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Follicular lymphoma: an infroduction

* Follicular lymphoma: the paradigm of indolent lymphomas.
» Slow-growing disease, rarely with systemic symptoms.

» High response rates to first-line standard treatments (immuno-chemotherapy) but with tendency to relapse or
transformation.

* Progression-free survival, disease-free survival and time-to-next treatment intervals (rather than overall
survival) to be considered to compare different treatment policies.

» Stage (limited vs diffuse disease spreading). dictates the initial management of the patient (type of treatment
and possibly timing).

 Symptomatic disease (i.e. tumor burden): dictates treatment timing (watch and wait vs immuno-
chemotherapy Iinitiation).
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Epidemiology
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Lymphoma incidence, survival and prevalence
2004-2014: sub-type analyses from the UK's
Haematological Malignancy Research

Network
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Staging and risk assessment

 Initial work-up for FL staging should include a
bone marrow biopsy and a CT scan of the
neck, thorax, abdomen and pelvis. Bone
marrow biopsy Is mandatory for staging
localised disease.

« PET-CT scan can be recommended for
routine staging and is mandatory to confirm
localised stage |/ll disease before involved-
site radiotherapy.

« The Follicular Lymphoma International
Prognostic Index (FLIPl) 1 and 2 and the
PRIMA Prognostic Index scoring systems can
be wused for prognostic purposes and
stratification in clinical trials.

Eyre TA. Ann Oncol, 2025; in press

WORKUP

ESSENTIAL:

* Physical exam: attention to node-bearing areas, including Waldeyer’s ring, and
to size of liver and spleen

* Performance status

* B symptoms

» Complete blood count (CBC) with differential

» Lactate dehydrogenase (LDH)

« Comprehensive metabolic panel

» Hepatitis B testing

* PET/CT scan (preferred) or chest/abdomen/pelvis (C/A/P) CT with contrast of
diagnostic quality if systemic therapy is planned

* Bone marrow biopsy + aspirate (to document clinical stage I-ll disease if
involved-site radiation therapy [ISRT] planned, or to evaluate unexplained
cytopenias)

* Pregnancy testing in patients of childbearing age (if chemotherapy or radiation
therapy [RT] planned)

USEFUL IN SELECTED CASES:

* Echocardiogram or multigated acquisition (MUGA) scan if anthracycline-based
regimen is indicated

* Neck CT with contrast

* PET/CT scan if RT planned for stage |, Il disease

» Beta-2-microglobulin (necessary for calculation of FLIPI-2)

* Uric acid

» Serum protein electrophoresis (SPEP) and/or quantitative Ig levels

» Hepatitis C testing

* Discuss fertility preservation
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Prognostic models
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Age =60y 2.38 2.04-278
Ann Arbor stage H-1v 2.00 1.56-2.58
Hemoglobin level < 120 g/L 1.55 1.30-1.88
Serum LDH level = ULN 1.50 1.27-1.77
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High 35 3.7 18.8 13 5.76 3.53 t0 9.40
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Frontline treatment: an overview

Newly diagnosed FL
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e —— —

FDG-PET-CT and BM-staged
limited-stage | or contiguous
stage Il

Symptomatic non-contiguous stage II-1V with

Asymptomatic non-contiguous stage
high tumour burden (meeting GELF criteria?)

lI-IV with low tumour burden

' ' ' ImmunoChT:"
Active observation Single-agent R + R .
[, A] maintenances [l, B] R- or 0-bendamustine® [I, B]
’ R- or 0-CHOP [l, B]
R- or 0-CVP [I, B]

R-lenalidomide® [l, B]

ISRT 24 Gy* = R [Il, B :
yechlt Single-agent R =+ R

maintenance® [lll, B]

a) GELF criteria: tumour > 7cm, three sites > 3cm, systemic or B symptoms, splenomegaly, organ compression, cytopenias, pleural
and/or peritoneal effusion.

b) Consider palliative ISRT 4-8 Gy where long-term disease control is less critical than minimising toxicity e.g. elderly or frail patients.
c) Induction rituximab 375 mg/m? weekly for 4 weeks; rituximab maintenance every 2 months for 12 doses.

d) Caution with bendamustine in patients = 70 years and those with respiratory comorbidities and/or alternative immunosuppression.
e) FDA approved, not EMA approved. Eyre TA. Ann Oncol, 2025; in press
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Treatment of limited stage disease

== R-chemotherapy (n = 57)
== R-monotherapy (n = 25)

= \Watchful waiting (n = 35)
== Radiotherapy (n = 56)

O
N

1.0

©
=
= 0.8
%
o S

L
L "o
c— O
S L 04 | .
% o - Combined modality (n = 26)
b
| —
(@)
o
—
Q.

