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HTB FL New Era: Shitting from ICT to Novel Biological Tx

Today
FL stage IlI-IV, HTB

Tomorrow
Already anticipated Ph3 results

FL stage llI-IV, HTB

Future view
Pending results of Ph3 ongoing trials

FL stage llI-1V, HTB

First line

« ICT

 Rituximab

(full chemo-free program)

e ICT
 Rituximab

« BsAbs X

C Second line D

POD24 | ° :;32T+ASCT (?)

Non-POD24 | = R2
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« CAR-T (POD24)
* Len xR +Tafa/BsAbs

« Zanu-obinut
R-Loncastuximab (ph 2)

Tazemetostat +R2 (ph 2)

Third line +

« BsAbs
« CAR-T
« Zanu-obinut.
 Tazemetostat*

« BsAbs

« CAR-T
 Zanu-obinut.
« Tazemetostat*

- BsAbs

* Novel agents

« CAR-T

« Zanu-obinut.

* Len xR +Tafa/BsAbs
« Tazemetostat

R-Golcamide
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Selected Ph 3 Study Design in 2L FL with R:
Backbone

CAR T-cell theraples anti-CD20xCD3 bsAbs

Other targeted therapies

—

®
m TRANFSLEORM EPISL(_),:EE Celestimo* OLYMPIA-5° SYMPHONY-1" | MAHOGANY?3
axi-cel liso-cel epcoritamab mosunetuzumab odronextamab tafasitamab tazemetostat zanubrutinib
+ R?2 + |len + |len + R?2 + R?2 + R/O
+ + (v + (LN Y+ TAZ (ZANU +Y
LEN LEN LEN

VS VS VS VS A VS

Comparator:
R-chemo or R? R2
LEN
Primary Endpoint(s): ORR
PFS PFS PFS PFS PFS PFS PFS PFS

Adapted from: 1. NCT05371093. 2. NCT06313996. 3. NCT05409066. 4. NCT04712097. 5. NCT06149286. 6. NCT04680052. 7. NCT04224493. 8. NCT05100862 =
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ol FL - inMIND Phase 3 trial: Tafa+R+Lena vs

Placebo+R+Lena

< 4-week treatment cycles >
Tafasitamab + Len + R Placebo +Len +R Total
Variable (n=273) (n=275) (N=5438)
Median number of prior lines of therapy (range) 1.0(1,7) 1.0(1, 10) 1.0 (1, 10)
Number of prior lines of therapy, n (%)
1 147 (53.8) 153 (55.6) 300 (54.7)
2 66 (24.2) 71 (25.8) 137 (25.0)
3 39 (14.3) 30 (10.9) 69 (12.6)
>4 21 (7.7) 21 (7.6) 42 (7.7)
Time since last anti-lymphoma therapy, n (%)
<2 years 147 (53.8) 157 (57.1) 304 (55.5)
>2 years 126 (46.2) 118 (42.9) 244 (44.5)
— POD24, n (%) 85 (31.1) 88 (32.0) T73 (31.6)
Relapsed/refractory status to last therapy, n (%)
Relapsed 148 (54.2) 164 (59.6) 312 (56.9)
Refractory 112 (41.0) 97 (35.2) 209 (38.1)
Undetermined 13 (4.8) 14 (5.1) 27 (4.9)
Refractory to prior anti-CD20 therapy, n (%) 118 (43.2) 115 (41.8) 233 (42.5)
| | | ’ -

Bologna, NH DE LA GARE, 6 ottobre 2025

Sehn LH. Blood (ASH annual meeting abstracts), 2024; 144 (S2). LBA-1
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INMIND Trial 18t End-Point: PFS

1001 +~
se 80-
Tafasitamab + Placebo + -
ORR (ITT Population) Len +R Len+R (/p]
Patients, n 273 275 & 6 0 _
Best overall response, n (%)* by
CR 142(520)  112(40.7) o
PR 86 (31.5) 87 (31.6) :é‘
SD 28 (10.3) 46 (16.7) Eg 40 -
PD 7(26) 20 (7.3) g
NE 2(0.7) 0 e
Not done 8 (2.9) 10 (3.6) a 20-
ORR, % (9% Cl) (78.%?57.7) (66.77?.;7.6) 0 +
Odds ratio (95% ClI) 2.0 (1.30, 3.02) HR (95 /o CI)
Nominal P value 0.0014 O ) P Valuet

Median PFS (95% Cl),* months

Tafasitamab + Len + R Placebo + Len +R
22.4 (19.2, NE) 13.9 (11.5, 16.4)
0.43 (0.32, 0.58)

0

No. at Risk

Tafasitamab + Len+R 273
Placebo + Len +R 275

2
Median follow-up time: 14.1 months

261
265

<0.0001
| | | | | | |

0 12 14 16 18 20 22
Time, Months

164 119 103 71 57 30 22
126 82 70 48 40 26 16

24

12
10

Sehn LH. Blood (ASH annual meeting abstracts), 2024; 144 (S2): LBA-1
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INMIND Trial: PFS Benefit is Observed in All Prespecified Subgroups

