS,  5-year = | : (n=110) (n=420)
therapy years PFS % 06 I 1
o V.01 I I
[+ . —
2L therapy 1L 348 10.6 61% E : | 2-year OS, % 68 (58.2 97 (94.6
= 041 \ \ (95% CI) 76.3) 98.1)
2L 111 24 35% £ ! !
3L therapy @ 02 1 1 5-year OS, % 50 (39.4— 90 (86.2—
5 1 1 —— Reference
a 41 20 23% ! ! — ronos (95% Cl) 59.2) 92.4)
0 2 4 6 8 10 12 0 12 24 6 48 60 72 84 96  Median follow-up: 7 years
Median PFS, years No. at risk Time from risk-defining events (months)
1. Teras LR, et al. CA Cancer J Clin 2016,56:443-59; Early POD 110 82 66 56 50 42 32 14 3
2. Freedman A & Jacobsen E. Am J Hematol 2019,95:316-27, Reference 420 408 387 163 344 253 145 a4 [i]

first line; 2L, second line; 3L, third line, FL, follicular lymphoma; PFS, progression-free survival
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3 Rivas-Delgado A, et al. Br J Haematol 2019;184:753-59.

*Analysis of 530 patients with previ FL who ived R-CHOP. 1. Bachy E, et al. Blood Adv 2021,5:1729-32;
Cl, confidence interval, FL, follicular lymphoma; OS5, overall survival, POD, progression of disease; POD24, progression of 2. JF, et al k ica 2019;104:1202-8;
disease within 24 months; R-CHOP, ritwimab plus cycloph i icin, vincristine, prednisol 3.Casulo C, et al. J Clin Oncol 2015;33(23):2516-22.

» After the second line of therapy, PFS is significantly lower
* Role of POD24

-
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Historical outcomes in FCL: Third line and Beyond
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ESMO/EHA treatment algorithm (2021)":2
Recommended treatment algorithm for R/IR FL with high tumor burden

First relapse/progression

—
FL: Current 23L therapy . -

& |mmuno-chemotherapy® # |[mmuno-chemotherapy*

« CR/PR: di antibody maint + CRIPR: discuss antibody maintenance
In selected cases: In selected cases:

« R s R

& ASCT (early relapses, transformation) # Radioimmunotherapy

= R-Lent (early relapses) = R-Lenf (early relapses)

. . O DALl (o (e ] * Immuno-chemothera long prior remissions
NCCN Guidelines for 3L+ R/R FL (V2.2024) = e - " ’

« R-Lent
In selected cases: | teele] .
e ASCT (early relapses, transformation) .“ SR*; d“‘r’“m‘ﬁﬁ-
« Radioimmunotherapy EUEEY)

» |delalisibs (double-refractory)

« |delalisib: (double-refractory) o Celais
r Third-line and ) » aloSCT
| subsequent therapy™ I

Preferred regimens Other recommended regimens

s T-cell engager therapy

— Bispecific antibody therapy & EZH2 inhibitor
o Epcoritamabt

— Tazemetostat® (imespective of EZH2
2 _l'“_"rglul"emz“"ﬂm mutation status)
: Axicatrtagenepgi-blemel (CD19-directed) * BTKInhibiior
- — Zanubrutinib® + obinutuzumab
— Lisocabtagene maraleucel (CD19-directed)
— Tisagenlecleucel (CD19-directed)

l

Third-line consolidation therapy

Useful in certain circumstances:
« Allogeneic haematopoietic cell transplantation in selected cases’
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Bispecific Antibodies and CAR T Cells
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T-Cells redirecting strategies in FL (=3L)

David A. Russler-Germain and Nancy L. Bartlett -Hematology 2024 | ASH Education Program
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864. 5-Year Follow-up Analysis from ZUMA-5: A Phase 2 Trial of Axicabtagene
Ciloleucel (Axi-Cel) in Patients with Relapsed/Refractory Indolent Non-Hodgkin
Lymphoma. Neelapu S.S. et al. Oral presentation.
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100+

Tisacel (ELARA)
80

CAR-T cells Outcomes in RR-FL (=3L)