0 1 2 3

Effectiveness of First-Line Management Strategies for

Stage I Follicular Lymphoma: Analysis of the National
LymphoCare Study
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Friedberg JW. J Clin Oncol, 2012; 30: 3368-3375
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Treatment of advanced stage disease

GELF CRITERIA

* B symptoms
« Splenomegaly
* Pleural effusions or peritoneal ascites

» Leukemia (>5.0 x 10°L malignant cells)

* Involvement of 23 nodal sites, each with a diameter of 23 cm
« Any nodal or extranodal tumor mass with a diameter of 27 cm

» Cytopenias (leukocytes <1.0 x 10°L and/or platelets <100 x 10°L)

FLIPI -1 CRITERIA
RISK FACTORS RISK GROUPS
« Age 260 y Number of factors
« Ann Arbor Stage =1V Low 0-1
* Hemoglobin level <12 g/dL Intermediate 2
e« Serum LDH level >ULN High 23
 Number of nodal sites 25
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Time to new treatment
—— Watchful waiting
—— Rituximab induction
—— Rituximab maintenance
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Rituximab induction 82 53 36 22 0
(0) (10) (15) (24) (46)
Rituximab maintenance 190 130 g9 24 0
(0) (27) (43) (110) (132)
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Rituximab induction 82 62 50 33 0
(0) (18) (26) (40) 70)

Rituximab maintenance 190 150 114 34 0
(0) (34) (58) (136) (170)

Early rituximab monotherapy versus watchful waiting for
advanced stage, asymptomatic, low tumour burden
follicular lymphoma: long-term results of a randomised,
phase 3 trial
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Watchful waiting 183 147 122 47 0 competing)
(0) (17) (22) (86) (129) Watchful waiting 183 147 122 47 0

Rituximab induction 82 65 57 40 0 (0/0) 18/7)  (23/17)  (91/22)  (136/24)
(0) (8) (10) (17) (53) Rituximab induction 82 65 57 40 0

Rituximab maintenance 190 156 130 42 0 (0/0) (8/4) (11/5)  (19/10)  (55/11)

(0) (23) (31) (105) (145)  Rituximab maintenance 190 156 130 42 0

(0/0) (23/5) (32/11)  (112/16)  (154/16)
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Watchful waiting 183 135 110 42 0
(0) (29) (48) (111) (152)

Rituximab induction 82 63 52 37 0
(0) (15) (22) (35) (69)

Rituximab maintenance 190 148 119 39 0
(0) (28) (48) (123) (160)

Ardeshna KM. Lancet Oncol, 2014; 15: 424-435 — Northend M. Lancet Haematol, 2025; 12: e335-e345
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Long-Term Results of the FOLLO5 Trial Comparing R-CVP
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Bendamustine plus rituximab versus CHOP plus rituximab Randomized trial of bendamustine-rituximab or R-CHOP/R-CVP in
as first-line treatment for patients with indolent and first-line treatment of indolent NHL or MCL: the BRIGHT study

mantle-cell ymphomas: an open-label, multicentre,
randomised, phase 3 non-inferiority trial
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Rituximab maintenance for 2 years in patients with high
tumour burden follicular lymphoma responding to
rituximab plus chemotherapy (PRIMA): a phase 3,

randomised controlled trial
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Kaplan-Meler estimates of progression-free survival (A), time to next antilymphoma treatment (B), time to next chemotherapy (C), and overall

survival (D) from randomisation with rituximab maintenance versus observation
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—»

Randomize

Induction

G + CHOP, CVP,
or bendamustine

R+ CHOP, CVP
or bendamustine

Obinutuzumab for the First-Line Treatment
of Follicular Lymphoma

Maintenance FU 5 years

G-maintenance
g2mo x 2 years

R-maintenance
g2mo X 2 years

MRD assessments during
maintenance and FU

Marcus R. N Engl J Med, 2017; 377: 1331-1344
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Obinutuzumab for the First-Line Treatment
of Follicular Lymphoma

Marcus R. N Engl J Med, 2017; 377: 1331-1344
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How to choose frontline treatment

Time to next treatment Example patients

Rituximab — CVP? 74% free from NLT at 3 yrs Very frail >807?
Less neutropenia

Trotman J. Hematology Am Soc Hematol Educ Program, 2024; 2024: 293-300
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Safety and activity of lenalidomide and rituximab in
untreated indolent lymphoma: an open-label, phase 2 trial
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Morschhauser F. J Clin Oncol, 2022; 40: 3239-3245
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Treatment of relapsed and refractory disease: an overview

a) Relapse < 24 months post first-line treatment.