Tafasitamab + Len +R Placebo + Len +R
# Events/# Patients Censored  # Events/# Patients Censored Ratio With Confidence Limits HR (95% Cl)

Subgrou :
éll pgtienfs 75/198 131/144 1 0.43(0.32, 0.58)

ex I

Male 40/110 78/71 o 0.38 50.26, 0.56

Female 35/88 53/73 i 0.51(0.33, 0.80
Age group 1 ;

<69 years 29/108 69/70 = 0.35 20.23, 0.55

=65 years 46/90 62/74 = ) 0.53(0.35, 0.80
Age group 2 |

<79 years 55/164 102/119 - 0.44 50.31, 0.61;
. =75 years 20/34 29/25 —— 0.58 (0.30, 1.12

ace !

White 61/158 106/113 o 0.40(0.29, 0.55

Asian 11/29 21/21 F—. { 0.34 (0.14, 0.81

Other and missing 311 4/10 —— 0.60 (0.08, 4.41
Ethnicity |

Not Hispanic or Latino  62/166 112/114 o . 0.39(0.28, 0.53

Hispanic or Latino 8/23 10/14 —a— 0.71(0.24, 2.10

Other and missing 5/9 9/16 = . 1.07 (0.25, 4.56
Geographic region |

Europe 52/124 88/105 H— 0.53 (0.38, 0.76

North America 8/30 11/13 — 0.12 (0.02, 0.55

Rest of the world 15/ 32/26 H— 0.33 (0.16, 0.68

Yes 29/56 52/36 2. - 043 50.27, 0.69

No 46/142 79/108 HH 0.45(0.31, 0.65
Refractory to prior anti-CD20 :

Yes 45/73 68/47 ey 0.44 EO.30, 0.65

No 30/125 63/97 H— 0.44 (0.28, 0.68
Number of prior lines :

1 line 36/110 61/86 i 0.48 (0.32, 0.74

22 lines 39/88 70/58 =T ] 41(0.28, 0.61

Accelerated Approval from FDA 4 5 6

Hazard Ratio

Sehn LH. Blood (ASH annual meeting abstracts), 2024; 144 (S2). LBA-1

Bologna, NH DE LA GARE, 6 ottobre 2025




CAR T-cell therapies anti-CD20xCD3 bsAbs anti-CD19 |

TRANSFORM EPCORE®

F| 2 EL .13 Celestimo* OLYMPIA-5° inMIND®

axi-cel liso-cel epcoritamab mosunetuzumab odronextamab tafasitamab tazemetostat zanubrutinib
+ R? + len + |len + R? + R? + R/O
Y+ TAZ  +
LEL\I ) LEN
VS VS VS VS VS VS
Comparator:
R-chemo or R? R2
LEN
Primary Endpoint(s):
PFS PFS PFS PFS PFS PFS

Adapted from: 1. NCT05371093. 2. NCT06313996. 3. NCT05409066. 4. NCT04712097. 5. NCT06149286. 6. NCT04680052. 7. NCT04224493. 8. NCT0O5100862 =
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2. Ongoing Ph 3 Trial with BsAbs and Lena as Backbone
anti-CD20xCD3bsAbs |

EPCORE®

Celestimo? OLYMPIA-5°

Phase 3 Trials SIRE

epcoritamab + R? mosunetuzumab + len odronextamab + len

LEN LEN
V + g Y . G \ﬂé ,
VS VS VS

R2
LEN

Data from Phase 1-2

studies available? yes yes f1e
. Phase 2 EPCORE® 10
Trial NHL-2 Arm 29 Phase 1b CO41942 -
N 111 29
Falchi L, et al. Morschhauser, et al.
Most recent publication Abstract 342. Abstract 128. -

ASH Annual Meeting 2024.  ASH Annual Meeting 2021.

Bologna, NH DE LA GARE, 6 ottobre 2025




Un confronto sulla gestione delle malattie linfoproliferative al Sant’Orsola di Bologna

2L FL - Ph 2 EPCORE NHL2 arm 2: Epcoritamab + R?

Fixed Duration Regimen (2 Years)

Key inclusion criteria Concomitant2 gxded-duraltion egcozritamab 48 mg + R?
- R/R CD20* FL (28-day cycles up to 2 years)

— Stage II-IV @ e coritamab SC 48 « 108 pts (efficacy + safety)
O w coritam m . .
« >1 prior treatment, including an S peoTiama ?  Median pLOT: 1 (1-7)
anti-CD20 antibody 2 E Cohort AP Qw Q2w Q4w e POD24: 50%
qJ .
* Need f<1>r treatment per GELF B - Cohort B Qw Q4w * Primary refractory: 36%
criteria N = .
oo R Rituximab IV 375 mg/m? Qw Q4W * Double refractory: 36%
: - 4
- Measurable disease by CT i Lenalidomide PO 20 mg/d D1-21 of each cycle
or MRI
. Adequate organ function Primary endpoint: ORR per Lugano criteria®
| Key secondary endpoints: CR rate, DOR, DOCR, PFS, TTNT, OS, MRD analysis,? and
Median fup: 28.2 mo (2,4-39) safety and tolerability