401

Progression-free Survival (%)
i

201 Kaplan-Meier medians
—#— POD24 Yes: 30.8 months, 95% CI (9.5-NE)
-5~ POD24 No: NE months, 95% Cl (18.4-NE)
o777 77T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44
Time (months)

o 100 Axicel (ZUMA-5)
2 80
z
a
o 60 - -
8 + . ey
_5 40
a
e
=4 20 FL(n=127)  MZL(n=31) All Patients (N=159)
& Median (95% Cl), months 40.2 (28.9-NE) NR(12.4-NE)  40.2 (28.9-NE)
0 Ll L L L] 1 1 L] L L] L] Ll Ll L Ll L} L]
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 &0
Months
100771 Lisocel (TRASCEND)
- 90 +
SS 80 -
2 704
> %
3 60- =
8 50
w
2 30+
2 20 3L+ FL 2L+ FL
a 104 Median (95% Cl) PFS, mo NR (19.0-NR) (20.2- NR (20.2-NR)
12-month PFS, % (95% Cl) 81(71.4-87.2) (69.5-97.8) 83 (74.7-88.4)
0_ T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27

Time from liso-cel infusion (months)
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CAR-T and BsAbs in 23L FL

BsAbs
Liso-cel Mosunetuzumab Epcoritamab Odronextamab
Main characteristics

References (25-27) (28, 29) (30) (46-48) (49) (50)
Primary end point ORR CRR ORR CRR ORR ORR
Route \Y \Y \Y v SC \"
Duration Single Single Single Fixed Indefinite Indefinite
Apheresis, N 127 98 14 — — —
Treated, N 124 97 107 90 128 128
Median age, y* 60 (53-67) 57 (49-64) 62 (23-80) 60 (53-67) 65 (39-84) 61 (22-84)
Male, n (%) 73 (59%) 64 (66%) 66 (62%) 55 (61%) 79 (62%) 53%
POD24, n (%)t 68 (56%) 61 (63%) 58 (54%) 47 (52%) 42% 49%
Stage -V, n (%) 106 (85%) 83 (86%) 95 (89%) 69 (77%) 85% 85%
High-risk FLIPI (=3), n (%) 54 (44%) 58 (60%) 61 (57%) 40 (44%) 61% 58%
Prior HCT, % 24% 36% 31% 21% 19% 31%
Prior lines, median 3 4 3 3 3 3
Bridging, n (%) 4 (3%) 44 (45%) 44 (41%) —_ —_ —_
FU, months 53.7 28.9 17.6 374 17.7 224

lacoboni G and Morschhauser F, Blood 2025
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CAR-T and BsAbs in 23L FL

lacoboni G and Morschhauser F, Blood 2025

e i
urrent . ,A
pinions, oA \

dvances, Updates in Chronic Lymphocytic Leukemia and Lymphomas Salerno | 14 aprile 2025 | Grand Hotel Sa‘lern?’f T

ontroversies in s =
matology in ~ - _-‘1‘ £ n,l,‘l_r-a:-

alerno




T-Cells redirecting strategies & POD24 (>3L)

David A. Russler-Germain and Nancy L. Bartlett -Hematology 2024 | ASH Education Program
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T-Cells redirecting strategies in FL (=3L)

David A. Russler-Germain and Nancy L. Bartlett -Hematology 2024 | ASH Education Program
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T-Cells redirecting strategies in B-Cell NHL




The bendamustine story...

Figure.- Progression-free survival after bispecific antibody treatment according to previous
bendamustine exposure.