b) Immunochemotherapy dependent on prior therapy. Obinutuzumab-bendamustine if rituximab
refractory, but if T-cell engaging therapy is envisioned,

bendamustine should be avoided due to its long-term immunosuppression.

c) Consider rituximab maintenance therapy every 3 months for up to 2 years if not delivered in the
first line. For early POD, consider obinutuzumab

maintenance therapy every 2 months for up to 2 years following obinutuzumab-bendamustine.

d) Consider ASCT on a case-by-case basis in younger, fit patients with early POD and chemo-
sensitive relapse.

e) Not EMA or FDA approved.

f) Allo-SCT can be considered in selected younger patients following CAR-T therapy or bispecific
antibody therapy or where both are

unavailable.

N
[ Rebiopsy at each relapse to exclude high grade transformation [l, A ]
g V i

Active observation for asymptomatic relapse with a low tumour burden [lll, B]
Local palliation with low-dose (4 Gy) RT throughout the disease course [lll, A]

v

(o] |

l

Non-cross resistant immunoChT® = anti-CD20
maintenance® [l, B] = ASCT [ll, B]

R-lenalidomide if lenalidomide naive [lI, B]

main

R-lenalidomide-tafasitamab if lenalidomide naive® [Il, B]

Third-line treatment options:'
R-lenalidomide if lenalidomide naive [ll, B]
R-lenalidomide—tafasitamab if lenalidomide naive® [ll, B]
Zanubrutinib-0 [ll, B]

CAR-T therapy? [lll, B]

Epcoritamab” [lll, B]

Mosunetuzumab [lIl, B]

R monotherapy’ [lll, B]

Tazemotostat! [lll, B]

R-lenalidomide if lenalidomide naive [lI, B)]
R-lenalidomide—tafasitamab if lenalidomide naive® [ll, B]
Non-cross resistant immunoChT® [lll, B] = R

tenance® [l, B]
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Early progressive disease (< 24 months) and later disease relapse
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g 4 g
o
0.2- o
HR 0.55 (95% Cl 0-44-0.68); p<0-0001

0
O 6 12 18 24 30 36 4 43 54 60

Time (months)
Federico M. J Clin Oncol, 2013; 31: 1506-1513 — Rummel MJ. Lancet, 2013; 381: 1203-1210 — Salles G. Lancet 2011; 377: 42-51 — Townsend W. Hemasphere, 2023; 7: €919
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The clinical significance of early progresson of disease (POD24)

R-CHOP-treated patients R-chemo-treated patients alive at 2 years
1.0 -ttty HH | 100
i T — 90+
_ 0.8 80 -
S
e 70 4
 — 3 -
g — 0.6 = 60
= s s
— 0 =
C 2 04 40
O o S Events/total Median (95% ClI) HR (95% CI) Time-point KM Est (95% Cl)
C>) 301 — No-PD 180/1763  NE (NE-NE) Reference 3years  99.1(98.6-99.5%)
20 5 years 95.4 (94.2-96.3%)
0.2 1—-rD 129/370  NE(10.2-NE)  3.58(2.85,4.49)  3years 88.3 (84.6-91.2%)
== Early POD 0. Syears  73.5(68.5-77.8%)
Reference T All patients  309/2133  NE (NE-NE) 3 years 97.3 (96.5-97.9%)
0 - S years 91.5 (90.2-92.7%)
0 12 24 36 48 60 72 84 96 2 3 : > 6 / 8 7 10
Time (years)
Time From Risk-Defining Events (months) Patients-at-risk
No. at risk No-PD 1763 1712 1438 1239 1056 899 664 548 323
Early POD 110 82 66 56 50 42 39 14 3 PD 370 322 259 220 178 139 102 80 45
Reference 420 408 387 263 344 253 145 34 0 All patients 2133 2034 1697 1459 1234 1038 766 628 368
Casulo C. J Clin Oncol, 2015; 33: 2516-2522 Casulo C. Blood, 2022; 139: 1684-1693
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Incidence of disease transformation

Proportion Transforming
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Time (years)

Montoto S. J Clin Oncol, 2007; 25: 2426-2433 — Link BK. J Clin Oncol, 2013; 31: 3272-3278
Bologna, NH DE LA GARE, 6 ottobre 2025




Autologous transplantation
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Autologous Stem Cell Transplantation for Patients with Early
Progression of Follicular Lymphoma: A Follow-Up Study of 2