NCT04663347. 2Patients received epcoritamab with 2 step-up doses (0.16 mg on C1D1 and 0.8 mg on C1D8) before the first full dose on C1D15, corticosteroid prophylaxis to mitigate CRS, and
protocol-mandated hospitalization for 24 h after the first full dose. °Cohorts A and B enrolled 27 and 84 patients, respectively. ‘Tumor response was evaluated by PET-CT (or separate PET and CT/MRI
when PET-CT was not available) obtained at 6, 12, 18, 24, 36, and 48 wk, and every 24 wk thereafter, until disease progression. IMRD was assessed in PBMCs using the clonoSEQ® assay (Adaptive
Biotechnologies) with a cutoff of 1076. 1. Brice P, et al. J Clin Oncol. 1997;15:1110-7.

Falchi L et al, Blood 2025

Bologna, NH DE LA GARE, 6 ottobre 2025
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2L FL - Ph 2 EPCORE NHL2 arm 2: Epcoritamab + R?

2
Out o Epcor + R Common TEAEsS, Epcor +R
utcomes, n (%) (N=108) All Grades | Gr 23 (N=108)
. a
ORR 96% Neutropenia 62% | 53%
b
CR 88% COVID-19 57% | 24%
5 & . 0 0
MRD-negativity, any time 88% CRS 52% | 2%
] o 0
Median Time to response, mo 1.4 Diarrhea 46% | 4%
- ISR” 44% | 0°
Median DoCR, mo NR % | 0%
Fatigue 39% | 3%
(C)  10- , Constipation 36% | 1%
< 1 76%
© _%'-E—‘_“n — : 76%
g 80- o LAY e .
7 60- ML“'—l__{ L
5} _ 168% '
"é‘ 404 —— Overall (N = 108); median PFS: NR (95% CI, 38.5 mo-NR) 559%
.g —i— POD24 (n = 54); median PFS: NR (95% CI, NR-NR) :
$ 204 —— Primary refractory (n = 39); median PFS: NR (95% Cl, 23.7 mo-NR) E
g’ 5 —i— Double refractory (n = 39); median PFS: 27.6 mo (95% ClI, 22.5-NR) E
- 0 3 6 9 1l2 1'5 1'8 2'1 2'4 2'7 3'0 3l3 3'6 3'9
Patients at risk Time (months)
Overall 108 99 92 87 81 81 79 76 59 56 16 8 0
POD24 54 48 45 42 40 40 40 38 29 27 10 74 2 0
Primary refractory 39 36 34 31 27 27 27 27 19 18 6 3 0 0
Double refractory 39 34 32 29 29 25 25 29 19 13 4 2 1 0

Falchi L et al, Blood 2025

Bologna, NH DE LA GARE, 6 ottobre 2025
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CELESTIMO (G0O42909): Study design

SRTRT Mosunetuzumab + lenalidomide
E“glblhty Arm A . Mosunetuzumab IV on C1 [D1 (1 mg), D8 (2 mg), D15

Age >18 years (30 mg)] g3w and C2-12 D1 (30 mg) g4w

Grade 1-3a CD20+ FL . Lenalidomide on C2-12 D1 (20 mg) g4w
— o) -
ECOG PS 0-2 Randomised 1° endpoint

>1 prior systemic anti- P

lymphoma therapy W : :
Target enrolment Rituximab + lenalidomide

(Randomised cohort): . Rituximab IV on C1 D1/D8/D15/22 and C3, 5, 7, 11 D1
400 Arm B (375 mg/m?) g4w

Lenalidomide on C2-12 D1 (20 mg) g4w Efficacy follow-up: 5 years
Stratification factors
Arm C

from time of randomisation
POD 24 status

Prior lines of therapy
(1vs =2)
Refractoriness to anti-
CD20 therapy

PFS (IRC-assessed) in ITT

Mosunetuzumab + lenalidomide
(US extension cohort, n=54 pts)

Secondary and other endpointsT
PFS (INV-assessed) in ITT, CR rate (by PET-CT), ORR, OS, DOR, DOCR, time to deterioration in physical functioning

and fatigue by EORTC QLQCS30, safety, PK, immunogenicity, biomarker -
https://clinicaltrials.gov/study/NCT04712097

Nastoupil L, et al. EHA 2022; Poster presentation (#P1125);

IRC, Independent Review Committee

Bologna, NH DE LA GARE, 6 ottobre 2025



https://clinicaltrials.gov/study/NCT05207670
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C041942: Mosunetuzumab (IV) + Len in 2L+ FL

Open-label, multicenter, Phase |b study of mosunetuzumab + lenalidomide in patients with R/R FL

CD20+ FL Grade 1-3a Mosunetuzumab Primary:
Intravenous administration for 12 cycles (C1: Q3W; C2-12: Q4W) DLTs
_R/R to =1 prior chemo- Lenalidomide AE rate
immunotherapy regimen Oral administration for 11 cycles (C2-12)
including an a CD20 Secondary:
antibody; prior lenalidomide CR rate
allowed ORR
DOR
ECOG PS 0-2 DOCR

21-day cycle  28-day cycle  28-day cycle 28-day cycle

*One patient from dose escalation, all other patients from dose expansion.

