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Construct

Source

Viral
Vector

AIFA
approval
status

Introduction: Second Generation anti CD19 CAR T-cell Therapy

- Axicabtagene Ciloleucel Tisagenlecleucel Lisocabtagene Maraleucel

CD19 scFV-CD28-CD3z

Fresh unsorted PBMCs

Gamma retrovirus

Adult patients with LBCL (DLBCL NOS, HGBCL)
refractory to or relapsed within 12 months of
first-line chemoimmunotherapy (2 Line)

Adult patients with r/r LBCL (DLBCL NOS,
HGBCL, tFL/tMZL or PMBCL) after 2 2 lines of
systemic therapy

Adult patients with r/r FL after 2 3 lines of
systemic therapy

CD19scFV-41BB-CD3z

Cryopreserved unsorted PBMCs

Lentivurs

Adult patients with r/r LBLC (DLBCL NOS,
HGBCL or tFL/tMZL) after 22 lines of systemic
therapy

Adult patients with r/r FL after 2 2 lines of
systemic therapy

Paediatric and young patients <25 years of
age with B-cell ALL that is refractory, relapsed
post-transplant or in second or later relapse

CD19 scFV-41BB-CD3z

Fresh sorted PBMCs

Lentivirus

Adult patients with LBCL (DLBCL NOS, HGBCL,
FL gr3B and PMBCL) refractory to or relapsed
within 12 months of first-line
chemoimmunotherapy (2 Line)

Adult patients with r/r LBCL ( DLBCL NOS,
HGBCL, FL grade 3B, tFL/tMZL or
PMBCL) after 22 lines of systemic therapy
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Median
1.0 4 Events/N (Months)
0.9 1 —— Primary refractory 143/179 7.1
0.8 - = Refractory to second-line or later-line  261/306 6.1
0.7 Relapsed <12 mo post-ASCT 101/118 6.2

Event-free probability

80 100 120 140 160 180

Months from commencement of salvage therapy

Refractory: progressive disease or stable disease as best response at any point during chemotherapy (>4 cycles of first-line or 2 cycles of later-line therapy)

or relapsed at < 12 months from autologous stem cell transplantation.

Crump M et al, Blood 2017



ZUMA-7

R/R LBCL
N=359
77 sites
Key Eligibility:
- Aged 218y
- LBCL
« R/R <12 mo of 1L therapy*
= Intended to proceed to
HDT-ASCT

Stratification:

* Response to 1L therapy

= Second-line age-adjusted IP|
(sAAIPI)

Optional Steroid-Only Bridgin
(No CHT)

TRANSFORM

Key eligibility
* Age 18-75 years
« Aggressive NHL
— DLBCL NOS (de novo or

1:1 Randomization

transformed from indolent NHL),

HGBCL (double/triple hit/NOS)

— FL3B, PMBCL, THRBCL
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ZUMA-7 and Transform: Ph 3 clinical trial of CAR-T vs SoC

Axi-Cel (n=180)
Conditioning
Chemotherapy +
Axi-cel

$OC (n=179)
Cycle3
o o

Investigator-Selected

Platinum-Based
Chemoimmunotherapy®

PET®

LbC"
Bridging
therapy
aliowed=

Stratification

Initial Disease Assessment (Day 50)

« Refractory or relapsed < 12 months
after 1L treatment containing an
anthracycline and a CD20-targeted
agent

* ECOGPss<1

* Eligible for HSCT

* Secondary CNS lymphoma allowed

= LVEF > 40% for inclusion

« No minimum absolute lymphocyte
count

Screening + leukapheresis

1:1 Randomization

* Refractory vs
relapsed
= SAAIPI: 0/1vs 2/3

Responders
(CR or PR)
Proceed to
HDT-ASCT

Day 100 Assessment
Day 150 Assessment

Nonresponders
Additional
Treatment Off

Protocol® I —

Liso-cel arm
(100 x 10° CAR"* T cells)

Response assessments
¢ Weeks9and 18

* Months 6, 9,12, 18,
24, and 36

Crossover to liso-cel allowed
= Failure to respond by 9 weeks

post-randomization
+ PDat any time

= Start of new antineoplastic therapy after ASCT

LTFU Assessment

Primary Endpoint

* Event-free survival®
(EFS) by blinded central
review

Key Secondary
Endpoints

* ORR

- 0S

Secondary Endpaoints
* PF§

+ Safety

* PROs

No Protocol-Specified
Crossover

359 pts enrolled

74% primary refractory

median age 59 (21-81)

DLBCL NOS 69% (GCB 58%)

HGBCL (including rearrang of MYC + BCL2 or
BCL6 or both): 17%

tFL 13%

CD19+ status on IHC: 77%

Primary endpoint

+ EFS (per IRC)

