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FL: | trattamenti chemo-free nella prima linea di terapia,
studio Relevance e non solo
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FL patients are long survivors

104 * The availability of very active therapies in
o .
< g8 first and subsequent relapse
2
0.6 . . .
c% * The adoption of more accurate diagnostic
- 0.4
s tools
g 02+ == France ) .
= United States * A better understanding of the biology of FL
1 1 I 1 I I 1 I 1 1 I 1 I I 1
01 2 3 4 5 6 7 8 9 1 1 12 13 14 15
Time Since Diagnosis (years)
No. at risk:
France 734 708 678 622 568 501 431 359 302 225 172 115 82
USA 920 883 854 800 707 598 499 400 305 247 176 118 65

Sarkozy, JCO 2017
S
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Shared features of FL

» Survival is improving Late effects matter; is cure a likely goal of therapy? Which are the

risks for the patient (transformation, early failure, death)?

« Can be asymptomatic W&W is an option/R mono
 Can be localized RT is an option (+/- anti CD20)
» Relapsing remitting course Strategy matters
OS by line of therapy 0OS according POD24 0S according transformation PFS according EOT
> ) R \\_ \
405 \ ot e 5 g 14 L
§ "-)T""“'“' méu ;5“
Vs o b T From Risk-Defising R T bl
mct al Casulo et al Sarkozy et al Luminarn et 2
Blood Can Jour, 2020 X0, 2015 JCOD 2016 X0, 2021

How to translate the prognostic model in a decisional tool for a risk-adapted therapy?
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1st Line FL Treatment: Is There an Optimal Chemotherapy Backbone?

STiL NHL1 Trial34

FOLLOS Trial'-2

R-CVP vs R-CHOP vs R-FM
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Follow-up (Yrs)

1

o
o N}
w (a2} -
2 Il ]

Probability of TTNT
>

0

BR vs R-
CHOP
TTNT Median TTNT,
Mos
=—BR NR

== R-CHOP

56.0

HR: 0.55 (95% Cl: 0.41-0.73; P < .0001)
Median f/u: 117 months

0

« R-CVP not as effective as R-

CHOP/ R-FM

* 2° malignancies for R-FM-treated

24 48 72 9 120
Months

144 168

BRIGHT Trial>6

BR vs R-CHOP or R-CVP

PFS for iNHL, Including FL

5-Yr PFS,
%

= BR 703
= R-CHOP/R-CVP  62.0

HR:0.70 (95% Cl: 0.49-1.01; P = .0582)

024 6 81012182430364248546066 72
Months

« STiL: Improved PFS and fewer toxicities with BR
* BRIGHT: Similar ORR, PFS; different toxicities
* *No maintenance given in either study

1. Federico M et al. J Clin Oncol. 2013;2. Luminari S et al. J Clin Oncol. 2018;3. Rummel MJ et al. Lancet. 2013;. 4. Rummel MJ et al. ASCO 2017. 5. Flinn IW et al. Blood. 2014;. 6. Flinn IW et al. J

Clin Oncol. 2019;.
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Safety Profile of R-CHOP and R-Benda Randomized comparisons

G3-4 Neutropenia 69% 29%
Infections 50% 37%
Skin reactions 9% 16%
Second malignancies 18.5% 18.6%
G3-4 Neutropenia 87% 39%
Infections 5% 12%
Skin reactions 12% 20%
Second malignancies (Excl. non Melanoma 10% 6%
skin cancers)

tFL 3.2% 2.2%

CHOP (1/3):

* More frequently used in young, High risk (FLIPI/FLIPI2), and FL g3a (Gallium, FOLL12)
* Reduced risk of tFL vs Benda (FOLL12 unpublished)
* Cardiac toxicity

Bendamustine (2/3):

* More frequently used in Old, Low risk (Gallium, FOLL12)
* Profound and persisting T-Cell depletion (Gallium)

* Highrisk of tFL for POD24 pts (up to 80%)