Randomized Trials from the German Low Grade Lymphoma

Study Group
Progression-free survival 100+ Overall survival
=
— POD>24: ASCT m =
— POD>24: no transplant / no cytoreduction-failure [‘
—— POD24: ASCT 075 —
— POD24: no transplant / no cytoreduction-failure . L
> -
= e
== 3 =
-‘ g 050 __.__L—
‘ ’.Iv ) ) g
- c
-
n
0254 —— POD>24: ASCT
— POD=>24: no transplant / no cytoreduction-failure
| — POD24: ASCT
—— PODZ24: no transplant / no cytoreduction-failure
0.00
2 3 4 5 6 7 8 9 10 11 12 13 14 15 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
years after 2™-line treatment No. at risk years after 2™-line treatment
24 20 16 15 10 9 8 6 6 4 3 1 1 POD>24:no vansplant 35 34 32 31 26 23 19 17 14 11 11 8 5 2 1 - - -
19 13 10 7 5 5 5 3 2 2 2 1 1 1 POD24:no vansplant 46 39 35 31 28 24 24 22 19 15 12 11 8 5 3 2 1 -
8 8 6 5 4 3 2 2 1 1 - - - . POD>24:ASCT11 10 10 9 9 8 7 5 5 5 5 4 3 1 1 1 - -
33 31 20 24 20 17 17 15 11 10 9 8 7 4 POD24: ASCT 52 51 48 45 41 37 33 30 27 25 20 16 15 13 11 8 2 1

Jurinovic V. Biol Blood Marrow Transplant, 2018; 24: 1172-1179
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Rituximab + Lenalidomide

Randomized Trial of Lenalidomide Alone Versus

Lenalidomide Plus Rituximab in Patients With Recurrent
Follicular Lymphoma: CALGB 50401 (Alliance)

Probability of Progression

r
-
I

45 Events=36 2=93
—— R N=46 Events = 26 P=.0023

Time Since Study Entry (years)

Overall Survival (probability)

1.04e==__
Ly
| --"‘"'ﬁ-"':-p-‘-——ﬁm——-q--b
0.8 W |
e Lo
H .
0.6 o
0.4 AR
0.2 : - L n=45 Events=14 %%2=2.08
—=—=—|LR n=46 Events=7 P=.1492
0 1 2 3 4 5
Time Since Study Entry (years)

Leonard JP. J Clin Oncol, 2015; 33: 3635-3640
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~

\

Relapsed/refractory
FL and MZL

(N = 358)

N

AUGMENT: A Phase Ill Study of Lenalidomide Plus
Rituximab Versus Placebo Plus Rituximab in
Relapsed or Refractory Indolent Lymphoma

< 12 cycles or until PD, relapse, or intolerability
A

( ]

R-lenalidomide (R?)

Stratification
« Prior rituximab (yes vs no)
« Time since last therapy (s2vs > 2)

« Histology (FL vs MZL)

Key eligibility criteria

« MZL or FL (grades 1-3a) in need of

treatment

« 2 1 prior chemotherapy, immunotherapy

or chemoimmunotherapy
« Not rituximab refractory

1:1

Rituximab: 375 mg/m? d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5
Lenalidomide: 20 mg/d*, d1-21/28 (12 cycles)

*10 mg if CrCl between 30 to 59 mL/min.

R-placebo

Rituximab: 375 mg/m? d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5
Placebo: matched capsules (12 cycles)

5-year follow-up

for OS, SPMs,
subsequent
treatment, and
histological
transformations

« Prophylactic anticoagulation / antiplatelet Rx recommended for at risk patients

- Growth factor use was allowed per ASCO/ESMO guidelines’.2

* Primary endpoint: PFS by IRC (2007 IWG criteria w/o PET)

Bologna, NH DE LA GARE, 6 ottobre 2025

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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AUGMENT: A Phase Ill Study of Lenalidomide Plus
Rituximab Versus Placebo Plus Rituximab in
Relapsed or Refractory Indolent Lymphoma

P < 0.0001

ORR
99%

= PR
mCR

R-placebo
Investigator

Bologna, NH DE LA GARE, 6 ottobre 2025

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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=
=
= Lenalidomide + rituximab
e . -——= + L
. + i
= 0.4 - ‘!—-ﬁ
I‘f *"Im--q-‘_
0.3 - . Placebo + rituximab
(1
02 -."“"i----u--l---i-«- ----- e
. Hazard ratio for progression or death 0.46 (95% Cl, 0.34 to 0.62)
0.14 P<0.0001
|| I || I I 1 I 1
0 6 12 18 24 30 36 42 48
Time Since Random Assignment (months)
No. at risk:
Lenalidomide + rituximab 178 148 124 91 59 39 20 7 0
Placebo + rituximab 180 132 92 58 40 26 10 4 0

AUGMENT: A Phase Ill Study of Lenalidomide Plus
Rituximab Versus Placebo Plus Rituximab in
Relapsed or Refractory Indolent Lymphoma

