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The young side of LYMPHOMA gli under 40 a confronto

Alla luce delle terapie di | Linea attualmente a disposizione
che trattamento sceglieresti in un paziente con linfoma
follicolare stadio IVA, FLIPI 2, high tumor burden, di 79 anni
con anamnesi positiva per cardiopatia ischemica,
insufficienza renale moderata e polmoniti ricorrenti?

a) ICT (R-CHOP, R-mini CHOP, R COMP)
b) R2

c) Rituximab single agent

d) R Bendamustina

Reggio Emilia, 2-3 ottobre 2026
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Nella scelta terapeutica relativa alla domanda precedente cosa
hai tenuto principalmente in considerazione?

a) Tossicita

b) PFS

c) Sequencing e terapie successive

d) Tempo al successivo trattamento

e) Tutte le precedent;

Reggio Emilia, 2-3 ottobre 2026
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Shifting Paradigms in 1 L FL
Redefining «Cure»: where do we start and where are we going?

Treatment of Follicular Lymphoma With CHOP and Anti-C
Follow-Up of the SWOG S0016 Trial

Progression-free survival, %
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CHOP-RIT

Disease-specific hazard ratio

Years after randomization

15y PFS 47% CHOP + RT

10
Years since registration
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D20 Therapy 15-Year

Overall Cure estimate: 42%

A subset of patients with

advanced-stage FL can achieve

cure with CHOP-based
chemoimmunotherapy

Shadman M et al. JAMA Oncol. 2026
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Shifting Paradigms in 1 L FL
Redefining «Cure»: where do we start and where are we going?

ICT/Rtx single ICT/R2/RTX
agent single agent

MAIN ISSUES

= None of the currently available studies has
shown that any single treatment was able to
modify patient’s overall risk of death

= Toxicities represent a major limitation

MAIN ISSUES

= Sequencing strategy
» Risk adapted therapy
= Better understanding of the biology (es. loss
of CD20+ , risk of transformation)
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Early rituximab monotherapy versus watchful waiting for advanced stage,
asymptomatic, low tumour burden follicular lymphoma: long-term results of a
randomised, phase 3 trial

Time to new treatment 15y FU Outcomes 15y FU

A_ E Overall survival F Cause-specific mortality
Time to new treatment 100 . 1004
S —_ o =
—— Watchful waiting £ 54 22 75
Rituximab induction 2 o _ E% co
Rituximab maintenance = . Z = .
100 — & 2
—, o | | | | = o | | | |
£ 0 5 10 15 20 [} 5 10 15 20
_.E ?'5 —] Number at risk Number at risk Time since randomisation (years)
Gl {number censore d) (number censored/
E Watchful waiting 183 147 122 A7 4] competing)
= 50 — (0) 17 (22) (86) (129) Watchful waiting 183 147 122 47 0
E Rituximab induction 82 a5 57 40 4] {0f0) (18/7) (23/17) (91/22) {136/24)
= (0) (8) (10) (17) {(53) Rituximab induction 82 65 57 40 0
= 2 Rituximab maintenance 190 156 130 42 o} {0f0) (8/4) (11/5) (19/10) (55/11)
E 5 | (0) (23) (31) {105) (145) Rituximab maintenance 190 156 130 42 0
2 (0/0) (23/5) (32/11) (112/16)  (154/16)
- G
O | | | | Time to transformation
O 5 10 15 20 100 — — Watchful waiting
o F — Rituximab induction
) E = 75— —— Rituximab maintenance
MNumber at risk 2 S
£ B |
(number censored) £ >°
Watchful waiting 183 80 54 18 o ES e
(0) (18) (26) (56) (74) T o : =
Eltuxlmab Iin d.UCtlﬂn El 53 36 22 O Number at risk Time since randomisation (years)
I:ﬂ} {:1':}} {15} {24} {46] {number censored)
- = - Watchful waiting 183 135 110 42 4]
Rituximab maintenance 190 130 99 24 O ©) @s) (a8) 1) (52)
[l _2?' 43 110 132 Rituximab induction 82 63 52 37 1]
I: } I: ::I {: } {: ::I {: ::I (0) (15) (22) (35) (69)
Rituximab maintenance 130 148 119 39 o
(o) (28) (48) (123) (160)