Key secondary endpoints

= CRrate, PFS, 0S

Other secondary endpoints

= Duration of response, ORR,
PFS on next line of
treatment

+ Safety, PROs

Exploratory endpoints

+ Cellular kinetics

+ B-cell aplasia

184 pts

73% primary refractory

median age 60 (20-74)

DLBCL NOS 56%

HGBCL (including rearrang of MYC + BCL2 or
BCL6 or both): 23%

Transformed from INHL 8%

PMBCL 10%

Westin JR et al, New Eng J Med 2023; Locke FL et al, New Engl J Med 2022
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CAR T-cell in 2L has Improved Outcomes over SOC in Refractory LBCL

OS-Axicel (median f-up 47.2 mo)

100 HR 0.726
27.4% Reduction in Risk of Death
. 804
=
g 60 4-Year 54.6%
H
@ i
‘=‘! 40+
g : 46.0%
o 204 [P e e s 1
1579% Received 3L+ Cellular Inmunotherapy !
! off Protocol) 1
o Median Follow-up: 47.2 months :.( 1
T T T T T T T e = ———="""
0 6 12 18 24 30 36 42 48 54 60
Months
monmns
No. at Risk
Axi-cel 180 165 111 98 97 92 89 87 81 79 77 75 75 71 71 69 66 65 62 53 Sl 44 31 28 21 7 7 3 0O

Standard care 179 92 61 47 43 35 33 32 31 31 31 31 31 30 30 30 30 29 29 25 23 13 10 10 8 4 4 0

Response n (%) Axicel (n=180) SoC (n=179) p
ORR 150 (83) 90 (50) <0.0001
CR 117 (65) 58(32)
Survival, mo HR
Median PFS 14.7 3.7 0.49
Median OS NR 31.1 0.73

Westin JR et al, New Eng J Med 2023; Locke FL et al, New Engl ) Med 2022; Abramson JS et al, Blood 2023; Kamdér M et al, JCO 2025

OS-Lisocel (median f-up 33.9 mo)

+ Censored
100 Stratified HR = 0.757
90 (95% Cl, 0.481—1.191)
80 | Liso-cel: median (95% Cl), NR (42.8—NR)
70
~ 60 -
o 50 SOC: median (95% Cl), NR (18.2—NR)
o
40
30 H
20
10
0 - T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 1012 1416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
No. at risk: Time from randomization (months)
Liso-cel 92 92 88 85 82 78 74 69 65 65 63 62 58 58 58 56 56 50 38 29 24 24 17 16 12 6 1
soc 92 88 81 79 74 66 63 61 60 53 51 50 50 50 49 48 47 40 32 221816 1312 4 2 0
Response n (%) Lisocel (n=92) SoC (n=92) p
ORR 80 (87) 45 (49) <0.0001
CR 68 (74) 40 (43)
Survival, mo HR
Median PFS NR 6.2 mo 0.4
Median OS NR 29.9 mo 0.72
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CAR T-cell In 3° or Later Line of LBCL: Different Products for Different Trials

ZUMA-1 (n=101) JULIET (n=115) TRANSCEND NHL 001 (n=270)

DD

m DLBCL = HGBCL = PMBCL = tFL m DIBCL = HGBCL =tFL = DLBCL = HGBCL = PMBCL = tFL = tiNHL = FL3B

Bologna, Aula Prodi | 11-12 maggio 2026
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CAR T-Cell In 3° or Later Line: almost 40% of LBCLs are Potentially Cured

100 4
Axicel

80 4
60 NR (15.4-NE)
40
20 4

Median DSS (95% Cl), months . 0,
o INR S e DSS at 5 years: 51%

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68

No.atrisk 101 93 74 61 54 53
(censored) (© (3 © ® @ (9

100 4

80 A

60

40

Probability of DSS, %

20 4

51
9

50
®)

Months
50 47 47 46 44 42 41 41 14 1
G 00) (10 (10 (12 (13) (14 (14 @) (54)

Lisocel

67.8 mo (23.5—NR)

DSS at 5 years: 52%

[ I [
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time after liso-cel infusion, months

Total 257 190 146 132 111 83 77 76 70 65 51 35 23 8 6 0

Axi-cel Tisa-cel Liso-cel
Pivotal trial ZUMA-1 Juliet Transform
Hioet mauine 63.1 40.3 24
follow up (m)
Median duration 111 NE 231
of response (m)
ORR/CR (%) 83/58 52/39 73/53
Median PFS (m) 59 2.9 6.8
PFS, 24 m (%) 36 33* 40.6
Median OS (m) 25.8 111 273
0S, 24 m (%) 50.5 40* 50.5

et al. Blood 2023; Schuster SJ, et al. Lancet Oncol 2021; Abramson JS, et al. Blood 2024.