1.0
- Wb group
9 -

0.8 - I B B H - = A = =

Placebo plus rituximab group

0.1 4 Hazard ratio for death, 0.61 (95% CI, 0.33 to 1.13)

0 6 12 18 24 30 36 42 48 54
Time Since Random Assignment (months)

No. at risk:
Lenalidomide + rituximab 178 167 155 143 122 80 44 15 1
Placebo + rituximab 180 176 167 145 116 79 40 14 3

o o

Leonard JP. J Clin Oncol, 2019; 37: 1188-1199
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Third line bispecific antibodies versus CAR T-cells: an ongoing debate

Bispecific Chimeric Antigen
Antibodies Receptor T-cells
Pros: Pros:
e Off-the-shelf : e Very high CR rate
e QOutpatient treatment : e Long PFS
 High CR rate .« Potentially curative? longer follow-up needed
e Potentially curative? longer follow-up needed - Curative-potential for occult transformed disease
* Very low serious neurotoxicity risk :
e Accessible in community practice

CD19

Follicular
Lymphoma

Cons: ~ Cons:
» Possible indefinite treatment (product-dependent) : e Moderate neurotoxicity risk (product-dependent)

 Insufficient for occult transformed disease : e Long referral-to-infusion time

Russler-Germain DA and Bartlett NL. Hematology Am Soc Hematol Educ Program, 2024; 2024: 310-317
Bologna, NH DE LA GARE, 6 ottobre 2025
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Characteristics
Structure

T-cell phenotype and effector
function

Activation

Immune synapse
Availability

Manufacturing failures and
dosing variability

Dosing
Administration
Patient population

Cytokine Release Syndrome
(Grade 3+)

ICANS
B-cell aplasia and cytopenia

Applicability

Bispecific antibody
Recombinant protein

Endogenous CD8 /CD4 " cells
with higher cytotoxicity

CD3 signal 1 activation
Newer generation may use co-
stimulation

Typical
“Off-the-shelf” - immediate use
Not applicable

Repetitive
Inpatient and outpatient

Can be used in elderly unfit
patients

0-1%

0%

B-cell aplasia recovers 6-18
months after last infusion
Persistent cytopenia: rare

Community practice

Third line bispecific antibodies versus CAR T-cells: an ongoing debate

CAR T-cell therapy

Synthetic genetic construct
Engineered naive CD8"/CD4 " cells

Signal 1 (CD3-{) and signal 2 (CD28, 4-1BB; in 2"¢ and 3™ generation
CAR constructs), and more recently signal 3 (cytokine stimulation ex

Vivo)

Atypical

3 to 5 weeks - In vitro manufacturing
Manufacturing failure: < 10% cases

Variability in terms of T-cell subset content, CAR transduction efficacy,

and number of transfused CAR T-cells.

Single (after lymphodepleting chemotherapy)
Inpatient

Cannot be used in frail and unfit patients

2-23%

1-28%
B-cell aplasia months to years after infusion.

Cytopenia are common (15-95%) and often persist > 90 days (2-45%).

Specialized centers

Bologna, NH DE LA GARE, 6 ottobre 2025

Abou Dalle |. Blood Cancer J, 2024; 14: 23
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Mosunetuzumab Safety and efficacy of mosunetuzumab, a bispecific

antibody, in patients with relapsed or refractory follicular
lymphoma: a single-arm, multicentre, phase 2 study

« Single-arm, pivotal Phase Il expansion in patients with R/R FL and 22 prior therapies

Key inclusion criteria Mosunetuzumab administration

FL (Grade 1-3a) « Q3W intravenous administration : :
_ o 60mg j 60mg
ECOG PS 0-1 « C1 step-up dosing (CRS mitigation)

D8:
>2 prior regimens, * Fixed-duration treatment 2mg
Including — 8 cycles if CR after C8 D1
— 21 anti-CD20 Ab — 17 cycles if PR/SD after C8 1m9
- Talkylating agent )= No mandatory hospitalization ---

Endpoints

21-day cycles

* Primary: CR (best response) rate by IRF — assessed vs 14% historical control CR rate
« Secondary: ORR, DoR, PFS, safety and tolerability

Budde LE. Lancet Oncol, 2022; 23: 1055-1065
Bologna, NH DE LA GARE, 6 ottobre 2025
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Safety and efficacy of mosunetuzumab, a bispecific
antibody, in patients with relapsed or refractory follicular
lymphoma: a single-arm, multicentre, phase 2 study