Northend M et al. Lancet Haematol 2025
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Long-term follow-up of patients with follicular lymphoma receiving single-agent
rituximal at two different schedules in trial SAKK 35/98

Probability
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45% of chemo-naive
Responders are in remission
at 8 years

Reggio Emilia, 2-3 ottobre 2026
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Chemotherapy-Free Initial Treatment of Advanced Indolent Lymphoma Has
Durable Effect With Low Toxicity: Results From Two Nordic Lymphoma Group
Trials With More Than 10 Years of Follow-Up

B
- 1
- ;2:075- « N=321 (289 FL)
;:: » Med F-up 10.6 years
S - S » All pts recieved Rituximab (8 doses) +/- IFN upfront
Time (years) ) Time (years) « One out of three pts never required chemotherapy
mow o w ; o Rem W wm @ ; ; « tFL in 20%

 Long term outcomes (O3S, LSS) similar to those

achieved with conventional approaches

0 5 10 15 0 5 10 15 20
Time (years) Analysis Time (years)

269 220 128 24 FLIPllow 58 24 13 8 0
Other 52 42 21 4 FUP 101 33 17 2 0

FLIPI high 108

Lockmer S et al ; Journal of Clinical Oncology 2018
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Six-month rituximab-lenalidomide regimen in advanced untreated
follicular lymphoma: SAKK 35/10 trial 10-year update

A B
PFS DOR
HR 0.58 (95% Cl: 0.37 to 0.89) HR 0.42 (95% Cl: 0.21 to 0.86)
R R2 o log—rank test: P=.013 o log—rank test: P=.014
o 1 2 3 4 5 & 7 8 9 10 o 1 2 3 4 5 6 7 8 9 10
Time (years) Time (years)
0 0 # at nsk # at risk
ORR 61% 82% R 77 48 34 23 18 16 12 10 8 6 3 R 31 25 18 13 11 B8 8 6 4 3 0 .
R+L 77 57 47 39 38 33 24 20 17 15 3 R+L 49 41 36 30 27 20 15 13 11 4 2 Medlaﬂ PFS (93 VS 23 yearS)
C D
CRR 25% 36% TINT oS
- 1_
‘ Median TTNT (not reached vs 2.1
CRR 30m 19% 42% = ears
2 .. y
<
0.25
HR 0.43 (95% CI: 0.27 to 0.67) HR 0.98 (95% CI: 0.47 to 2.03) —R
o log—rank test: P = 0001 o log—rank test: P= .96 — R+L
o 1 2 3 4 5 6 7 8 9 10 o 1 2 3 4 5 6 7 8 9 10
Time (years) Time (years)
# at nsk # at nisk
R 77 50 36 28 23 21 18 18 16 14 7 R 77 73 67 63 60 57 51 50 46 43 19
R+L 77 62 49 44 43 40 37 34 32 29 12 R+L 77 72 71 69 66 64 60 55 52 48 22

Kimby E et al. Blood advances 2025
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Lenalidomide plus rituximal for previously untreated advanced follicular
lymphoma: the 10-year RELEVANCE trial analysis

OS
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0.0
Rituximab plus chemaotherapy
Rituximab plus lenalidomide

+Censored
P = .6094

—— Rituximab plus chemotherapy

—— Rituximab plus lenalidomide

517 487 471 451 437 427 410 393 371 343 187
513 490 479 459 447 431 417 402 386 359 191

0 12 24 3 48 60 72 8 9 108 120
Time from randomization (months)

10y PFS 46,4% R2 vs 46,6% R- chemo

= Transformation rates similar (2% range)
= Similar ORR and OS with subsequent therapy in both groups
= Similar rates of second primary malignancies

Reggio Emilia, 2-3 ottobre 2026
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Lenalidomide plus rituximab for previously untreated advanced follicular
lymphoma: Relevance trial safety