C1 step-up dosing for CRS mitigation
No mandatory hospitalization

2L, second line; AE, adverse event; CRS, cytokine release syndrome; Q3W, once every 3 weeks; Q4W, once every 4 weeks .

Bologna, NH DE LA GARE, 6 ottobre 2025

Morschhauser F, et al. ASH 2021; Oral presentation (abstract #129);
Bishton M, et al. ASH 2022; Poster presentation (abstract #1544).
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C041942: Mosunetuzumab (IV) + Len in 2L+ FL

Baseline Characteristics

* Median duration of follow-up: 5.4 months (range: 3-12) }

Best response

Age in years, median (range) 59 (30-79) Best by PET-CT | 1 patient
estresponse 3 In all patents
Male 13 (44.8%) P y P
Ann Arbor stage at study ent
? yeny ORR: 89.7%
- 2 (6.8%) 100
=V 27 (93.1%)
FLIPI risk factors at study entry 80 24.1%
0-1 7 (24.1%) (3
2 8 (27.6%) < 60
3-5 14 (48.3%) = IPMR
)
Number of prior lines of therapy, median (range) 1(1-6) '}'3 40 #CMR
1 prior line 16 (55.2%) C.
22 prior lines 13 (44.8%) 20
Refractory to any prior aCD20 therapy 9 (31.0%) 0
Refractory to any prior aCD20 therapy AND an 7 (24.1%) All patients
alkylating agent (double refractory) ‘
POD24 3 (10.3%) N=29

Best response by PET-CT in patient subgroups

Patients (%)

N e O o
o o o o

ORR: 100%

33,1%

POD24

N=3

ORR: 88.9% ORR: 85.7%
33,3%
42,9%
oPMR
#CMR
42,9%
Anti-CD20 Double
refractory refractory
N=9 N=7

* Median time to first / best response: 2.5 mo (range: 1.4-5.3) / 2.5 mo (range: 1.4-10.7)

Morschhauser F. British Society of Hematology BSH meeting, 2022

Bologna, NH DE LA GARE, 6 ottobre 2025
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Change in tumour SPD and duration of response

Median duration of follow-up: 5.2 months (range: 1-10); most patients (92.5%) had 3—9 months of follow-up at CCOD

100 -

50 -

NC NC NC NC NC

-100

Data cut-off date: September 13, 2021.

Best change (%) from baseline in tumor SPD
-
I
I
I
I
l
I

D|

Best response (PET/CT) N ~

VR —— = CMR

MR ——

EMR I ® NMR

iVID I:l_ ~ . ® PMD
I ~ ~ Still on treatment
= - + Completed treatment
_~_~ » In post-treatment follow-up
L]

lz.l

N 0
I 1

oo I
l

*In all patients with >1 diagnostic CT scan at response assessment (N=26).
CCQOD, clinical cut-off date; NC, no change; NMR, no metabolic response; PMD, progressive metabolic disease;

SPD, sum of product diameters.

Bologna, NH DE LA GARE, 6 ottobre 2025

i TTT T [ [ B I | I
[
0

25 patients (86.2%) with ongoing
response

All patients who achieved CMR still in
CMR

2 patients with deepening responses
(PMR / NMR to CMR)

6 9

Time from first treatment (months)

Morschhauser F, et al. ASH 2021; Oral presentation (abstract #129).




CRS (any grade), n (%)* 8 (27.6)
Grade 1 7 (24.1)
Grade 2 1(3.4)7
Grade >3 0

Serious AE of CRS (any Grade), n (%) 4 (13.8)%

Median time to first CRS onset, days 1 (1-28)

(range)

Median CRS duration, days (range) 3 (2-5)

Corticosteroids for CRS management, n 0

(%)

Tocilizumab for CRS management, n (%) 0

CRS leading to mosunetuzumab

. . . 0
discontinuation, n (%)

CRS resolved, n (%) 8 (100)

Un confronto sulla gestione delle malattie linfoproliferative al Sant’Orsola di Bologna

CRS was low grade and predominantly confined to C

100 CRS by Cycle and Grade

Grade 1
» Grade 2
80
= 60
£ c1
L2 40 r ,
©
Q. N=6
20 e
N=2 N=2
0 5 N=0 2 2 N=0
C1D1- C1D8- C1D15- C2 C3+
D7 D14 D21
N 29 29 29 29 29
Mdose 1mg 2mg 30mg 30mg 30mg

Morschhauser F, et al. ASH 2021; Oral presentation (abstract #129).