1U
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Introduction: BsAbs Products and Approvals

Construct CD20xCD3 CD20xCD3 CD20xCD3
CD20:CD3 ratio 2:1 1:1 1:1
Administration EV, 12 cycles (21 days) SC, until PD or severe toxicity (28days cycle) EV, 17 cycles (21 days)

1. Adult patients with DLBCL NOS after 2 1. Adult patients with DLBCL NOS after 2 2 lines 1. Adult patients with r/r FL after 2 2 lines of
2 lines of systemic therapy of systemic therapy systemic therapy
AIFA
approval 2. Plus Gemox in Adult patients with 2. Adult patients with r/r FL after 2 2 lines of
status DLBCL RR to a previous systemic systemic therapy

therapy and not elegible to ASCT
(COOMING SOON in 2L)
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Epcoritamab and Glofitamab: Ph 2 clinical trial of BsAbs in LBCL

Epcoritamab

Mo

SC epcoritamab RP2D 48 mg

regimen'~3; until unacceptable toxicity or PD

Patients with
R/R CD20+ mature
B-cell neoplasms!

+ > 18 years of age
= ECOG PS0-2
+ > 2 prior LOT® WkO Wki12 wk36

Glofitamab

Glofitamab IV administration

KEY
ENDPOINTS!

« ORRf
(primary
endpaint)

- DOR
- PFS
- 0S

EFFICACY

Key inclusion criteria

*  DLBCL NOS, HGBCL,

transformed FL or PMBGL Fixed-duration treatment
+  ECOG PS 0-1 *  Max. 12 cycles (8.3 months) o i
* 22 prior therapies, CRS mitigation: iz
including: -

Obinutuzumab pretreatment (1 x 1000mg)
C1 step-up dosing
Monitoring after first dose (2.5mg)

D1: Gpt
—  anti-CD20 antibody N +

— anthracycline .
21-day cycles

Primary: CR (best response) rate by IRC*
Key secondary: ORR rate,t DoR, DoCR,' PFS, and OS

Dickinson MJ, et al. New EnglJ Med 2022 ; Thieblemont C et al. Leukemia 2024

157 pts enrolled

Median age 64 (20-83)

DLBCL NOS 88%

tINHL 25.5%

HGBCL 5.7, DH/TH: 8.3%

PMBCL 2.5%; FL gr3B: 3.2%

61% Primary Refractory

Median n Lines: 3 (2-11)

Prior CART 38.9% (75% refractory to CART)

154 pts enrolled

Median age 66 (21-90)

DLBCL NOS 71%

tFL18%

High grade (including DHL) 7%

PMBCL 4%

58% Primary Refractory

Median n Lines: 3 (2-7)

Prior CART 33% (90% refractory to CART)
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BsAbs Modified Outcomes of Very High Risk Patients

OS with Epco for CR pts
100 : : 100
;‘\; 1 \
= 80 ; : 304
@
2 3
c B ,
3 % 1%, z
s ) 62%! o
;, 49 Median f-up: 31 mo ; 61%; ﬁ 40
% == LBCL complete responders (median NR) : ' 6.9 o
= 204 == DLBCL + HGBCL complete responders (median NR) ; ; % R Scocencemdbons
E =~ DLBCL complete responders (median NR) ] od Median f-up: 32.1 mo """ TlioceeHoseommecosany
DLBCL transformed from FL complete responders (median NR) (IJ é é é 1'2 1‘5 1|8 2'1 2‘4 2'7 3'0 3'3 3‘6 3‘9 4'2 4‘5 4|8
0 T T T T T T t T t T .
0 3 6 9 12 15 18 21 24 2T 30 33 36 39 42 Time (months)
Time (months CR(n=45) 45 43 43 40 40 39 36 33 28 26 23 19 13 5 2 1 NE
Mumberatrisk o s s s (r_,: 4) e a1 NR(n=57) 57 33 23 11 &8 8 8 6 6 5 3 1 1 1 NE NE NE
® W B ® oM st W e M M 4 B o7 B S
Response n (%) Epco (157) Response n (%) Glofit (155)
ORR 59% ORR 52%
CR 41% CR 40%
Median DoR 20.8 mo (13-32) Median DoR 18.4 mo (13.7-NR)
Median time to CR 2.6 mo (1.2-23-2) Median time to CR a1 days
Survival, mo Survival, mo
Median PFS 4.4 Median PFS 4.9
Median PFS in CR pts 37.3 Median PFS in CR pts NR
Median OS 18.5

Median OS 11.5

Dickinson M, et al. ASH 2024; oral presentation (abstract #865 ; Vose JM et al. ASH 2024; Dec 2024; P4480, San Diego, Virtual
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Does Prior CAR T-Cell Treatment Have an Impact on BsAb Efficacy?