Table 3. Adverse Events during the Treatment Peried in the Safety Population.
Adverse Event Rituximab—Lenalidomide Group Rituximab—Chemotherapy Group
(N =507) (N =503)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
number of patients (percent)
Neutropenia® 381 (75) 160 (32) 386 (77) 252 (50)
Anemia* 333 (66) 0 446 (39) 0
Thrembocytopenia® 268 (53) 11 (2) 266 (53) 3 (2)
Cutaneous reactions¥ 220 (43) 36 (7) 120 (24) 5 (1)
Diarrhea 187 (37) 10 (2) 95 (19) 6 (1)
Constipation 178 (35) 1 (<1) 167 (33) 5 (1)
Rash 146 (29) 20 (4) 39 (8) 1 (<1)
Fatigue 115 (23) 1 (<1) 147 (29) 4 (<1)
Mausea 100 (20) 0 209 (42) B (2)
Abdominal pain 78 (15) 4 (=1) 45 (9) 4 (=1)
Myalgia 73 (14) 0 29 (6) 1 (<1)
Arthralgia 71 (14) 3 (<1) 70 (14) 1(<1)
Peripheral edema 69 (14) 0 47 (9) 1 (=1)
Muscle spasms 68 (13) 0 21 (4) 0
Infusion-related reaction 66 (13) 7 (1) 56 (11) 1 (=1)
Upper respiratory tract infection 47 (9) 0 55 (11) 0
Vomiting 34 (7) 2 (<1) 94 (19) 7 (1)
Peripheral neuropathy 5 (7) 1 {=<1) 79 (16) 3 (=1)
Tumeor flare reaction 30 (e) 7 (1) 1 {=1) 0
Leukopenia 21 (4) g (2) 48 (10) 30 (6)
Febrile neutropenia 11 (2) 11 (2) 34 (7) 33 [7)
Tumaor lysis syndrome 7 (1) & (1) 5 (1) 3 (<1)
Alopecia 5 (1) 0 45 (9) 3 (<1)

Morschhauser Fetal N engljmed 2018
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Fixed duration subcutaneous mosunetuzumab in patients with
previously untreated high-tumor burden follicular lymphoma interim
results from the Phase Il MorningSun study

Mosunetuzumab SC administration

Key inclusion criteria

* Previously untreated FL
 HTB by GELF criteria
« ECOG performance status 0-2

D15:45mg D1: 45mg D1:45mg
D8: 45mg
Patients with PMR/CMR

Ongoing Phase |l basket study of mosunetuzumab

subcutaneous monotherapy in patients with B-cell NHL,

InC|Ud Ing FI— *  Mosunetuzumab SC step-up dosing in C1 after C17: optional
* Corticosteroid prophylaxis* was mandatory in m?r:nrt]:ag: n::ttheﬁg)tg
. WI u uzu
C1-2 and optional thereafter D1: 5mg SC (45mg) every 8
* Hospitalization was not mandatory weeks for up to 1 year

l y Vv v Y

\ J
Y

C17 >

Primary: PFS rate at 24 months

21-day cycles (1 year
* Key secondary: ORR, time to response, safety yey (1 year)

Flinn IW; et al ASCO 2025 oral presentation (abstract #7014)
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Morningsun study: interim results

. CMR PMR

12-month PFS 82.8 %

00 95.5 002
873 | 89.1 212 ' 88.5 90.0 87.3
9 | ° 1 851 826 85.2 : 85.0
0 | 1.7 80.4 :
n Censor ' .
' d 0 | 18.2 273 72.0 26.0 o 10.0
26.5 | 17.4 29.5 35.0 30.4
0. - 60 | | 36.2
8 Median PFS:* NR (95% CI: 2 | 34.8
2o - NE-NE) g 190 | 28.0
36 = a0 - |
3 » |
e c 30 | |
o 8_ | 75.0
0. @ 120 |
4 (04 ] : .
n 10 I
i |
|
0. 0 :
2 T T T T 1 I
0 5 1 1 2 2 |
No.-of patient ° Time ° ° ° |
at°r09k patients (months) All patients| | 265 <65 0/1 2 35 Yes No Yes No Yes No 1/2 3A
d’s1 0 : > : 5 0 (N=102) || (n=47) (n=55) | (n=22) (n=34) (n=46) | (n=25) (n=77) | (n=23) (n=78) | (n=40)  (n=54) | (n=79)  (n=20)
Age FLIPI score Elevated LDH B-symptoms Bulky disease FL Grade