Bologna, NH DE LA GARE, 6 ottobre 2025
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ICANS™* and serious infections were uncommon

Amnesia (3.4%; Grade 17).
Ongoing

ICAIC;IrSa,denéA) 1 (8'4) No aphasia, seizures,
encephalopathy or cerebral
edema

. . . Grade 3 pneumonia and Grade

Serious AE of infection,*n (%) 2 (6.9) 3 urinaryl?ract nfection in 1

Grade 3 2 (6.9)

patient each. All resolved

Any neutropenia (all Grades), n (%) 7 (24.1)

Febrile neutropenia (Grade 3)
in 1 patient (duration: 5 days)

crade 3 4(13.8) was considered treatment
Grade 4 3(10.3)
related
Median time to neutropenia onset, 86 (41— 3
days (range) 189)

Median duration of neutropenia,

days (range) 9 (4-29)

All neutropenia/febrile
neutropenia resolved

Data cut-off daterSeptember 13,2021

100
80
= 60

v

| -

QL
E‘E 40
20
0
N
G-CSF, N§

*Mosunetuzumab-related neurological AEs potentially consistent with ICANS. TGraded per CTCAE;#*System Organ Class ‘infections

and infestations’. SOne patient received G-CSF prophylaxis.

CTCAE, Common Terminology Criteria for Adverse Events; G-CSF, granulocyte-colony stimulating factor;

Bologna, NH DE LA GARE, 6 ottobre 2025

Neutropenia by Cycle and Grade

m Grade 3
m Grade 4

N=3
_ N=1
_~» N=4 N=4 N=2 N=2

N=3 N=1
N=0 I . B g -0 I N=0 N=0

C1 C2 C3 C4 C5 C6 C7 C8 C9 C10C11 C12
29 29 29 27 25 22 14 11 7 [ 3 2
co o 3 3 1 1 1 2 0 0 0 O

Morschhauser F, et al. ASH 2021; Oral presentation (abstract #129).
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GOLCADOMIDE

Ikaros/ Proteasome

Ikaros/
Aiolos

Aiolos

Golcadomide

Degradation of
Ikaros and

vy 4
® @

» Tumor Cell Intrinsic
O

17
@ ® Apoptosis
Immune stimulation

i ¥ Proliferation
# Cytokine production

4 Immune cell activation

ROC1

Allosteric regulation of cereblon

Inactive/Open cereblon
No lkaros/Aiolos bound

75%

50%

0%

Active/Closed cereblon
Ikaros/Aiolos bound

LEN 25%

IBER 50%

Golcadomide 100%

Bologna, NH DE LA GARE, 6 ottobre 2025

Watson ER. Science, 2022; 378: 549-553
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Golcadomide (GOLCA) = Rituximab (RTX) Demonstrates
Durable Efficacy and |Is Well Tolerated in Patients (pts) with
Relapsed/Refractory Follicular Lymphoma (R/R FL): Updated
Results from the Phase 1/2 CC-99282-NHL-001 Study

Part A: dose escalation CC-99282 monotherapy Part B: dose expansion
[
0.8 me : Monotherapy
r-' n=>5 [ Cohort A: R/R DLBCL Cohort B: R/R FL
EyE— I CC-99282 CC-99282
0.6 mg B | |0-2mg 14/28, 0.4 mg 7/14, and| | 0.2 mg 14/28, 0.4 mg 7/14,
n=6 n= 0.4 mg 14/28 and 0.4 mg 14/28

0.4 mg 0.4 mg I 0.4 mg . .
n=5 j =t n=11 , Combination
0.2 m [ Cohort C: R/R DLBCL Cohort D: R/R FL
r.|= 5g I CC-99282 0.2 mg 14/28 and CC-99282 0.2 mg 14/28 and
I 0.4 mg 14/28 0.4 mg 14/28
5/7-day schedule 7/14-day schedule 14/28-day schedule | + rituximab? + rituximab?
5 days on/2 days off 7 days on/7 days off 14 days on/14 days off '

Duration of treatment is up to 2 years

aRituximab dosing was 375 mg/m? on Days 1, 8, 15, and 22 of Cycle 1, and Day 1 of Cycles 2-5.