1004 P= 002 100 4 P= 0002
80 | 80 | ) ) !.ale CAR-‘T failure |
F 501 Late CART failure = 591
i 1 - * ' ' @ Intermediate CAR-T failure
= 404 S 404
Ir!tlermledlaltll. CAR-T failure )
20 4 20
Early CART failure 4 Early GART failure
o] —r—r—r—r—T— 7T 0 T T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Manths after BsAb initiation Months after BsAb initiation
Pts at risk Pts at risk
Early CAR-T failure 4B 5 V] o 0 0 0  Early CART failure 48 15 1 (1] (] 0 0
Intermediate CAR-T failure 24 7 5 2 1 1 0  Intermediate CAR-T failure 24 12 7 3 1 1 0
Late CAR-T failure 20 9 € 3 2 1 0 Late CAR-T failure 20 11 7 4 2 1 0
A B
100 100 4

80

80 4

= £ i
g 2 First salvage
2 40 404
= First salvage
Later salvage
20 4 20 4
Later salvage
[ v : - v T : 0 - : r v r T
o 8 12 18 24 30 38 0 L 12 18 24 30 38
Months after BsAb initiation Months after BsAb initiation
Pts at risk Pts at risk
First salvage 62 17 a 4 3 2 4} First salvage 62 26 8 4 3 2 [+]
Later salvage 30 a4 3 1 o 4] 0 Later salvage 30 12 7 3 0 o 0

: Aula Prodi S
e gna, | . [ lzmaggio EEE Shumilov E, et al. Blood Adv 2025; Brooks TR et al, Blood 2025.
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BsAbs in 2L: Glofit+Gemox (STARGLO ph 3 trial)

Glo 83)

Glofitamab plus gemcitabine and oxaliplatin*
Step-up dosing in Cycle 1,

Clule)q|

Patients R/R DLBCL (N=274) 30mg administered on Day 1 from Cycle 2 onwards
* R/R DLBCL NOS after 21 prior

systemic therapy _@ Cycles 1-8
+ Patients with one prior line must (21-day cycles)

be transplant ineligible
ECOG PS 0-2

R-GemOx (n=91)

Rituximabt plus gemcitabine and oxaliplatin
Administered on Day 1 of each cycle

Stratification factors
Relapsed vs refractory disease®
1 ws 22 prior lines of therapy

Response rates at the updated analysis

100 -
80
= ORR: 68.3%
3 e0- PR: 9.8%
o
8
5 ORR: 40.7%
o 40+
[}
e CR: 58.5%
20
CR: 25.3%

R-GemOx (n=91)

Glofit-GemOx (n=183)

Glofitamab
30mg administered on
Day 1 of each cycle

Cycles 9-12

Abramson J. et al, Lancet. 2024

Updated analysis

1004 —— Glofit-GemOx (n=183)
R-GemOx (n=81)

804 + Censored
= 60
<
o
O 404

204

Glofit-GemOx vs R-GemOx:
04 HR (95% CI): 0.62 (0.43-0.88)

0 3 6 9 12 15 18 21 24 27 30 33
Time (months)
104 8 71 51 40 26 11 3

40 29 23 14 10 8 3 2

No. of patients at risk
Glofit-GemOx 183 159 135 119
R-GemOx 91 68 55 46

36

NE
NE

08, median
(95% CI); months

R (95% Cl)

p-value®

Primary analysis (median follow-up: 11.3 months)

9(7.3-14.4) NE (13.8-NE)

0.59 (0.40-0.89)

0.011

08, median
(95% CI); months

R (95% CI)

p-value*

24-month 08 (95% CI)

Updated analysis (median follow-up: 20.7 months)

12.9 (7.9-18.5) 25.5 (18.3-NE)

0.62 (0.43-0.88)

0.008

33.5% (22.2-44.9) | 52.8% (44.8-60.7)

. Statistically significant and clinically meaningful OS benefit for Glofit-GemOx versus R-GemOx

Updated analysis

1004 —— Glofit-GemOx (n=183)
R-GemOx (n=91)
80 4 + Censored
= 604
£
2
o 404
20 4
Glofit-GemOx vs R-GemOx:
01 HR(95% CI): 0.40 (0.28-0.57)
0 3 6 9 12 15 18 21 24 27 30 33 36
No. of patients at risk Time (months)
Clofit-GemOx 183 130 107 89 66 54 37 26 14 10 2 1 0
R-GemOx 9 34 22 14 9 6 2 2 2 2 0 0 0

Primary analysis (median follow-up: 9.6 months)

PFS, median

(95% Cl), months 3.3 (2.5-5.6) 12.1 (6.8-18.3)
HR (95% Cl) 0.37 (0.25-0.55)
p-value™t <0.000001

Updated analysis (median follow-up: 16.1 months)

PFS, median . -

(95% Cly, months 36(25-7.1) 13.8 (8.7-20.5)
HR (95% Cl) 0.40 (0.26-0.57)
p-value*t <0.0001

12-month PFS, % (95% Cl) 25.2 (13.6-36.9) | 517 (44.0-59.4)

Statistically significant and clinically meaningful PFS benefit for Glofit-GemOx versus R-GemOx