Flinn IW; et al ASCO 2025 oral presentation (abstract #7014)
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Adverse Events

T'he young side of 1. YMPHOMA
MorningSun study: safety

CRS

gli under 40 a confronto

n (%) N=102 (%) AES of inferest SELR n (%) unless stated N=102
AT GER A D e ) Any grade CRS* 35 (34.3)
Most common any grade AEs (=30%) Infections 75(73.5) Grade 1 30 (29.4)
Grade 3 13 (12.7) .
Injection site reaction 66 (64.7) Sl 22 Srade ¢ > (4.9)
' Grade 5 2 (2.0}t Median time to CRS onset, days (range) 2.0 (1-8)
Fatigue 43 (42.2) (2.0)
CRS - 34'3 ICANS 1(1.0) Median CRS duration, days (range) 2.5 (1-15)
) i Z ( 1'4) Grade 4 1(1.0) Corticosteroids for CRS management 8 (7.8)
Neadac € 21 (20'4) Serious AE | 30 (29.4) Tocilizumab for CRS management 6 (5.9)
auseall (30.4)  Most common serious AEs (=10%) Corticosteroids + tocilizumab for CRS management 3(2.9)
AE leading to mosunetuzumab 8 (7.8)" Q Infections and infestations$ 13 (12.7) CRS resolution 35 (100)
discontinuation CRS 11 (10.8)
Grade 3/4 AE 41 (40.2)
Most common Grade 3/4 AE (=10%) CRS Freq UenCy by CyC|eS
12(11.8)  Injection site reaction, CRS and headache AEs 100 -
Neutrophil count decreased were all Grade 1/2 o 90 -
Grade 5 AEs 4 (3.9) E 50 Grade 1
. : 5 70 4
COVID-19 pneumonia 2 (2.0) Fatigue and nausea AEs were Grade 1-3 2 o0 Ml Grade 2
Cardiogenic shock 1(1.0) © 50 |
Death (unexplained) 1(1.0) s
E 30 A £ 20
*Cardiogenic shoc - neumonia, upper respiratory tract infection, neutrophil count decreased, amnesia nasal congestion, pneumonitis (n=1 eac E 20 7
T&osotl cgmmonhinfgét(izn(r?;/ l(ii(?"/f): COVID—%Q%OVID—% ;neyu:nor:ia 1(:26t.5%,),sintuslic’zgl(13.7‘;o()j, urinary(’?}aot infect’iclgﬁ\;s.’?%), alnd pr?eu:nor;ig(ﬂﬁ%).t " i 10 25.5 _£1.l.'l 1.0
tCOVID-19 pneumonia (n=2). $Grouped term. 9.8 _L/_ 3.0 1.0

ICANS, immune effector cell-associated neurotoxicity syndrome.

C1D1-7 C1D8-14 C1D15+ 1.0 (C2 C3+

Dosing cycle

Flinn IW; et al ASCO 2025 oral presentation (abstract #7014)
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Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction therapy
followed by mosunetuzumab maintenance Iin
previously untreated follicular lymphoma

Key inclusion criteria ' ObjeEtives '

+ CD20+ FL Grade 1-33 + Primary: Safety and efficacy of Mosun SC-Len induction

+ Previously untreated and require systemic therapy* followed by mosunetuzumab SC maintenance (CT/PET-CT')
. ECOG PS 0-7 - Secondary: Safety, tolerability, efficacy (ORR, CR, DOR,
I | -V~ V= = U

—
o

C

Mosun SC-Len administration

Mosunetuzumab SC DIt

+ SC administration for 12 cycles

(C1: Q3W:; C2-12: Q4W)

followed by 9 cycles (C13-21: Q8W)
+ C1 step-up dosing (CRS mitigation)
+ No mandatory hospitalization Len 20mg Len 20mg Len 20mg
+ Anti-infective prophylaxis per