Group n Median (CI95%)

HR (CI95%) p.value
1,00 ] - == No bendamustine 98 15.28m (5.78 - NR) Ref, -
; Bendamustine 43 16.76m (5.13 - NR) 0.96 (0.59 - 1.59) 0.88
©
2
>
£0.75
2] 3
% A
= 591“/,.’:‘_‘—""'\&.
I 0-50 : 51 7“/0'
[ ' st
o) | : == L L
7} ] '
(%] ' :
€025 !
[} i H —
|- ' '
o : :
0.00 ! ;
0 6 12 18 24 30 36 42 48 54 60
Time (months)
N. at risk
== o8 51 40 30 16 10 7 5 5 2 0
43 21 17 8 6 5 0 0 0 0 0

lacoboniet al. Blood (2023) 142 (Supplement 1): 310.
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Bendamustine prior to leukapheresis

Estimated PFS 6 months (n=8) 6-12 months (n=10) >12 months (n=70) None (n=39)
Median (95% Cl), months 6.4(1.1-38.6) NR (2.3-NE) 40.2 (24.6-NE) NR (35.5-NE)
36-month rate (95% Cl), % 25 (4-56) 50 (18-75) 50 (37-63) 70 (50-83)

| i

No. at risk

Bendamustine prior to leukapheresis

<6 months 8
6-12 months 10
>12 months 70

None 39

6
10
68
38

6 5 3 3 3
9 8 6 6 6
62 60 53 53 52
38 38 36 36 35

14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Months

2 2 2 2 2 2 2 2 2 2 2 2 2
6 6 6 6 5 5 3 3 3 3 3 3 1
46 43 43 41 41 40 29 27 25 23 23 21 10
34 32 32 30 28 27 14 14 14 14 13 12 3
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Current treatment algorithm in FL




POD24: CAR-T and BsAbs efficacy
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Treatment of Follicular Lymphoma

Foliicular Lymphoma Treatment strategies in RR-FCL: an overview Bispecific Antibodies CAR T-Cell Therapy
e
Indication for Therapy? Multiple cycles of Single infusion after T-cell "

intravenous administration engineering

l Yes

Anti-CD19 CAR_gg 4CD19 CD19
Chemoimmunotherapy +/- \<&ﬁ i 1/-‘) ,E,_, ™ Generally lower RR Generally higher RR "
maintenance CD20 Ab \ & g
.l =20 O
l R * //’ / \ = l‘ Well-tolerated, fewer Higher rates of severe
i )

B! severe adverse events adverse events

3
Lenalidomide + CD20 Ab J—o

Engineered Lymphoma Lymph Severe Side Effects
l R/R % CAR T-cell cell cell deatl |‘ Lower incidence (mild Higher incidence (CRS,
CRS, infections) ICANS, cytopenias)
BsAb (mosunetuzumab, epcoritamab)
or Dosing Frequency ‘
CAR T-cells (axi-cel, tisa-cel, liso-cel) bl | Ml y
s Bispecific
Zanubrutid + obinutuzumab Antibody
or |‘ Typically lower upfront Hi
; ) igh upfront costs
Tazemetostat if EZH2™" or frail CDs CD20 R
o CD20
l R/R CD3 A-é:._ff,"' CD20 '& - Accessibility
4 O ( _‘Lg ) I‘ More widely available, Limited to specialized
Based on prior treatments: BsAb, "\\ s j bl outpatient setting e
el Ry () X :
zanubrutinib/obinutuzumab, - e ‘ A : S ™
Wide range of patients, High-risk patients with
tazemetostat r,/ ( ) 1 O ® also with poorer PS good PS
At anyjuncture; Lymphoma |,_:- n |'-'| 100M: Caregiver Support
Consider XRT for localized cell cell deatl s Sensraly minkral o s Corecie
symptomatic disease
Long-Term Outcomes ‘
*Rebiopsy (tranSformation 9} Sl ety Pote:\éi:lislg?g:erm I

Haydu JE, Abramson JS. Blood Adv. 2024 Sep 10;8(17):4700-4710

Morabito F et al, Eu J Hematol 2025
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Take home messages

CAR-T therapy offers potential curative benefits with a single infusion, but adverse
events (CRS, ICANS, and cytopenias) require specialized management and patient
monitoring

BsAbs provide a more tolerable treatment option counterbalancing by lower
response rates and frequent dosing requirements

CAR-T therapy seem to bypass POD24 status

There are existing data on BsAbs efficacy after CAR-T, but not vice versa

A comparative analysis is crucial for informed decision-making by clinicians,
patients, and healthcare providers

T-cell engagers alone or in combination bring the goal of FL cure closer
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