, Aula Prodi | 11-12 maggio 2026
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DI EMATOPATOLOGIA

Conclusions and Next Steps of CART and BsAbs in LBCL

FRONT LINE >2 LINE

Tafa+Lena
CAR-T in very (FrontMind)
HR patients?? ;
Golca CPi:
(Golseek-1) Atezo
CHT: englumafusp
RCHOP Acala Gemox
. (ESCALADE) R-DHAP ADC:
Pola
Epco Lonca
ADC:
(EPCORE-DLBCL) Lonca
r Small Molec:
(0] r(? Golca
(Olympia 3) Small Molec
Golca
Lena Ch :
R-Pola-CHP Glofit Ibr+Len R-T(E.)nlg
+ (SKY-Glo) CART
Bicistrionic
R-Pola Glofit . ,,+
. (ph2) New” BsAbs

| Bologna, Aula Prodi | 11-12 maggio 2026
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LMONO non-NOVEL

-y  21MONG . . LHIOMO Pen- OV
I P I I 100
. £ 80
202 o ) =
— [— =
p—— Dw S5 60+
(%)
I [
N
s 4
I \ g’ 204
1LCO20 OV I“‘L:‘.m. I e-
I 2L.C020 SALVAGE/+ l s O T T T T 1
20C020 NOVIL 0 2 4 6 8 10
Lo Berowe .Mm..um I Number at risk
couso wconp (number censored)
= R e - Allpatients 441(0) 142(58)  74(82)  43(100) 25(114) 13(125)
U~ I -

High response rates (ORR: 70%, CR 47%) but of short duration
Inferior outcome in patients with high FLIPI, refractory to alkylator and POD24

Casulo C. et al ,Lancet Haematol 2022
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Agent and Ph Ptsn POD24 Prior tx BT V2Vvt, ORR/CRA Median PFS, oS, (an C/RSr >3) (ar':c}M\:‘s>3)
trial % median % days % f-up, mo % % ¥ ; 2 v lyg 2
Tisa-cel * 60mo: 60mo:
(ELARA)L23 Il 97 63 4 (2-13) 45 46 86 /68 66.8 46% (57) 74.1% 48/0 4/1
Axi-cel 60mo: 60mo:
(ZUMA-5)*5 Il 124 56 3 (2-4) 4 40 90/ 75 64.6 49.8 69% 97/8 56/15
Liso-cel®”
(TRANSCEND 1/ 201 (U 55 3(2-10) 38 49 97 /94 36 36mo: 36mo: 58/1 15/2
i 23 (2L) 68 86

*median time from enrollment to infusion. Aconsistent response rates were seen also in those patients with high-risk characteristics

1. Dreyling M. et al. Blood 2024. 2. Fowler N.H. et al, Nature Med 2022, 3. Schuster S. et al. ASH 2025; 4 Jacobson A.C. et al, Lancet Oncol 2022; 5 Neelapu S. et al. JCO 2025; 6.
Morschauser F et al. Nature 2024 . 7. Nastoupil L. et al. ASH 2024
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RR FL and Second Generation anti CD19 CAR T-cell Therapy

Infused set (N = 97)
ELARA (Tisacel) n ()
. Median age (range), years 57.0 (29-73)
creening, apheresis,

and cryopreservation Optional ECOG PS 21 prior to infusion 42 (43)
(N=122) = bridging chemotherapy> =4

First efficacy assessment

Month 3 (N=94) Median follow-up* from infusion to Stage at study entry IlI-IV 83 (86)

data cutoff: Bone marrow involvement 37 (38)
66.83 months (range: 60.2-75.7)

9 el 1
manufacturing Restaging,

Enroliment (N=98)