Yy v Y
institutional standards

21-day cycle 28-day cycle 28-day cycle 28-day cycle  QBW for 9 cycles

Lenalidomide

+ Oral administration for Mosunetuzumab SC monotherapy maintenance was optional for the first 40 patients who achieved
11 cycles ((32_1 2) CR or PR after 12 cycles of induction with Mosun SC-Len, and mandatory for subsequent patients

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11-14, 2026

Reggio Emilia, 2-3 ottobre 2026



Summary of AEs, n (%)

CRS
Grade 3/4

Neutropenia®*
Grade 3/4

Febrile neutropenia

Infectionst
Grade 3/4

Injection site reactions
Grade 3/4

ICANS

The young side of | YMPHOMA

Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction therap
followed by mosunetuzumab maintenance in
previously untreated follicular lymphoma

Adverse Events

Induction phase

N=43

24 (55.8)
0

%6 (60.5)
21 (48.8)

0

28 (65.1)
5(11.6)

31 (72.1)
0

0

Maintenance phase

n=16

0
0

5(31.3)
4(25.0)

0

8 (50.0)
0

3(18.8)
0

0

No CRS or Grade 3/4 infections occurred during maintenance;

no ICANS was reported during induction or maintenance

n (%), unless stated

CRS* (any grade)
Grade 1
Grade 2

Serious AE of CRST (any grade)

Median time to first CRS onset !
days (range)

Median CRS duration, days (range)
CRS resolved
Corticosteroids for CRS management

Tocilizumab for CRS managements

CRS leading to mosunetuzumab SC
discontinuation

1L FL
cohort
N=43

24 (55.8)
22 (51.2)
2(47)

7(16.3)
2(1-27)
2(1-11)
24 (100)

CRS

gli under 40 a confronto

Patients with CRS* by cycle and grade
100
Grade 1 [M Grade 2
-~ 15
S C1
th A
iE Il 4
50
2 n=16
[\
o
25 n=/
n=4 .
n= n=0
C1D1 C1D8  C1D15 C2 C3+
n o 43 43 42 39 36
Mosunetuzumab SC dose 5mg 45mg 45mg  4omg+Len 4dmg+Len

CRS occurred in 56% of patients; it was predominantly Grade 1 and confined to C1-C2.

No CRS cases required vasopressors, supplemental oxygen, or ICU admission.

Reggio Emilia, 2-3 ottobre 2026

All events resolved

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11-14, 2026
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Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction
therapy followed by mosunetuzumab maintenance in
previously untreated follicular lymphoma

Best overall response

mﬂ_th—l_;_l_'_‘ 1004 ++ — i
80 o R 380
100 - 90.0% ORR
0
o | . 2.0%
2 — Al patients (N=43) 2 — Al patients (N=43) 80 -
v w
& 10 +  Censored 0 10 + Censored E
= B60-
2 BPR
20 20 &
7 . o
Median DOR, months (95% Cl): NR (NE-NE) Median DOCR, months (95% CI): NR (NE-NE) ,E 40 4 BCR
24-month rate: 87.0% (95% CI: 76.4-97.7) 24-month rate: 97.4% (95% CI: 92.5-100) o
ﬂ {J ! ! ! ! ! ! ! ! ! I ! I ! ! ! ! I ! |
illi_:*aiﬁlEI1|l]1|?_1-|11l|51|82|l]2|22|112:52|33|ﬂ3|23|43:l:3 0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 20 -
Time from randomization (months) Time from randomization (months)
No. of patients at risk No. of patients at risk
43 37 37 35 34 33 32 32 32 32 32 32 32 30 20 4 3 1 NE 43 40 40 40 39 37 37 37 37 37 37 37 3 35 33 24 11 3 NE 0
n=40"

High 24-month PFS (87.0%) and OS (97.4%) rates were observed

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11-14, 2026
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EPCORE NHL-2: Epcoritamab Combinations in B cell NHL