CRS (any Grade) 40 (44.4%) CRS by Cycle and Grade
Grade 1 23 (25.6%) Grade 1 Grade 2 mGrade 3 mGrade 4
Grade 2 15 (16.7%)
Grade 3 1(1.1%) >0
Grade 4 1(1.1%)7 40
S
Median time to CRS onset, hours Py 30
(range) o
C1D1 5.2 (1.2-23.7) S 55
C1D15 26.6 (0.1-390.9)
10 0
Median CRS duration, days (range) I 3 (1-29) >-0%
Corticosteroids for CRS 10 (11.1%) Mosunetuzumgb C1D1-7 C1D8-14 C1D15-21  C2 C3+
management dose 1mg 2mg 60mg 60mg 30mg
Tocilizumab for CRS management | 7 (7.8%)

Budde LE. Lancet Oncol, 2022; 23: 1055-1065
Bologna, NH DE LA GARE, 6 ottobre 2025
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100-
80—
60—
40+
20—

Best change from baseline in tumour SPD (%)

Safety and efficacy of mosunetuzumab, a bispecific
antibody, in patients with relapsed or refractory follicular
lymphoma: a single-arm, multicentre, phase 2 study

il
N

-100 rrrrrerererrrerrererrereerrerrerrr el

Efficacy

endpoint

IRF
N (%) [95% CI]

Individual patients (n=88)

Investigator
N (%) [95% CI]

Bl Complete response
B Partial response
I Stable disease

[ Progressive disease

Concordance
IRF vs investigator

CR

ORR

54 (60%) [49%, 70%]

72 (80%) [70%, 88%]

54 (60%) [49%, 70%]

70 (78%) [68%, 86%]

93%

96%

Budde LE. Lancet Oncol, 2022; 23: 1055-1065

Bologna, NH DE LA GARE, 6 ottobre 2025
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Mosunetuzumab continues to demonstrate clinically meaningful
outcomes in patients with relapsed and/or refractory follicular
lymphoma after 2 2 prior therapies including those with a history
of POD24: 4-year follow-up of a pivotal phase Il study
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Shadman M. Blood (ASH annual meeting abstracts), 2024; 144 (S1): 4407a — Sehn LH. Blood, 2025; 145: 708-719
Bologna, NH DE LA GARE, 6 ottobre 2025
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Axicabtagene ciloleucel

Proportion of participants with response (%)

All patients (n=109)

100~ 100 [ Complete response
(92%) [ Partial response
Q0- [] Stable disease
9 [ Progressive disease
0 ] Unknown or no disease
/0-
60
50
40+
30-
20
5
3 1
10- 17 (5%)
(16%) | (3%) | (1%)
Overall response Stable Progressive  Unknown or
rate disease disease no disease

100+

Proportion of participants with response (%)
N
T

Axicabtagene ciloleucel in relapsed or refractory indolent
non-Hodgkin lymphoma (ZUMA-5): a single-arm,
multicentre, phase 2 trial

Patients with follicular ymphoma (n=86)

81
(94%)

Bologna, NH DE LA GARE, 6 ottobre 2025

3 2
13
%
l I 1 I
Overall response Stable Progressive  Unknown or
rate disease disease no disease

Proportion of partidpants with response (%)

Patients with marginal zone lymphoma (n=23)

100-
19
0_
ol
80-
70
60-
50+
40-
30
3
207 . (13%)
104 4 %
(17%) 0 (4%)
0 | | [ 1 I |
Overall response Stable Progressive  Unknown or
rate disease disease no disease

Jacobson C. Lancet Oncol, 2022; 23: 91-103
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OUTCOMES IN ZUMA-5 WITH AXICABTAGENE CILOLEUCEL IN PATIENTS WITH Three-year follow-up analysis of axicabtagene

RELAPSED/REFRACTORY INDOLENT NON-HODGKIN LYMPHOMA WHO HAD THE HIGH-RISK FEATURE . . .

OF EARLY PROGRESSION AFTER FIRST CHEMOIMMUNOTHERAPY ciloleucel in relapsed/refractory indolent
non-Hodgkin lymphoma (ZUMA-5)