intusion® (N=97) Bulky disease?® 63 (65)
Long-lerm' slzii'ety and efficacy FLIPI high at study entry (23) 58 (60)
Sy Median no. of prior therapies (range) 4 (2-13)
- ‘ﬂ'b‘"‘Y Ti lech | o V inf Pri CRR by IRC POD24" SHE
L 2 ears of age isagenilecleucel dose range (single IV infusion) was -3 . .
FL qrace 1.2 l:,, 3A 0.6-6x10* CAR-positive viable T cols : et Y Refractory disease to last line of therapy 76 (78)
Relapsed/refractory disease Secondary: ORR, DOR, Refractory to 22 regimens 69 (71)
No evidence of histological transformation/FL38 PFS, OS, safety, cellular Double refractory: anti-CD20 mAb + alkylating agent 66 (68)
No prior anti-CD19 therapy or allogeneic HSCT kinetics Refractory to PI3K inhibitors 14 (14)
» Prior autologous HSCT 35 (36)
« Bridging therapy was allowed and was followed by disease re-evaluation before tisagenlecleucel infusion
« Cellular kinetics were determined by measurement of transgene levels by qPCR
Characteristics FL Pts, 124 (n)
H Median age, years (range 60 (53-67
ZUMA-5 (Axicel) ge, years (range) (G250
Enrolled/Leukapheresed Key Eligibility Criteria ECOG 1, % 37
T 3': TVI:[ZSI.S A *  R/RFL(Grades 1 - 3a) or MZL (nodal
Patients not treated (n = 7) { 4 ! ) or extranodal)? Ann Arbor stage IlI-1V, % 85
— DLBCL via pretreatment biopsy (n = 1) * 22 Prior lines of therapy—must have o
~ Ineligible (n =5) o included an anti-CD20 mAb combined FLIPI > 3, % 44
— Death(n=1) Conditioning Chemotherapy with an alkylating agentd
n=152 viating ag Median line of prior tx, n (range) 3(2-4)
Primary endpoint: (124 FL, 28 MZL) > 3 previuos lines of tx, % 63
*  ORR (Lugano 2014) 0 ¢ Refractory to last previous therapy, % 68
Key Exploratory Efficacy Endpoints Received Axi-Cel (2 x 10° CAR+ . Y p Py,
o 5 cells/kg ) « Efficacy analysis (n = 159)
*  Lymphoma Specific Survival n=152 + Safety analysis (n = 152) Positive CD19 status,% 90
° LSPFS (124 FL, 28 MZL)
Median f-up 64.6 mo POD24, % 55

scet Oncol 2022;5 Neelapu . et al, JCO:

Dreyling M. et al. Blood 2024. Fowler N.H. et al, Nature Med 2022; Jacobson A.C. et al, La 25
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. 1004 .
Tisacel - 1 Axicel
= I
8 10( ..‘ o g 80 I
: g
5 o 3 23 i
3 &% 607 | R
S 6 o @ I
2 . == - g"'.' |
E 40— Aisiocn (vo0) % e £5 407 I FL
E’ ) No relapse reported after 36 months E % Estimated LSPES | T=127)
2 -
° o o -
a mEL:Blin & 207 " edian, mo (95% i) NR(62.5-NE)
X S S S S S IR, o 60-mo rate, % (95% CI) 64.0.(54.4-72.1)
€ 12 2L - 2 e ot 40 14 o2 64 0 T T T T T T T T II I S B T A R S S S e R S S S e —]
Time (months) 0 3 6 9121518212427 30333639424548515457606366697275788184
Number of patients still at risk
s 4 Months
No. at risk
FL 127120111 98 96 87 84 78 75 65 63 62 59 55 53 53 52 36 34 32 29 7 6 6 6 0O
Agent and Ph Ptsn POD24 Prior tx BT V2Vt, ORR/CRMN Median PFS, oS, (an (;RSr >3) (anIC/I\I\l"S>3)
trial % median % days % f-up, mo % % v ; = v ; =
(] (]
Tisa-cel 60mo: 60mo:
1] 7 4(2-1 4 46* 4 4/1
(ELARA)Y23 e s 2L 2 g e S 46% (57) 74.1% i /
Axi-cel 60mo: 60mo:
1l 124 56 3(2-4 4 40 90/75 64.6 97/8 56/15
(ZUMA-5)*> (2-4) / 49.8 69% / /

Neelapu SS, ASH 2024 abs#864 Schuster S. et al, ASH 2025 abs#468; Thieblemont C et al. Blood. 2024; Jacobson CA, et al. Lancet Oncol. 2022
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Monotherapy CD20xCD3
Prior ORR Follow-u os CRS ICANS Infections
. o Pts POD24 tx v-up PFS median, :
Agent and trial Ph Administration . (CR), median, median, (any/ (any/gr>3), gr>3,
n % media mo
n % mo mo gr>3),% % %
Mosunetuzumab EV,
029781)12 1l fixed duration 90 52 3(2-4) 78 (60) 49.4 24 NR 44/2 5/0 16
Odronextamab EV, 3
(ELM-2)34 1 Until PD 128 48 (2-13) 82 (73) 22.4 20.7 NR 57/1 1/0 32
Epcoritamab® 1/l SC, 82
EPCORE-NHL | Until PD 214 42 3(2-4) (62.5) 36 15.4 NR 59/2 6/2 19
Glofitamab®’ | EV, 53 36 3 81(70) NA NA NA 67/5 NA NA
Fixed duration (1-12)

1. Budde L.E., et al. Lancet Oncol 2022. 2. Sehn LH et al, Blood 2025. 3 Kim T.M., et al. Blood 2022. 4 Kim TM. Annals Oncol. 2024; 5. Linton KM, et al Lancet Hematol 2024. 6. Morschhauser F. et al, Blood 2022. 8.Hutchings M. et al, J Clin Oncol
2021*
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BsAbs CD20xCD23 in Monotherapy Developed in FL 3L+