* Higher risk of SM (Bright, FOLL12)
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Unprecedented efficacy of immunochemotherapy in follicular

oFS lymphoma: Gallium Study o5

1.0 —R-chemo (n=601) 1.0~
— G-chemo (n=601)
+ Censored
0.8 1
1
1
%) 1
I-l- (D
& O 064 '
ks} ks}
2 G-chemo R-chemo 2 G-chemo  R-chemo
% INV-assessed PFS (n=601) (n=601) % (n=601) (n=601)
E . . o) 4 H .
g 04 Patients with event, n TR | | 2 g 04 sf’(“‘,}snts rithleventy 76(12.6) | 86 (14.3)
o (%) o
7-year PFS, % 63.4 55.7 7-year OS, % 88.5 87.2
(95% Cl) (59.0-67.4) | (51.3-59.9) 0.2 —R-chemo (n=601) (95% Cl) (85.6-90.9) | (84.1-89.7)
0.2 X 4o —G-chemo (n=601)
HR (95% Cl) 0.77 (0.64-0.93) + Censored HR (95% CIy* 0.86 (0.63-1.18)
P-value 0.006 P-value 0.36
0.0 T T T T T T T T T 0.0 T T T T T T T L T T T
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 10
No. of patients at risk Time (years) No. of patients at risk Time (years)
— 601 563 512 471 447 430 405 375 351 333 314 290 266 239 157 28 5 3 1 — 601 588 566 550 533 527 517 510 504 495 489 479 473 468 452 375 260 163 80 20
—_— 601 574 541 514 493 469 449 433 409 375 349 322 297 264 167 27 5 1 _— 601 584 573 564 551 542 533 524 518 504 495 489 482 474 444 372 257 146 64 13

1. Marcus R, et al. N Engl J Med 2017;377:1331-1344

H
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m— Arm A
m— Arm R
0 Ref
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At risk p.
A 351 oo
B 361 344
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Ex
p

N=712, Med f-up 53m, 197 PFS events, 30 deaths

5-yr % (95%Cl)
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FL. Updated results of the FOLL12 trial

100

HR (95%Cl)

p

75 (69-20)
72o(QIF-ou}

61 B%-67)

306
283

Ea A~

36 1.92 (#83-2.53) 60<0.001

Time, months

248 173
217 135

96
65

72

34
19

84

Probability

754

o
|

Standard maintenance is better than a response adapted therapy in adv. stage wuurow

FONDAZIONE
[TALIANA

5-yr PFS% HR P
254 (95%C1) (95%C1)
Arm A 71 (64-77) 1.00
= Arm A
—— AmB Arm B 59 (52-66) | 1.60(1.15-2.23) 0.005
0 T T T T T T 1
0 12 24 36 48 60 72 84

Time, months

b
= - B =
g 5 [ I
° w
£ I
5-yr PFS% HR P
254 (95%C1) (95%C1)
ArmA 73 (64-80) 1.00 -
= Arm A
— AmB | AmB 58 (48-66) | 1.90(1.28-2.83) | 0.002
0 T T T T T T 1
0 12 24 36 48 60 72 84

Time, months

Loz et al ICO 2022
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T. A. Eyre et al.

Newly diagnosed FL

+

N

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

ISRT 24 Gy=* + R [N, B]

!

Asymptomatic non-contiguous stage
IEIV with low tumour burden

N

{

Symptomatic non-contiguous stage B-V with
high tumour burden (meeting GELF criteria®)

N

!

'

Active observation
LA)

Single-agent R = R ImmunoChT.‘t

maintenance* [l, B] R- or 0-bendamustine” [1, B]
R- or 0-CHOP [1, B]
R-or 0-CVP [L B]

2yearsofs.corivw Ror0
maintenance® [l, C]

R-lenalidomide* [1, B)

Single-agentR + R
maintenance* [Ii, B]
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CHEMO FREE APPROACH



Early rituximab monotherapy versus watchful waiting for
advanced stage, asymptomatic, low tumour burden

follicular lymphoma: long-term results of a randomised,

phase 3 trial

Michad Northend, William Wilson, KushaniE diriwickrema, Laura difton-Hadley, Wendi Qian, Zaynab Rana, Tanya-Lovise Martin,
William Townsend, Moya Young, Fiona Mial|, David Cunningham, JanWalewski, Burhan Ferhanogly, Kim Linton, Amanda Johnston,