100 -
32
§ 80 -
=
=
260 -
<
100 1001 S 40 - -
2 4 Estimated PFS FL(n=127)  MZL(n=31) All patients (N=159)
— 80- 80- S 20 | Median (95% CI), months ~ 40.2 (28.9-NE) NR (12.4-NE)  40.2 (28.9-NE)
S 0 a- 36-mo rate (95% Cl), % 54 (44-64) 56 (35-73) 54 (45-63)
.E _‘ 0 N ' ) 1 ' ) 1 | L 1 ' L 1 ] L
“3’60* _‘;’ 50- 0 4 8 12 16 20 24 28 32 36 40 44 48 52
o :E, Months
e v No. at risk
§ 40 T 407 FL127 115 98 96 83 79 74 46 42 38 13 11 10 0
§ g MZL 31 2 21 19 14 11 11 6 5 5 0
§ . Median PES 18-month Rate . Median OS 18-month Rate All patients 159 141 119 115 97 90 85 52 47 43 13 11 10 O
a (95% CI), mo (95% ClI), mo (95% CI), mo (95% CI), mo
NR (12.0-NE) 55.3(40.7-67.6) NR (31.6-NE) 84.5 (72.3-91.6)
01 NR (23.5-NE) 84.1 (65.9-93.1) 0 NR (NE-NE) 94.2 (78.7-98.5) 100 -
| | | | | I I I I I | | | | | | 1 | | | | | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8101214161820222426283032343638 80 -
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With With g
POD24 61 56 46 42 35 33 32 28 24 20 1010 5 O POD24 615959565553524847 463931231921614104 2 0 Sl -~
Without Without S _ o _
POD24 37 34 34 32 31 30 28 26 24 20 1111 6 O POD24 373737373635323131302523149 532 10 S Estimated OS FL (n=127) VIZL (n=31) Al patients (N=159)
20 4 Median (95% CI), months  NR (NE-NE)  NR (NE-NE) NR (NE-NE)
36-mo rate (95% Cl), % 76 (67-82) 74 (53-87) 75 (67-81)
0 -
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Months
No. at risk

FL127 0123 122 122 115 114 110 103 99 73 54 34 19 9 1 0
MZL 031 29 27 25 21 19 18 12 10 10 5 2 2 1 0
All patients 159 152 149 147 136 133 128 115 109 83 59 36 21 10 1 0

Jacobson C. EHA meeting, 2021 Neelapu SS. Blood, 2024; 143: 496-506
Bologna, NH DE LA GARE, 6 ottobre 2025
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Tisagenlecleucel

Tisagenlecleucel in adult relapsed or refractory
follicular lymphoma: the phase 2 ELARA trial

Parameter Per-protocol set, n=85 EAS, n=94
Local IRC Local IRC
assessment assessment assessment assessment

Best overall response, n (%)

CR 64 (75.3); 62 (72.9); 68 (72.3); 65 (69.1);
95% Cl, 95% Cl, 95% Cl, 95% Cl,
64.7-84.0 62.2-82.0 62.2-81.1 58.5-78.3

PR 14 (16.5) 12 (14.1) 17 (18.1) 16 (17.0)

SD 2(24) 3(3.5) 3(3.2) 3(3.2)

PD 5(.9) 8(94) 6(6.4) 9 (9.6)

UNK 1(1.1)

Overall 78 (91.8); 74 (87.1); 85 (90.4); 81(86.2);

response 95% Cl, 95% Cl, 95% Cl, 95% Cl,

rate 83.8-96.6 78.0-93.4 82.6-95.5 7175-92.4

(CR+PR),

n (%)

*The per-protocol set is a subset of patients in the primary analysis efficacy set with no major

protocol deviations. UNK, unknown.

Fowler NH. Nat Med, 2022; 28: 325-332

Durable response after tisagenlecleucel in adults with
relapsed/refractory follicular lymphoma: ELARA trial
update

PFS probability (%)

0 2 R 6 8 10 12 14 16 18

Time (months)
Number of patients still at risk

Allpatients(N=94) 94 91 78 &é7 63 59 57 54 54 49

A L B A e L B )

20 22 24 26 28 30 32 34

47 47 32 19 19 6 0 0

CR (N = 64) 64 64 64 61 60 56 54 52 52 47 45 45 31 18 18 5 0 0
PR(N = 17) 17 16 13 5 3 3 3 2 2 2 2 2 1 1 1 1 0 0
100 - oS-
g 80 -
=
= 60 <
=
<
o
© 40 4
o
W
© 20 -
0

0o 2 4 6 8 10 12 14 16 18 20
Time (months)
Number of patients still at risk
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Third line bispecific antibodies versus CAR T-cells: an ongoing debate

CAR-Ts

Tisa-cel

Mosunetuzumab

BsAbs

Epcoritamab

Odronextamab

Efficacy
ORR (%)
CRR (%)
PFS, median (mo)
DoR, median (mo)
TTNT, median (mo)

OS, median (mo)

86% 97%
68% 924%
NR NR
NR NR
NR NR
NR NR

35.9
37.3
NR

82%

63%
154
NR
NR
NR

81%
73%
20.7
22.6

NR

CAR-Ts

Tisa-cel

Mosunetuzumab

BsAbs

Safety
CRS, any (%)

CRS G >3 (%)
ICANS, any (%)
ICANS G >3 (%)