Mosu Characteristics Pts, 90 (n)
Pivotal, single-arm, multicenter, Phase Il expansion in patients with R/R FL and 22 prior therapies Median age, years (range) 60 (29-90)
Key inclusion criteria Data analysis Male, % 61
* FL Grade 1-3a ¢« Primary endpoint: CR by independent review committe (IRC)*
ECOG 0, % 59
* ECOG PS0O-1 + Secondary endpoints: investigator assessed, ORR, DoR, PFS, OS,
* 22 prior therapies including an anti-CD20 antibody TTNT, safety Anna Arbor stage llI-IV, % 77
and an alkylator ¢+ Median follow-up: 37.4 mo ’
- . Median line of prior tx, n (range) 3(2-4)
Mosunetuzumab administration
IV mosunetuzumab administered in 21-day cycles Refractory to last prior therapy, % 69
« Corticosteroid premedication ev 1 h before each mosu dose at cycle D15: 60mgfy D1: 60mg
1and 2, optional from cycle 3 D8: 2m POD24, % 52
= Fixed-duration treatment: 8 cycles if CR after C8; 17 cycles - <mg
if PR/SD after C8 D1: 1mg FLIPI > 2; % 70
* Re-treatment with mosunetuzumab permitted at relapse for -
patients who achieved CR c2 | c3 "
= No mandatory hospitalization Previous CAR T-cell tx, % 3

* Response assessed using the International Harmonization Project (Cheson 2007)

E CO Characteristics Pivotal Cohort Cycle 1
p (n128) Optimisation
TRIAL DESIGN: PIVOTAL EPCORE™ NHL-1 STUDY Cohort n 86)
Median age, years (range) 65 (55-72) 64 (55-71)
1 optimization Male, % 62 57
§ R! ECOG 0, % 55 60
Key inclusion criteria®: 3 EPW"?am'b SC RP2D 48 L".'g - 3931‘::,:!:::'?:? i Finst Mf::: 4mg
+ RIR CD20* mature B-cell neoplasm H T until PD< or ptable toxicity 15mg Anna Arbor stage IlI-IV, % 85 79
5 § RIR FL grade 1-3A expansion cohort, N=128 ctots
Ladticde ﬁ 2 e o SUD 3: 3mg Median line of prior tx, n (range) 3(2-4) 2 (2-3)
« 22 prior lines of antineoplastic 7 SC Injections in minutes
therapy, including 21 ant-CD20 mAb £ C108 Double refractory disease, % 70 63
« Prior treatment with an alkylating UD2:08mg
agent or lenalidomide c|l.“z““:“llt--s--s--v--!--9--10- o R“"";;’f"’;o'q'ﬁ"‘: Refractory to last prior therapy, % 69 57
+ FDG-avid disease by PET/CT wko 4 s 12 16 ) u n n % $UD 1: 0.16 mg hydration POD24. % 2 42
AR + Primary endpoint: ORR by independent review committee (IRC) + Hospitalization not mandated in this setting ’
Data cutoff: April 21, 2023 + Key secondary endpoints: MRD?, DOR, TTR, PFS, OS, CR rate, * Primary o_bjoctive: Assess impact on risk FLIPI > 2; % 85 77
Median follow-up: 17.4 mo and safety/tolerability and severity of CRS
Previous CAR T-cell tx, % 5 7

Budde L.E., et al. Lancet Oncol 2022. Sehn LH et al, Blood 2025. Linton KM, et al Lancet He
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Epcoritamab

B
M osu netuzu ma b 100 ~ —— Complete response (n=80)
—— Partial response (n=25)
1.0 - No response (n=23)
g 80
All patients (N=90) i
0.8 - -+ Censored g 60
2 g
2 064 & 40+
° g
a g 20
L 04
o
0 T T T T T T T T T 1
0.2 0 3 6 9 12 15 18 21 24 27 30
Number at risk Time since first dose of epcoritamab (months)
number censored)
0.0 —Trrrr--rre-r-reeeerrerrrrr T T T T T T T T T T Completeresponse 80 75 61 54 41 34 14 12 4 4 0
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 ) © @ @ @) @9 6 69 (52 (9 (59 (63
] Partial response 25 13 6 3 2 1 0 0 0 0 0
Patients Time (months) © @& G 6 B G € 6 (6 (6 (6
atrisk: 90 81 71 60 59 55 47 46 43 41 40 39 37 36 33 33 33 33 27 24 2322222111 3 2 Noresponse 23 2 0 N 0 o 0 0 0 0 0
© @4 @ @ @ @ @ @@ @ @ @
Prior ORR Follow-u o0s CRS ICANS Infections
. R Pts POD24 tx w-up PFS median, °
Agent and trial Ph Administration . (CR), median, median, (any/ (any/gr>3), gr>3,
n % media mo
n % mo mo gr=3), % % %
Mosunetuzumab EV,
(G029781)12 I fixed duration S0 52 3(2-4) 78 (60) 49.4 24 NR 44/2 5/0 16
Epcoritamab® I/l SC, 82
(EPCORE-NHL) A Until PD 214 42 3(2-4) (62.5) 36 15.4 NR 59/2 6/2 19