John F Seymour, David C Linch, Kirit M Ardeshna

el Madison 26-27 gennaio 2026

A Time to new trestment B Timeto new treatment E Overall survical F ot spucificontality
— Watchfulwaiting
— Rituximab 100 100-
— Rituximab maintenance — BF
100 100 £ 754 gz
z z § %
£ 7 e 75 . ¥
3 3 s = $E ¥
E 50 E 50 H“E = =z
4 —_— 4 g 25 3%
i P o= i3
s s
= T T T T 1 = T T T T 1 L r . > L - . U !
o 5 10 15 20 o 5 10 15 20 s 0 5 2 o 5 N 10. ~ 5 0
Number at risk Number at risk Number at risk Number at risk Time since randomisation (years)
( Watchful waiti 83 18 (nvlmﬂ it 6 ( ¢
'waiting 1 54 o waiting 79 4 7 1 o it M’
© (8) @6) (s6) ) © (s) (1) (16) =2) Watchiulwaiting ‘(ﬁi (,",7) :::) (;2) (1:9) Watchfulwaiting 183 w 122 g °
Rituimab induction 82 36 k-3 o Ritunimab induction 82 53 36 2 o . B ~ ing
© (1) (15) (] © (10) (s) (24) 6 Bondeabinduction 82 65 5 40 o (o)  (&7) (@W) (U2) (13624)
Ritucimab maintenance 1950 9 24 0 Ritucimab maintenance 81 3 38 n o (o) )] (10) (17) (53) Ritundmab induction 82 65 5 40 ]
© @ o) @) © (10) (6) ] (50) Ritunimab maintenance 190 156 130 « 0 (0/0) (84)  (ws) (w0) (s911)
(@) (3) (31 (105) (145)  Rituximob maintenance 190 156 130 e ]
° R ——— (@)  (¥S) (Uw) (mN6) (15416)
G Time to transformation
100 — Watchfulwaiting
100 sF — Rituximab induction
3 e — Ritucmab maintenance
H EE ™7 £%
£ BE 2z °
£ 1 3t
i 2 E a5 E E 5
2 Eh-
1 T T T 1 o T T T J
20 5 10 15 2 o s 0 15 20
Nomber atrisk Time since randoenisation (years) Mamber atsick Tirme since randomisation years) . Time since mndomisation (years)
(mumber censored) (mumber censored) Number at risk
Watchfulwaiting 106 a 2 10 0 Watchfulwaiting 183 11 01 ] 0 (number censored)
female  (0) (12) (16) @ @) (©) (38) (59) (116) (151) Waschfulwaiting 183 135 10 42 o
Watchfulwaiting 77 39 30 8 o Ritwimab induction B2 0 £} o ©) (29) (48) (112) (152)
male  (0) ® (10) @9) @) (©) (28) (26) (40) 70) Rituximab induction 82 63 52 37 o
Ritwamab maintenance 92 66 50 15 o Ritwamab maintenance 190 150 14 34 o © (15) (22] 33) (69)
e ) a9 @ & o) © G4) 8 @6 am Rituximab maintenance 190 148 19 39 °
male (o) (12) (20) (53) (62) (©) @28) (48) (123) (160)

Median Follow up 14.7 years
15 year TTNT was 64% (R mant) 48% (R) 34% (OBS)

Lancet hem. 2025
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Rituximab alone in the treatment of pts with FL

Duration of response by study arm in chemotherapy-naive (A) and pretreated patients (B)

A
1.0 *E.Il_l—h
Prolonged: median not reached
> 08 " bk .
— / / [/
§ 0.6 I_I_I-LI LUl P 079
E 8: Standard: median 20.4 months o ,
0.0 , , , , , , , , 45% of chemo-naive
6 12 18 24 30 36 42 48 responders in remission
Months since start of treatment at8 years
B Martinelli et al. JCO
1.0 2010
= 0.5 Prolonged: median 24.7 months
o 0.6
3
) 0.4 .
o
0.2 Standard: median 12.7 months
0.0

6 12 18 24 30 36 42 48
Months since start of treatment

Ghielmini M, et al. Blood. 2004;103(12):4416-4423.
[



0S (proportion)
g 3 B
[

o
o
]