78%

S56%
15%

49% S59%
0 1%
4% 15%
1% 2%

44%
2%
6%

Epcoritamab

66%
2%
6%

Odronextamab

S57%
2%
2%
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ROSEWOOD: A Phase Il Randomized Study of Zanubrutinib
Plus Obinutuzumab Versus Obinutuzumab Monotherapy In
Patients With Relapsed or Refractory Follicular Lymphoma

Patient Characteristic Z0 (n = 145) O(nh =72 Total (N = 217)
Age, years, median (range) 63.0 (31-84) 65.5 (32-88) 64.0 (31-88)
Geographic region, No. (%)

Mainland China 21 (14) 12 (17) 33 (15)

Rest of the world 124 (86) 60 (83) 184 (85)
Previous lines of therapy

Median (range) 3 (2-11) 3 (2-9) 3(2-11)

2-3, No. (%) 104 (72) 54 (75) 158 (73)

>3, No. (%) 41 (28) 18 (25) 59 (27)
ECOG PS 0-1, No. (%) 140 (97) 71 (99) 211 (97)
High FLIPI score, No. (%) 77 (53) 37 (51) 114 (53)
Ann Arbor stage llI-IV, No. (%) 119 (82) 60 (83) 179 (82)
Target lesion SPD by ICR, mm?, median (Q1, Q3) 1,614.0 (783.0, 3,344.0) 1,727.0 (732.0, 3,504.0) 1,655.0 (756.0, 3,351.5)
Bulky disease (=7 cm), No. (%) 23 (16) 2 (17) 35 (16)
High LDH level (>ULN), No. (%) 49 (34) 29 (40) 78 (36)
High tumor burden per GELF criteria, No. (%) 83 (57) 40 (56) 123 (57)
Refractory to rituximab, No. (%) 78 (54) 36 (50) 114 (53)
Refractory to most recent line of therapy, No. (%) 47 (32) 29 (40) 76 (35)
PD <24 months of starting first line of therapy, No. (%) 50 (34) 30 (42) 80 (37)

Zinzani PL. J Clin Oncol, 2023; 41: 5107-5117
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ROSEWOOD: A Phase Il Randomized Study of Zanubrutinib
Plus Obinutuzumab Versus Obinutuzumab Monotherapy In
Patients With Relapsed or Refractory Follicular Lymphoma

End Point Z0 (n = 145) O(n =72 HR (95% CI) Two-Sided P Value
ORR by ICR, % (95% Cl) 69 (61 to 76) 46 (34 to 58) — 00T
CR, No. (%) 57 (39) 14 (19) — 004
PR, No. (%) 43 (30) 19 (26) - -
DOR by ICR, months, median (95% ClI) NE (25.3 to NE) 14.0 (9.2 to 25.1) — —
18-month rate, % 69 (58 to 78) 42 (23 to 60) — —
Duration of CR by ICR, months, median (95% CI) NE (26.5 to NE) 26.5 (2.7 to NE) — —
18-month rate, % (95% Cl) 87 (74 to 94) 51 (21 to 75) — —
PFS by ICR, months, median (95% Cl) 28.0 (16.1 to NE) 10.4 (6.5 to 13.8) 0.50 (0.33 to 0.75) <.001
Median TTNT, months NE (33.4 to NE) 12.2 (8.5 10 17.3) 0.34 (0.22 to 0.52) <.001
Median OS, months (95% CI) NE (NE to NE) 34.6 (29.3 to NE) 0.62 (0.35 to 1.07) .085
24-month rate, % (95% Cl) 77 (68 to 84) 71 (58 to 81) — —

Zinzani PL. J Clin Oncol, 2023; 41: 5107-5117
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ROSEWOOD: A Phase Il Randomized Study of Zanubrutinib
Plus Obinutuzumab Versus Obinutuzumab Monotherapy In
Patients With Relapsed or Refractory Follicular Lymphoma
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Present and future of follicular lymphoma

Approved treatments Experimental approaches
: G-CHOP/R-CHOP Mosunetuzumab
Frontline G-CVP/R-CVP = tomah + R2
(Advanced) G-bendamustine/R-bendamustine pcoritama _ _
Tafasitamab + R?
Second line Rituximab + lenalidomide (R?) Mosunetuzumab + lenalidomide
Autologous transplantation Epcoritamab + R?
Golcadomide + R
Mosunetuzumab
Third line CAR-T (axi-cel, tisa-cel) Epcoritamab, Odronextamab

Zanubrutinib + obinutuzumab

Radiotherapy (+ R)
on localized disease

At any time

Bologna, NH DE LA GARE, 6 ottobre 2025