Study Design

v Status: Active, not recruiting

Epcoritamab (SC) + R-CHOP (IV) in previously untreated DLBCL (up to 1 year)

Epcoritamab (SC) + R? (IV/PO) in R/R FL (up to 2 years)

Arm 6 (1L FL) expansion, N=41

i Key inclusion criteria

m

— ¢ Epcoritamab (SC) + BR (V) in previously untreated FL (up to 2 years| . D20 FL

ase . ‘ i - | Epcoritamab (SC) Rituximab (IV) Lenalidomide (oral) . Pfimary ObIECtIVG:
B-cell NHL > Epcoritamab (SC) + R-DHAX/C (IV) in R/R DLBCL eligible for auto-SCT (treat to progression) - Grade 1, 2, or 3A 48 mg 375 mg/m? 20 mg _ .
(N=543) > . {LFL(@m6,LFL) S R~ /\rm 5: Antitumor activty
Epcoritamab (SC) + GemOx (IV) in R/R DLBCL ineligible for auto-SCT (treat to progression) ’ . P ey (ORR)P
p . . * InCRorPRafter -2 | - Arm?7: Safety/tolerability
—> Epcoritamab (SC) + R* (IV/PO) in previously untreated FL (up to 2 years) — lines of SOC treatment L
i (arm 7, FL maintenance) Q.

( KEY INCLUSION CRITERIA \ Pl Epcoritamab (SC) maintenance in FL patients who achieve CR or PR with SoC (up to 2 years)  Erncras % A 7 (ML makiianiance afiar S0 tatmient] exnansion’ Neod + Key secondary endpoints:
+ Subjects with CD20* DLBCL or FL (measurable disease) | | Arm8 ; v - Arm 6: Safety/tolerability,
i it (%G PS of 02 — Em"it.m‘b (SC) + R mini-CHOP preVIous|y Umnated DLBCLI (Up to 8 CYCIGS) + Measurable disease by DO R, DOCRt,yP FS, osty
: . CT or MRI (arm 6, 1L FL)

Acceptabl gegan unction L Epcoritamab (SC) + Lenalidomide (PO) n 2L POD24 L (upto 2 years| EpeoitAmm (56 - Arm 7: CR rate ¢ DOCR
KEY EXCLUSION CRITERIA > Adequate organ function °w4c81n;ga d)
v Treatment with chemotherapy, radiation, or major Epcoritamab (SC) + R-ICE (V) in R/R DLBCL eligible for auto-SCT (to transplant or progression) Q8W C2-13 (56 d/C)
surgery <4 weeks prior to first dose Treatmentupto2y
' CNS lymphoma or CN§ invglvemept | / OBJECTIVES | b Data cutoff: January 31, 2024 L
' P":j”cll[)eza(;mem with blspﬁc;‘ﬁcczgl'::hd}' ta'get‘":? C?O3 Primary:  Escalation/Expansion: AEs (Arm 7) " Part 1 Dose Escalation) includes
BHCIAG) OF TG AT CA T rapy Wi Escalation: LT Expansion: ORR (all arms except Arm 7) ' Ams 1-5 and A 10, Part 2 (Dose
days prior to first dose of epcoritamab | Expension) ncldes ol 0
Secondary:Escalation/Expansio:P/PD,ADAs,DOR, TR PF, 05, TN, MROneg TTcR 00 P UGS AL - ki
\ ] b Escalation: ORR  Expansion: CR i 3 fulldose anthvacycine

Reggio Emilia, 2-3 ottobre 2026




T'he young side of 1. YMPHOMA
EPCORE NHL-2 Epcoritamalb Combinations in B cell NHL ARM-6: effcicay

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

remained in response

100——|I :
Epcoritamab + R? 0.
N=41
60
Overall response, n (%) 39 (95)
CR 36 (88) 40
PR 3 (7) 204 Total
No. of events 4
NE& 2(5) ) Median DOR (95% CI) NR (NR=NFR)

T e—

89% of patients

|
|
|
|
|
i
at 33 months :
|
|
|
|
|
|
|
|
|

Months

No.atrisk 39 3% 35 3 3 3% 2 » 32 3N 2 20 3 A1

» 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?