No. at risk:
Rmono 173 138
R+IFN 148 124

10 15
Time (years)
82 20

67

=
8
£ e —
5 L
S 050
=
8B 025
T T T
0 5 10 16
Time (years)
No. at risk:
FL 269 220 128 24
Other 52 42 21 4

No. at risk:
Rmono 173
R+IFN 148

TTF (proportion)

5 10 15 20
Time (years)
138 82 20 ]
124 67 8 0
= FLIPI low
=== FLIPI intermediate
== FLIPI high

No. at risk:
FLIPllow 58
FLIPI 101
intermediate

FLIPI high 108

5 1'0 15 20
Analysis Time (years)

N=321 (289 FL)

Med F-up 10.6 years

All pts recieved Rituximab (8 doses) +/- IFN
upfront

One out of three pts never required chemotherapy
tFL in 20%

Long term outcomes (OS, LSS) similar to those

achieved with conventional approaches

Fig 2. (A) Kaplan-Meier overall survival (OS) estimate of all patients (n = 321) by treatment arm in years since random assignment. Log-rank P = .36. (B) Kaplan-Meier estimate of
lymphoma-specific survival (LSS) by treatment arm in years since randomization. (C) Kaplan-Meier OS estimate for all patients (n = 321) in years since random assignment by indolent
lymphoma subtype: follicular (FL) and other (non-FL). (D) Estimate of time to treatment failure (TTF) in patients with FL by Follicular Lymphoma International Prognostic Index (FLIPI)
categories (log-rank P = .11) defined as the period between random assignment and either progressive disease while on study treatment, initiation of any new therapy because of relapse
or intolerance, or death as a result of any cause. Patients with an unknown FLIPI score (n = 2) are omitted from the graph. R + IFN, rituximab plus interferon alfa-2a; R mono, single

rituximab.

Sandra Lockmer; Journal of Clinical Oncology 2018 363315-3323.

DOI: 10.1200/JC0.18.00262
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Six-month rituximab-lenalidomide regimen in advanced untreated follicular
lymphoma: SAKK 35/10 trial 10-year update

R R2
ORR 61% 82%
CRR 25% 36%
CRR @ 30 m. 19% 42%
Grade 3/4 AEs R R2
(n=76) (n=77)
Fatigue 1(1.3%) 2 (2.6%)
Allergic reaction 2 (2.6%)
Neutropenia 5 (6.6%) 18 (23.4%)
Thrombocytopenia 3 (3.9%)
Depression 1(1.3%)
Psychosis 1(1.3%)
Suicide attempt 1(1.3%)
Maculo-papular rash 4 (5.2%)
Hypertension 3 (3.9%) 7 (9.1%)
Discontinuation 12 (16%)

Copyright © 2023 American Society of Hematology

Probability

# At
R
R+L

Probability

# At
R
R+L

+ @ Long-Term Results of the SAKK25/10 Randomized Phase-2 Trial of Rituximab Versus
SAKK ¥’ Rituximab and Lenalidomide in Follicular Lymphoma Patients in Need of First Therapy

Progression-free Survival Overall survival

1

mPFS 9.3 yrs”*

log—rank test: P=.013 PFS 2 yrs
0 +—r—T——T—r——T—r—— 0 F——r——
0 2 3 4 5 6 7 8 9 10 o 1 2 3 4 5 6 7 8 9 10
Time (years) Time (years)
risk # At risk
77 48 34 23 18 16 12 10 8 6 3 R 77 73 67 63 60 57 51 50 46 43 19

77 57 47 39 38 33 24 20 17 15 3 R+L 77 72 71 69 66 64 60 55 52 48 22

Duration of Response Time to Next Treatment

Probability

0.2 1 HR 0.43 (95% Cl: 0.27 to 0.67)
log—rank test: P=.0001

log—rank test: P=.014

0+ T T T T T T T T T 0+ T T T T T T
0O 1 2 3 4 5 6 7 8 9 10 0O 1 2 3 4 5 6 7 8 9 10
Time (years) Time (years)
risk # At risk
31 25 18 13 11 8 8 6 4 3 0 R 77 50 36 28 23 21 18 18 16 14 7
49 41 36 30 27 20 15 13 11 4 2 R+L 77 62 49 44 43 40 37 34 32 29 12