Budde L.E., et al. Lancet Oncol 2022. Sehn LH et al, Blood 2025. Linton KM, et al Lancet Hematol 2024
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First line Second line Third line +
Toda .
y . IcT POD24 ICT + ASCT (?) « BsAbs
FL stage IlI-IV, HTB * R2 « CAR-T
+ Rituximab ~ » Zanu-obinut.
(full chemo-free program) Non-POD24 R2 T-—=metostat*
"""""""""""""""""""""""""""""""" “New” BsAbs s
Tomorrow BsAbs
Already anticipated Ph3 results . ICT POD24 and . CART

FL stage IlI-IV, HTB |« Rituximab non-POD24

i

e Zanu-obinut.
* Tazemetostat*

Future view . BsAbs
Pending results of Ph3 ongoing trials
* Novel agents

FL stage III-IV, HTB |+ BsAbs % X « CAR-T (POD24) . CAR.T
* Len xR +Tafa/BsAbs « Zanu-obinut.
* Zanu-obinut + Len %R +Tafa/BsAbs

 Tazemetostat
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2L Ongoing Ph 3 Trial with BsAbs and Lena as Backbone

CAR T-cell therapies anti-CD20xCD3 bsAbs anti-CD19 | Other targeted therapies |
axi-cel liso-cel epcoritamab mosunetuzumab odronextamab tafasitamab tazemetostat zanubrutinib
+R2? +len +len + R? +R? + R/O
® @ [VY Ve VoY oy -y
LEN ;HZE (LEN
. 3 Vs Vs
5 _ Data from Ph 2 Trial:
omparator: .
mawgw Epcore NHL2 — Arm 2 (Falchi L et al
Blood 25)
Primary Endpoint(s):
e M Phase 1b CO41942 (Morschhauser et ors ors

al, ASH 2021)

Adapted from: 1. NCT05371093. 2. NCT®®

Bologna, Aula Prodi | 11-12 maggio 2026
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Conclusions and Next Steps of CART and BsAbs in FL

First line Second line Third line +
Toda .
y . IcT POD24 ICT + ASCT (?) . BsAbs
FL stage IlI-IV, HTB * R2 e CAR-T
« Rituximab . * Zanu-obinut.
(full chemo-free program) Non-POD24 R2 * Tazemetostat*
Tomorrgw BsAb
Already anticipated Ph3 results . ICT POD24 and .« Len*R+ . c:R_-?
FL stage lll-IV, HTB | . Rituximab non-POD24 | Tafa/BsAbs 5 IZan obiGin
* Tazemetostat*
Futureview | || A~ [ .
Pending results of Ph3 ongoing trials . zzc;sa ents
FL stage IlI-IV, HTB |+ BsAbs * X « CAR-T =
) » Zanu-obinut.
* Zanu-obinut + Len R +Tafa/BsAbs
* Tazemetostat

Phase 3 trial with CART in Il L:
ZUMA 22 (Axicel vs SOC) in POD24 pts
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Today
FL stage IlI-IV, HTB

Tomorrow
Already anticipated Ph3 results

FL stage llI-IV, HTB

- " " - " o - o

Future view
Pending results of Ph3 ongoing trials

FL stage IlI-IV, HTB

First line
« ICT

* Rituximab
(full chemo-free program)

- ICT
* Rituximab

e BsAbs t X

Second line

- ICT +ASCT (?)

POD24 | R2

Non-POD24 | = R2

POD24and | * LentR +
non-POD24 | Tafa/BsAbs

+ CAR-T (POD24)
* Len xR +Tafa/BsAbs
* Zanu-obinut

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
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Selected Ph 3 Study Design in 1L FL

anti-CD20xCD3 bsAbs anti-CD19xCD3 bsAb

EPCORE FL-21 OLYMPIA-12" OLYMPIA-2%

Induction:

-5

(_LEN

e

Epcor + R2
Maintenance:

+ epcor maintenance

Vs

Induction:
* R/G-CHOP
*« R/G-Benda
s R2
Maintenance:

+ R maintenance

Primary Endpoint(s):
CR30, PFS

Odron monotherapy

+ odron maintenance

VS

« R-CHOP/CVP
* R-Benda

%

+ R maintenance

CR30

"+ cEemo
Y Cs

Odron + CHOP/CVP

+ odron maintenance

Vs

« R-CHOP

N

+ R maintenance

CR30

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

44
S+ e

Mosun + Len

+ mosun maintenance

VS

* R/IG-CHOP
* R/G-Benda

W

+ R maintenance

PFS

SOUNDTRACK-F15

SN

AZD0486 + R

N

+ R maintenance

Vs

« R-CHOP/CVP
« R/Benda

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

PFS
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