» MRD negativity® (<107%):100%
- 26/26 MRD-evaluable patients

I I I I I I I
0 3 6 9 12 15 18 21 4 271 30 33 I I 4

0

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

1004+= 100
80 | 80 |
! [
: 90% of patients | 88% of patients
" | were progression= 604 | remained allve at
£ , free at 33 months 9 | 33 months
0 ! E,' I
'y [ |
L 4 | ° 4 |
|
|
2. Total : 20- Total
Mo, of events 5 | Mo, of events 5
Median PFS (95% Cl) NRINR-NR) | Median OS (35% CI) NR {NR-NR)
[] | 1 1 1 1 ! I | ! ! I | T T U T I I T T T T T T T T I I T
0 3 6 9 12 15 1® 21 24 27 0 B ¥ W 4 0 3 & 9 12 15 B 2 24 W W I ¥ W 4

Months Months
No.atrisk 41 28 3% 35 35 35 3 3 32 32 ¥ o2 12 1 0 No.atrisk 41 28 28 37 37 ¥ ¥ ¥ 3B 3¥» ¥ ¥ B 2 0

* Median TTNT was NR; at 33 months, an estimated 97% (95% CI, 83-100) of patients had not received a new
anti-lymphoma treatment
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T'he young side of 1. YMPHOMA
EPCORE NHL-2: ARM-6 Safety

Arm 6 (1L FL): Safety Profile

Common (> 25%) TEAES

CRS (25UD)’ 46
cov15"| 15
Neuoperis | s IETIE A

Injection-site reaction’ 44
Fatigue 34
Diarrhea 27

Rash 29
Constipation 24
Headache 22 12 2

Cough| 20 Grade 1

Serious infections PIEZIIINE" 8 Grade 2
Pyrexia 27 B Grade 3

Anemia | 20 B Grade 4

uGrade 5

Vomiting | 22
0 10 20 30 40 50 60 70 80 90 100
Patients (%)

Overall

+  Serious infections: 13 patients (32%); 7 occurred
within the first 24 weeks

+ Neutropenia: rates highest in the first 24 weeks;
no febrile neutropenia observed

+ CRS: all grade 1-2, resolved with supportive
care, no discontinuations

Long term

+ TEAEs, including grade 23 events, declined over
2 years of epcoritamab treatment

+  Since the last report with ~13 months of

additional follow-up':
- One new grade 3 COVID-19 TEAE
- Two pneumonia TEAEs led to discontinuation
- One death due to progressive multifocal
leukoencephalopathy (PML)3

iCRS signs and symptoms included fever in 25 patients, hypotension in 8, hypaxia in 2 and other symptoms in 8 patients. Dose-optimization strategies from the NHL-1 FL optimization cohort, which included an additional SUD (including
dexamethasone as the preferred steroid and adequate hydration), have shown significantly lower rates and severity of CRS. "*COVID-18 includes COVID-19 or COVID-18 pneumonia. *Neutropenia includes neutropenia or neutrophil count
decreased. “Local injection site reactions include injection site reactions as high-level group terms. ®3erious infections include serious TEAEs in the system organ class of Infections and Infestations. 'Anemia includes anemia, hematocrit
decreased, hemoglobin decreased, red blood cell count decreased, and serum femitin decreased. #Previous deaths were due to PD (n = 1), COVID-18 pneumonia (n = 1), septic shock (n = 1) and acute respiratory insufficiency (n = 1).