€ blood
advances

Visual

Eva Kimby et al. Blood adv, 2025 Abstract
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Six-Year Results From RELEVANCE: Lenalidomide Plus Rituximab (R2) Versus
Rituximab-Chemotherapy Followed by Rituximab Maintenance in Untreated

Advanced Follicular Lymphoma

1.0 4 1.0 T iy

= 2 -—_‘m\‘emo

£ 081 2 081 .

a = R

S 06+ R? © 0.6 -

S S

S 0.4 - R-chemo & 0.4

» »

L 02 3 021 _

o HR (95% Cl) = 1.03 (0.84 to 1.27), P=.78 6-year OS = 89% in both groups

1 1 1| 1 | 1 T | 1 T 1 1 1 1 1 1 1 1
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Time Since First Dose (months) Time Since First Dose (months)

No. at risk: . at risk:
R-chemo 517 446 390 333 207 243 146 56 3 0 hemo 517 487 4an 451 435 424 330 130 13 0
R? 513 412 370 328 281 242 157 51 5 0 513 490 479 461 447 425 343 137 13 0

* 6-yr PFS: 60% R? vs 59% R-chemo

» Transformation rates similar (2% range)

« Similar ORR and OS with subsequent therapy in both groups
 Similar rates of second primary malignancies

* 6-yr OS: 89% in both groups

Morschhauser. JCO 2022
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Morning SUN: HTB FL 1 line

= Efficacy: PFS and OS
KeyilncitisloncritatiN Mosunetuzumab SC administration

+ Previously untreated FL Progression-free survival Overall survival
* HTB by GELF criteria
» ECOG performance status 0-2

CRS mitigation

+ Mosunetuzumab SC step-up dosing in C1

« Corti was yin
C1-2 and optional thereafter

« Hospitalization was not mandatory

Patients with
PMRICMR after C17:
optional maintenance

ral

— Al patients (N=103)
+ Censored

— All patients (N=103)
+ Censored

mosunetuzumab SC (45mg),

Endpoints

« Primary: PFS rate at 24 months
+ Key secondary: ORR, DOR, DOCR, safety
+ Exploratory analysis of CtDNA levelst

B cell depletion and recovery —

Safety summary Infections: All patients

tated N=103

Patients who Most common AEs (230%) in all patients (N=103) n (%) unles:

ns by cycle and grade

received " r—— "
) Allpatients _TeBNE - —_— Received antimicrobial prophylaxis 46(44.7)
N=103 o1 Any grade infection 81(78.6) Gmiel Gmde2 aGmded mGmded wGmdes
fee - Grade 1 12(11.7) *©
rade
jents wi
Patients with 21 AE 103 (100) 38 (82.6) cns L ron2 Grade 2 49(47.6) © [Sete "G ocelegend|
Grade 3/4 AE | 48ues) | 70152 Hestscre I 20 Grade 3 13(126) =
e
Serious AE | ar@se | e Nses N Grade 4 439) g "
AEs of special interest 20(282) 4@7) o = P £ = T Grade 5* 329 o ®
2
Infections* 81(78.6) 21(457) Patients (%) Serious infections 17 (16.5) % s 44.7
ISR 69(67.0) 15(326) Median time from first mosunetuzumab ol 355 358
CRS (by ASTCT criteria) 35(34.0) 0 ° gr';s ':VE'“S were all Grade 12 and mostly observed within the dose to first infection, days (range) 84 (1-624) 2 285 7
0 cycles "
Neutropenia/neutrophil count B2 243 s Infections resolved, n/n (%) 77181 (95.1) 2 .
= ?:: 549 1R2¢ Rl I M‘:;\CI‘I’I;" ;’e‘aozr:lc;'\'/';di;“ et 28272 " il
: + No CRS events occurred during maintenance treatment 19/COVID-19 prevmonia @2 Ry o E iz
AE leading to mosunetuzumab, 1107y @70 Sinusitis 17 (16.5) Ne103 s e =75 =70 5
discontinuation *  One patient reported an ICANS event (Grade 4)** during C1 Urinary tract infection 15(14.6)
Pneumonia 15 (146) B-cell depletion was observed following the first dose of mosunetuzumab, with subsequent B-cell recovery
URTI 14(136) observed within six months of treatment completion.