Chavez JC. Blood (ASH annual meeting abstracts), 2024; 144 (S1): 3018a

Bologna, NH DE LA GARE, 6 ottobre 2025
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Golcadomide (GOLCA) = Rituximab (RTX) Demonstrates
Durable Efficacy and |Is Well Tolerated in Patients (pts) with
Relapsed/Refractory Follicular Lymphoma (R/R FL): Updated
Results from the Phase 1/2 CC-99282-NHL-001 Study

ORR: 100%

s ORR: 92% . o
90 - ORR: 83% '
*® 80 ORR: 72%
o ORR: 67%
2 70
a 60
o
5 50 - ECR
§ 40 M PR
S 30-
8  20-
S50/ 30%

0
GOLCA mono | GOLCA + RTX GOLCA 0.2 mg |GOLCA 0.4 mg] GOLCA 0.4mg GOLCAO0.4 mg
(n=12) (n =47) + RTX + RTX (prior + RTX (prior CART

(n = 22) LEN-exposed) cell therapy)
(n=8) (n=8)

Chavez JC. Blood (ASH annual meeting abstracts), 2024; 144 (S1): 3018a
Bologna, NH DE LA GARE, 6 ottobre 2025
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Phase 2 study in 2L FL — Loncastuximab + Rituximab

Induction Maintenance | Maintenance Il
12 weeks 9 weeks 18 weeks

4 N

CR
Continue only
rituximab 375mg/m?
Cycle 1 Cycle 2 Cycle 3-4 K \ q 8 weeks
(21 days) (21 d&YS) (21 days) CRorPR Loncastuximab
« FLgri1-3A 75 ug/Ke \_ ) P,
 RRto atleast 1 : : ] Rituximab 375mg/m? - \ 2
. _ o0 Loncastuximab Loncastuximab _— 2 g o _ 3
Orevious Syste MmIC £ 150 pg/Kg 150 pg/Kg Lon;:stu;(ll(ma E q 8 weeks = Loncastuximab &8l ©
tx g (Day 1) (Day 1) e/ke ~ \_ = 75 ug/Kg o (S
S Rituximab 375mg/m? Rituximab 375mg/m? (Day 1) x : q 21 days = S
(Days 1, 8, 15) (Day 1) < 4 @ Rituximab 375mg/m2 (G| &
L
Off Treatment \ j
Dexamethasone 4 mg twice daily for 72hs SDorPD 3 4 )
No prophylaxis with antibiotics or G-CSF was required per the study protocol
Off Treatment
/ Study endpoints \ / Key inclusion criteria \
. Primary endpoint: * R/RFLgrade 1, 2 or 3A SD or PD
Data.CUtOft September 13, 2024 « CRatweek 12 by Lugano * Previously treated with >1 line of - /
Median follow-up: 18 (95% Cl 12-19.3) months response criteria systemic therapy
Secondary endpoints: * Need for treatment based on GELF
* Overall response rate criteria, POD24, or second relapse
» Safety and tolerability * ECOGPS0Oto2
* 2-year progression-free survival * Measurable disease by Lugano
and overall survival classification
* Adequate organ function

\ J \ / Alderuccio JP, et al. ASH 2024

Bologna, NH DE LA GARE, 6 ottobre 2025




Un confronto sulla gestione delle malattie linfoproliferative al Sant’Orsola di Bologna

2L — Loncastuximab + Rituximab

97.4% 12 2
100% - B CR (n=26) weeks weeks
H PR (n=12) 5 —
Q 80% — 3 - — Refractory to last therapy 20 51
2 . PD (n=1) _ Re|apsed FL 19 49
8 S : Median no, of prior lines, n (range) 1(1-6)
v 600/0 anl 7 — _ >3 lines of therapy 11 28
&’ 0 - —E————————— Prior frontline regimens
™~ ..— e R-CHOP 22 56
; 40% - L2 iy —————————————————————— * Bendamustine with rituximab 10 26
8 13— ﬁ e Rituximab 6 15
g QE) 15 - : » B * Fludarabine, mitoxantrone, dexamethasone 1 3
20% — o _.}_!—. ¢ PR with rituximab
B . ea
i S, e e e S M Week-12 CR, Alive (26)
0% - ﬁ i S —: — @ Week-21 CR (n=3 Alive, 1 PD)
P ———— M PR, Alive (7)
CR +PR PD E, 23 | e——— M PR, PD, Dead (1)
100% - 974% R o | mm [ PD,Dead ()
B CR (n=30) = —
B PR (n=8) 27 | e —————————————————————————— Best ORR Best CR rate
= B
80% — _ 29 —tb———
0 SERD B s e e e POD24 20 100% 85%
'Z_ - -
§ 60% 33 | ———— High risk FLIPI score 24 96% 67%
.| #
4] 35 | e—— Prior transformed FL 11 100% 73%
g 30 —| m—yiie Rituximab with an 32 100% 75%
I":I':'l T Pl E E A Y ek E o R YT ks A aIkyIatingagent
20% — o 3 6 9 12 15 18 21 24 27 30
2 6% Months from C1D1
.0%
00/0 il . . .
CR +PR el The null hypothesis was rejected (one-sided p<0.0001)

Alderuccio JP, et al. ASH 2024

Bologna, NH DE LA GARE, 6 ottobre 2025




Events/N Month PFS (95% CI)
3/39 6 94 .6 (79.9-98.6%)
12 946 (79.9-98.6%)

No. at nsk

39

| I I I
6 12 18 24

Months from start treatment

33 24 18 7

30

Events/IN Month 0OS (95% Cl)