1. Falchi L, et al. HemaSphere 2024:8(Suppl 1). Abstract P1146. CRS, cytokine release syndrome.
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The young side of LYMPHOMA gli under 40 a confronto

A Phase 3, multicenter, randomized, open-label trial to evaluate the safety and

efficacy of Epco+ R2 versus CIT in previously untreated follicular lymphoma
(EPCORE™FL-2)

Enroliment . — .
In Prior Design | Induction / Follow-up and Endpoints
N=315 y . ’

Arm A1 Arm A1
N=140 N=300 E+R? it CR E+len E 1° Endpoint (A1 v B):

—0  (6x28dcycles)  orpROgx 200 cycles) (© X 90d cyces) + CR30and PFS

2° Endpoints (A1 v B): . .
T A2 , : o Primary Endpoint
N=120 :
| E+R? + PROs
= < Observation = : ke
/ (6 x 28d cycles) Supportive Endpoints:
= s e O Complete Response rates at 30 months
| . / + CR30and PFS (A1vC)
zzy 43 z’:gog Investigator's Choice CIT —9
G/R-CHOP
0 (6 +2) x 21d cycles] JICR 0 G/R
or or PR (12 x 564 cycles)
GR-Benda Note: EU subjects will
(6 x 28d cycles)
Am C — be excluded from
N=35
_LIN=60 R + lenalidomide JICR R (12 x 56d cycles) Arm A2.
(6 x 28d cycles) or PR™ Lenalidomide (12x28d cycles)
Total Enroliment
1095
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The young side of | YMPHOMA

Ongoing phase lll trials in first line FL

gli under 40 a confronto

PATIENT N. POPULATION PRIMARY
ENDPOINT
MorningLyte Mosunetuzumab- 790 FLIPI 2-5 FL PFS
lenalidomide vs R/G —
CHOP/Benda
SWOG 2308 Mosunetuzumab vs 600 Low Tumor Burden PFS
Rituximalb stage 2-4 FL
M22-003 Epcoritamab-R2 vs R2 900 Stage Il -IV FL o bulky CR30
vs R/G —-CHOP/Benda stage |l
900
OLYMPIA-1 Odronextamab vs 473 Stage Il -IV FL o bulky DLT, TEAE, CR30
RCHOP/R Benda stage |l
OLYMPIA-2 Odronextamalb- 753 Stage lll -1V FL o bulky DLT, TEAE, CR30
CHOP/CVP+/- stage |l
manteinence vs R-
CHOP
SOUNDTRACK —F1 AZD0486+RTX vs R- 1015 Stage Il -IV FL and TEAE, RP3D,PFS
CHOP/CVP/Benda FLIPI 2-5
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The young side of LYMPHOMA gli under 40 a confronto
Evolving paradigms in FL therapy

First line Second line Third line +
Today « ICT + ASCT (?)
. ICT POD24 * BsAbs
FL stage llI-IV, HTB | « R2 « CAR-T
- Rituximab ] . « Zanu-obinut.
(full chemo-free program) Non-POD24 | R2 = Tazemetostat®

Tomorrow

Already anticipated Ph3 results « ICT POD24and | = LenxzR + : Eﬂ?—?
FL stage llI-IV, HTB |+« Rituximab non-POD24 | Tafa/BEsAbs « Zanu-obinut
» Tazemetostat*

Future view BsAbs
Paending reswlts of Ph3 ongoing trials
Novel agents

FL stage Il-IV, HTB |+ BsAbs £ X - CAR-T (POD24) L R
* Len R +Tafa/BsAbs . Zanu-obinut.

* amu-olin Len * R +Tafa/BsAbs
Tazemetostat

FIGURE 1 Ewvolving paradigms in FL therapy. ASCT, autologous stem cell transplant; bsAbs, bispecific antibodies; FL, follicular lymphoma; HTB,
high tumour burden; ICT, immunochemotherapy; Len, lenalidomide; Ph3, phase 3 trials; R2, rituximab-lenalidomide; Tafa, tafasitamab; Zanu-obinut,
zanubrutinib obinutuzumab. *Only FDA approved.

Luminari et al, Br J Haematol. 2025
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The young side of LYMPHOMA gli under 40 a confronto

Conclusions

First line therapy has a critical role in determining:
- «functional» cure
- long term events

First line is not just a matter of options but of strategy
Chemo free options are valid alternatives to ICT: Frail/old populations or other?

The increase number of chemo free options will be able to improve outcomes?
-0S?

- Risk of transformations

- Late events (SPM, Infections)
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