Ghosh N. et al, oral presentation ASH 2025;
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Epcoritamab + R2 in 1L FL

Arm 6 (1L FL): Deep and Durable Responses

- 100
Study Design b
—trmt——s
Epcoritamab + R? 80
Key inclusion criteria e L EL axpanaion Arm 7 (FL maintenance after SOC treatment) —
Overall i oxpans N=41
- CD20"FL 60 89% of patients
Rituxi zQw 26 remained in response
B imab (IV) 375 mg/m C1, Q4w C: Overall response, n (%) 39 (95) e o
- ECOGPS0-2 Lenalidomide (oral) 20 mg QD for 21 days in C1-12 Epcoritamab (SC) 48 mg 2 SUD*, QW C1 (28 days) o
i . Q8W C2-13 (56-day cycles); treatment up to 2 years CR 36 (88)
q = Epcoritamab (SC) 48 mg 2 SUD2, QW C1-2, Q4W
Arm 6, 1L FL. C3+ (28-day cycles); treatment up to 2 years. Total
- LR PR 3 ([ .
= Measurable disease by CT or MRI Primary endpoint: ORR® Pri dpoint: Safet Median DOR (95% C1) NR(NR=NR)
. o : rimary endpoint: Safet a
Lo G a L EElmin Key secondary endpoints: Safety. DOR, DOCR, Key secondary endpoints: CR rate.s DOCR e 205 ’ A A U y
PFS, OS, MRD®

Arm 7, FL maintenance

3 6 9 12 15 18 21 24 27 30 33 36 39

0 a2
. ' First patient first visitlast patient last visit:

I EREr FREEr =B/ e First patient first visit/last patient last visit Nov 8, 2021/Feb 22, 2024 Months

treatment Ot 8 2021/May 16, 2024 No.atrisk 30 36 35 35 35 35 32 32 32 31 28 21 3 1 0

Data cutoff: Apr 9, 2025

Median follow-up: Arm 6, 36 months®;

Arm 7, 35 months'

Arm 6 (1L FL): Favorable Long-Term Outcomes

* Among 36 patients in CR:

— 10 discontinued treatment for reasons other than PD or death®

—  90% (9/10) maintained CR¢

* Among 21 patients who completed treatment in CR
- 95% (20/21) maintained CR
— Median DOCR: NR¢

Arm 6 (1L FL): Safety Profile

Common (> 25%) TEAEs

+ MROD negativitye (<107%):100%
— 26/26 MRD-evaluable patients

CRS (25UD)’ 46 |15 | Overall
100 coviD-1¢°| 15 37 10 2] « Serious infections: 13 patients (32%); 7 occurred
Neutropenia’| 5 within the first 24 weeks
M ——t
0. ! Injection-site reaction’ 44 [ 10 | + Neutropenia: rates highest in the first 24 weeks;
90% of patients | 88% of patients Fatigue no febrile neutropenia observed
were progression- _ w | remained alive at ! . X
free at 33 months g | 33months Diarrhea + CRS: all grade 1-2, resolved with supportive
i " M-
8 . i Rash care, no discontinuations
3 Constipation Long term
20 i Headache 9 . . .
No.of events s i Cough Grade 1 + TEAEs, including grade 23 events, declined over
| [eanos memcn NR(NR-NR) | Serious infections’| uGrade 2 2 years of epcoritamab treatment
o 3 6 9 12 15 18 21 E N 0 3 6 9 2 15 1 2 2 7 N B B N Pyrexia ®Grade 3 « Since the last report with ~13 months of
Months. Months v mGrade 4 iti 1
No.atrisk 41 38 36 35 35 35 35 33 22 12 1 0  No.atrisk 41 38 38 37 37 37 36 36 3| 3B/ 34 33 16 2 0 Anemia’ additional follow-up':
) = Grade 5 — One new grade 3 COVID-19 TEAE
Vomiting - Two ia TEAES led to disconti
0 10 20 30 40 50 60 70 80 90 100 — One death due to progressive multifocal