2/39 6 97.1(81.4-996%)
12 941 (78.4-98.5%)

No. at rnisk
39

l | I I
6 12 18 24

Months from start treatment

34 24 19 7

Alderuccio JP, et al. ASH 2024

Bologna, NH DE LA GARE, 6 ottobre 2025
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Phase 2 study in 2L FL - MOZART Study by FIL

< SD or unacceptable
Toxicity™

‘ONDAZIONE
TALIANA
INFOMI

= Diagnosisof R/R FL
" Fromonetoa

maximum of three R
previous systemic MAINTENANCE
therapeuticlines PREPHASE INDUCTION PHASE E PHASE
l From D-15to D-1 g21 days 028 days S 28 days
Zanubrutinib Zanubrutinib Zanubrutinib T Zanubrutinib
Screening phase 320 mg daily by 320 mg daily by mouth 320 mg daily by mouth 320 mg daily by
(60 days) — mouth - + + _— A mouth
A Mosunetuzumab Mosunetuzumab G
5mg, SCondayl 45 mg, SCon day 1 l
45 mg, SC on day 8,15
N
T C1 C2 |C3 |C4 |C5 |[C6 |C7 |C8 |C9 [C10|C11|C12 G C13-C18 |C19-C24
A A A

A VRD

Contrast enhanced CT scan T T
T PET scan

Bologna, NH DE LA GARE, 6 ottobre 2025
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Phase 1B study in 2L FL — Symphony-1 (Tazemetostat+R?)

Dose-escalating 3+3 design

* Primary endpoints: Safety and tolerability,
RP3D of TAZ in combination with R?

TAZ (12 cycles): » Secondary endpoints: PK parameters

Patients 400/600/800 mg PO BID* RP3D:

with * Rituximab (5 cycles): * 800 mg BID » Efficacy analysis (ITT): Best overall response,
R/R FL 375 mg/m? V1 TAZ (24 PFS and DOR (investigator assessment,
(N=44) Lenalidomide (12 cycles): cycles)s according to Lugano 2014 response criteria)’

20/10 mg PO QD#

« EZH2 is an important regulator of B cell
development; gain of function mutations (MT » TAZ is FDA-approved® for treatment of adult
EZH2) or uncontrolled upregulation of wild type patients with:
(WT) EZHZ may lead to the development of FL, — R/R FL with MT EZH2 and =2 prior therapies

- - i B 24
making EZHZ2 a therapeutic target in FL — R/R FL with no satisfactory alternative treatment

TAZ is a small molecule inhibitor of the epigenetic options
enzyme EZH2%4

Bologna, NH DE LA GARE, 6 ottobre 2025
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HTB FL New Era: Shifting from ICT to Novel Biological Tx

First line Second line Third line +
Toda ~
FL stage lll-IV, HTB - R2 . CAR-

« Zanu-obinut.

 Rituximab ) .
INon POD24 R2 . Tazemetostat*

(full chemo-free program)

Tomorrow BsAb
Already ant;zliate: Ph3 r«lelslul:s;/ - e ICT POD24 and e Len*R + . C:R-$
stage llI-1V, e Rituxi 5 .
g Rituximab non-POD24 | Tafa/BsAbs . Zanu-obinut.
 Tazemetostat*
Funview I | - Beabs
Pending results of Ph3 ongoing trials B zcs)c:lsa ents
FL stage Ill-IV, HTB GsAbs x )D * CAR-T (POD24) - CAR-T °
* Len =R +Tafa/BsAbs « Zanu-obinut.
 Zanu-obinut « Len %R +Tafa/BsAbs
 Tazemetostat

Luminari S et al, BJd Haem 2025

Bologna, NH DE LA GARE, 6 ottobre 2025




anti-CD20xCD3 bsAbs anti-CD19xCD3 bsAb

EPCORE FL-21 OLYMPIA-17 OLYMPIA-2% MorningLyte* SOUNDTRACK-F15
Induction:
tﬁg tﬁ'é + CEh‘z,:m &ﬂé + (LN Y + V

Epcor + R?2 Odron monotherapy Odron + CHOP/CVP Mosun + Len AZD0486 + R
Maintenance:

S y Y’ Y \

+ epcor maintenance + odron maintenance + odron maintenance + mosun maintenance + R maintenance
VS VS VS VS VS
Induction:
: Ejg:g:r%: « R-CHOP/CVP . R.CHOP + R/G-CHOP « R-CHOP/CVP
. R2 * R-Benda - R/G-Benda - R/Benda

Maintenance:

V Y Y Y + R mair?{‘:nance

+ R maintenance + R maintenance + R maintenance + R maintenance (with R-CHOP/CVP only)

Primary Endpoint(s):
CR30, PFS CR30 CR30 PFS PFS

Adapted from: 1. NCT06191744. 2. NCT06091254. 3. NCT06097364. 4. NCT06284122. 5. NCT06549595