+ Median TTNT was NR; at 33 months, an estimated 97% (95% Cl, 83—-100) of patients had not received a new

anti-lymphoma treatment

Patients (%)

leukoencephalopathy (PML)e

patients, hypotension n &,

Gecreased.“Local

1. Fakchi L, otal

24:8(Supp 1) Absract 1146, CRS,

Leslie et al., ASH 2025;
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Arm 7 (Maintenance After SOC): Baseline Characteristics,
Treatment Exposure, and Follow-Up

Epcoritamab
Age, median (range), years 56 (31-78)
Male, n (%) 11 (58)
ECOG PS, n (%)
0 16 (84)
1 3(16)

Treatment History

Time from end of SOC induction therapy to

first dose, months, median (range) 28(1.2-6.0)
Prior systemic therapy received, n (%)
Anti-CD20 19 (100)
Bendamustine-containing regimen 3(16)
Prior lines of anti-lymphoma therapy, n (%) 19 (100)
1 16 (84)
2 3(16)
Best response to last line of therapy, n (%)
CR 11 (58)
PR 8(42)
Common (= 25%) TEAEs
coviD-19°[ 16 42 2
CRS (2SUD)’ 37 n
Headache 21 n
Injection-site reaction” 32
Neutropenia®|5 L SEEIRT
Serious infections® |5 26 Grade 1
u Grade 2
Fatigue 21
9 u Grade 3
Nausea 21 u Grade 4

0 10 20 30 40 50 60 70 80 90 100

Treatment Exposure and Follo p Epcﬁl:tfgnab

Follow-up, median (range), months 35 (6-39)
Epcoritamab treatment exposure
:Zgizir(f;rt‘rge;unenl cycles initiated, 11 (2-13)
(Dr:;agl;o)n of treatment, months, median 21 (1-24)
Completed treatment per protocol, n (%) 10 (53)
Discontinued treatment, n (%) 9 (47)
AE? 4(21)
Patient withdrawal® 3(16)
PD 1(5)
Othere 1(5)

Prior SOC treatments included anti-CD20 mAb-containing
regimens (100%), alkylating agent-containing regimens (79%),
and anthracyclines (53%)

Overall
« Safety was consistent with prior reports’
« Six out of 8 serious infection events were COVID-19

« Neutropenia
— Primarily occurred in the first 48 weeks of treatment
and decreased thereafter
— No febrile neutropenia was reported

+ CRS
— All grade 1/2, resolved with supportive care
— There were no discontinuations

Long term

« Since the last report with ~13 months of additional
follow-up™f
— One grade 3 COVID-19 TEAE
— One death due to unknown cause (non-TEAE-related)
reported outside the treatment period?

Patients (%)
“covip. 19 or COVID. ploms fever in 10 patients, hypotension in 3, hypaxia in 1 and other symptoms in 4 patients. Dose-optimization strategies from other epcortamab
studies, such as the EPCORE NHL-1 FL optimization cohort, which included an aditional SUD the preferred steroid and ads hydration), have shown sig y and severity .a
into the approved enhanced mitigation.? < h-level group terms. “Neutropenia or neutrophil
fect class of Infections and Infestations. Median follow-up 19.7 months. were due t fallre in pneumonia (n = 1) and postacute

TEAEsin
COVID syndrome (n = 1). 1. Faichi L, et al. HemaSphere 2024;8(Suppl 1). Abstract P1146.

10

ey f me £ v |
| ———— . - '
e " v :' v v 'o i ' .' * All 8 patients with PR from last line of therapy
| —— . e i converted to CR after a median of 2.8 months
{C—— i . 1 E ' (range, 2.5-5.7)

) & " " IV ‘V o: v ! v !

S | —— - Y o ¥ : : '

g i Y v oy 1 Y + Median DOR and DOCR were NR; at 33 months, an

e —— L : estimated 84% of patients remained in response and
| S — S 84% were alive
ooy voo 3 ] 3
Jm— ey, ¥ oox 3 : i + Al 10 patients who completed treatment per protocol
I e P had CR at EOT and all maintained their CR at the data
il S S NN R | cutoff (median follow-up, 12.2 months)

Baseline 12 24 36 48 60 72 84 9 108 120 132 144 156

Study week Median PFS and OS were NR

YCR VSD YNE # EOTforPD © EOTforother A BOR = CR from last line therapy < Completed treatment
Y PR Y PD x Death # EOTforAE A New anti-cancertherapy 4 BOR = PR from lastline therapy

1L

CR, 88%
33-month DOCR, 93%
33-month OS, 88%

Maintenance
CR, 100%
33-month DOR, 84%
33-month OS, 84%

Leslie et al., ASH 2025;
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Phase 3 multicenter, randomized, open-label trial to evaluate the safety and efficacy of
epcoritamab + rituximab and lenalidomide compared to CIT in previously untreated FL

Treatment Period (120 weeks > Follow-up (~15 years)

ER? E + Lenalidomide =
6 x 28d cycles 6 x 28d cycles 9 x 28d cycles

o
. G/R-CHOP*
FL Patients 6+2 x 21d cycles GR
» Untreated 12 x 56d cycles treatment purvival
- CD20+ G/R-Benda* Follow-up [ij Follow-up
o N=642 6 x 28d cycles
R2 R 12 x 56d cycles

D —> -

6 x 28d cycles Lenalidomide 12 x 28d cycles

~ TOP3ENROUERS
-
Primary Endpoint: CR rate at Month 30 or Week 120 . | ixﬂﬁ%ﬁm -

Princess Alexandra
Australia Joshua Tobin ot 17

Other Key Endpoints: PFS, OS, MRD negativity, PROs, incidence and severity of AEs and
changes in laboratory values, incidence of dose interruptions, reductions, and discontinuations




1 “LINFOMI INDOLENTI”

Milano, Best Western Hotel Madison 26-27 gennaio 2026

Ongoing phase 3 studies

Table 3. Ongoing phase 3 randomized studies with anti-CD3/CD20 bispecific antibodies in first-line FL

EPCORE FL-2 MorningLyte OLYMPIA-1 OLYMPIA-2
(NCT06191744) (NCT06284122) (NCT06091254) (NCT06097364)
Experimental Epcoritamab Mosunetuzumab Odronextamab Odronextamab
agent
Route of sC SC v 1\
admnistration
Experimental Epcoritamab + R? followed | Mosunetuzumab + QOdronextamab induction Odronextamab + CHOP/CVP
arm{s) by epcoritamab lenalidomide followed by and maintenance (ratio 1:1| followed by odronextamab
maintenance (ratio 1:1 mosunetuzumab with control arm) maintenance or
with control amm) maintenance (ratio 1:1 odronextamab + CHOP/CVP
with control arm) without maintenance (ratio
1:1:1 with control arm)
Control arm R/O + CHOP/bendamustine | R/O + CHOP/bendamustine | R + CHOP/CVP/ R + CHOP/CVP followed by R
followed by anti-CD20 followed by anti-CD20 bendamustine followed by | maintenance
maintenance maintenance anti-CD20 maintenance
Primary end point | CR30 (PET-CT Lugano 2014) | PFS CR30 PFS
and PFS (dual end point)
Supplementary R only and epcoritamab + | None None None
amys)* R? without maintenance

Patient population

Stage Il to IV disease with at

Stage | to IV disease with at

Stage Il bulky or stage lI/IV

Stage Il bulky or stage IV (any
FLIPI)

least one GELF high tumor | least 1 GELF high tumor (any FLIP)
burden criterion (any FLIPT) burden criterion
FUPI 2-5
Planned ~1080 patients ~790 patients ~446 patients ~669 patients
enrollment

The studies were included based on the data avadable at the ClinicalTrials.gov website and conference abstracts by end of 2024 (subject to amendments)
CR30, CRR at 30 months; NA, not available; SC, subcutaneous.

*Not directly powered for primary end pont

| comparison

pl y am of treatment).
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Conclusions

. Overall survival not modified by initial choice
. First line therapy has a critical role in determining:

. «functional» cure

. long term events

. Not just a matter of options, strategy matters
. Chemo free options are valid alternatives to ICT: Frail/old populations or other?
. Expected changes in 1L with incresing number of chemo free options
. Should be able to improve outcomes

. 0s?

. Risk profiling/mechanisms of resistance

. Transformations

. Late events (SPM, Infections)

«Trasforming the current treatment paradigm in first line by moving from
prognostic markers to predictive biomarkers will be achieved through further
research into the biology of follicular tumoral B cells and their microenviroment «
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Grazie per I'attenzione