Bologna, NH DE LA GARE, 6 ottobre 2025
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Epcoritamab with rituximab + lenalidomide (R2) in
previously untreated (1L) follicular lymphoma (FL) and
epcoritamab maintenance therapy in FL: novel results

from EPCORE NHL-2 arms 6 and 7

S EEIE G - Ame(LFjesansionN-st  Medianfollow-up:22.8 mo

« 1L CD20* FL, G1-3a ; Primary objective: Antitumor
- ECOG PS 0-2 EPCOT:"":;" (SO) Rituximab (V) Lenalidomide (oral) activity (ORR)
» Measurable disease QW C1-2, Q4W C3+ (28 d/C) 375 mg/m2 20 mg Key secondary endpoints:

» Adequate organ function Treatment up 102 y Qw C1, Q4W C2-6 QD for 21 d in C1-12 Safety, DOR, DOCR, PFS, OS

100- e O
g) H
Overall response, n (%) = 80 - 1 88%
S :
0, ~ '
Complete response, n (%) g g 60 - Medians not reached E
Partial response, n (%) 4 (10) 2 s 40 E
= 7
. 5 2 :
'
Progressive disease, n 0 % £ 5. DOCR (n=35) :
Median time to response, mo (range) 2.7 (1.2-5.5) a === DOR (n=39) :
0 L) ) L) 1 L : L L}
Median time to CR, mo (range) 2.8 (1.4-11.4) 0 3 6 9 12 15 18 21 24
Time (months)
1L, previously untreated; DOCR, duration of complete response; DOR, Number at risk
duration of response; FL, follicular lymphoma; mo, month(s); R?, rituximab + 35 34 32 32 30 28 13 4 0
lenalidomide. Kaplan—Meier estimates of DOR and DOCR assessed by 39 37 36 35 33 31 19 4 0

investigator. 2A total of 2 patients were not evaluable.
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Epcoritamab with rituximab + lenalidomide (R2) in
previously untreated (1L) follicular lymphoma (FL) and
epcoritamab maintenance therapy in FL: novel results

from EPCORE NHL-2 arms 6 and 7

90%

90%

100 71y :

<3\:?/100‘_‘-l_‘_‘_'_"|---:--.|___________
[= : S
£ 80- : & 80-
2 = S
o 60 - E = 60 -
2 : >
c 40- ; — 40+
2 : S
é 20- g 20-
o '
e 0 T T T T T : T T 1 0 T T
Q. 0O 3 6 9 12 15 18 21 24 27 0 3 6
Time (months)
Number at risk Number at risk
41 38 37 36 36 33 30 14 4 0 41 38 38

Bologna, NH DE LA GARE, 6 ottobre 2025

I I 1 1

9 12 15 18 2 24 27
Time (months)
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Preliminary Findings of a Phase |b/ll Trial Indicate
Manageable Safety and Promising Efficacy for
Mosunetuzumab in Combination with Lenalidomide
(M+Len) in Previously Untreated (1L) Follicular

21-day cycle 28-day cycle 28-day cycle 28-day cycle
Most common AEs (220% incidence)
Injection-site reaction” 1
Rasht [ ]
CRS I
Neutropenia s 1 [
Dry skin 1]
Headache Grade 1
Constipation [ ] B Grade 2
Diarrhea - . Grade 3
Asthenia [
Fati
aHgue I 1 ! I T T |

O 10 20 30 40 50 60 70
Patients (%)

D1

Morschhauser F. Blood (ASH annual meeting abstracts), 2023; 142 (S1): 605a

Lymphoma (FL)

* Median duration of follow-up: 5.2 months (range: 1-10)
* Best ORR 92%; best CR 89%

® CR
(O Mosun discontinuation
¢ PR

= o7
:; :

© Still on treatment
Treatment duration
5 &
x * K
X
I | I I I
3 6 9 12 15

Time from first treatment (months)
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NCT04663347

NCT06284122

NCT06091254

NCTO06097364

NCT06549595

NCT06425302

EPCORE FL-2

MorningLyte

OLYMPIA-1

OLYMPIA-2

SOUNDTRACK-F1

Golseek 2

First Line- Ongoing trial

Phase Experimental arm Control arm Duration of |Primary
therapy endpoint

1095 Epcoritamab R?2

3 790 Mosunetuzumab-
Lenalidomide

3 478 Odronextamab

3 733  Odronextamab-CHOP/ CVP
+/- O-maintenance

3 1015 AZDO0486-rituximab +/-
AZD0486 maintenance

2 90 Rituximab-golcadomide (0.2

mg or 0.4 mq)

G/R-CHOP
G/R-benda
RZ

G/R-CHOP
G/R-benda

R-CHOP
R-CVP
R-benda

R-CHOP/CVP + R-
maintenance

R-CHOP/CVP + R-
maintenance
R-benda

R-CHOP
R-benda

Bologna, NH DE LA GARE, 6 ottobre 2025
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