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La terapia del linfoma mantellare nel paziente anziano nell'era dei BTKi in prima linea
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BACKBONE: Induction strategies in the elderly population

R-CHOP platform

Giardini Naxos | 17-18 aprile 2026 ﬂ]

StiL NHL and BRIGHT study

A

” R-Benda platform

‘ Bendamustine improves survival':2

Add on with:

- Rituximab Maintenance?

- Lenalidomide*

- Bortezomib/Lenalidomide®
-  BTKi

- Cytarabine®

1.Rummel MJ et al, Lancet 2013; 2.Flinn et al, Blood 2014; 3.Rummel MJ et al, JCO 2016; 4.Ruan J et al, Blood 2016; 5.Smith M

et al, Blood 2024, 6.Visco C, et al, Lancet Haematology 2017
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Results - LONG TERM FOLLOW-UP — 7Y FIL_RBAC500

FONDAZIONE

ITALIANA Univariate analysis for PFS
LINFOMI

Day . 8.1

I— — 5+ | Median follow-up 86 months (57-107) - Classical

Rituximab 375 mg/m? ! E 7

Bendamustine 70 mg/m? } | 3]

Ara-C 500 mg/m? ! 4 4 ° Pleomorphic

§- § s Blastoid p<0.05

° 1é 2‘4 3‘6 4‘8 ﬁb 7‘2 8‘4 9‘6

E- E' Time (months)

S S . Ki-67<30%

.| 7y PFs 56% (95%CI 41-67) . 7y OS 63% (95%Cl 46-72) 3

. o ) Ki-67>30%

°© 1'2 2'4 3'6 4'8 6'0 7'2 8'4 9'6 ° 1'2 214 3‘6 4’8 éO 7‘2 8'4 9'6 o p<0.05

Time (months) Time (months) = 2 24 3% 48 60 72 84 %

Time (menths)

Visco C et al, Lancet Haematololgy, 2017; Tisi MC et al, Blood Advances, 2023
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SHINE: Ibrutinib + BR in untreated, elderly MCL patients

if CR or Rituximab maintenance
every 8 weeks for 12 cycles

Ibrutinib 560 mg (4 capsules daily) until PD or unacceptable toxicity

mPFS : 6.7 vs 4.4y

95— Ibrutinib+bendamustine and rituximab

BR induction for 6 cycles

if CR or 40 R-BAC500
— .
PR median PFS not reached
101 at7 years @asnzon:
20 Placebo+bendamustine and rituximab

Percent of Patients Who Were Alive without
Disease Progression
w1
o
1

i azard ratio for progression or death, 0.75 (95% Cl, 0.59-0.96)
=0.01
10‘ P=0.
0

T T T T T T T T T T T T T l
0 6 12 18 24 30 36 42 438 54 60 66 72 78 8 90 96

Months
mOS 7y: 55% vs
523 pts, median f-up 84.7 mo e 56.8%

Median age 71 (65-87) — 10% tp53 mut, 7% blastoid, 35%
MIPI HR (I group)

Pts in CR: 65.5% | vs 57.6% P (p=0.01)

No clear advantage in high risk subgroups

Incidence of G3-4 AE: 81.5% 1 vs 77.3% P

“One hypothesis for further exploration could be the time-
limited use of ibrutinib to retain efficacy but avoid ongoing
toxic effects” 0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 9%
Months

Placebo+bendamustine and rituximab

Ibrutinib+bendamustine and rituximab

Percent of Patients Who Were Alive
»
o
1

i Stratified hazard ratio for death, 1.07 (95% Cl, 0.81 to 1.40)

Wang et al, NEJM, 2022



CORSU EDUGAZ'DNALE COMMISSIONE ANZIANI i eoizione Giardini Naxos | 17-18 aprile 2026
ECHO Study Design

ECHO (NCT02972840): multicenter, double-blind, placebo-controlled, phase 3 trial Primary endpoint:

» PFS (independent review committee)
Key secondary endpoints:

+ OS

Untreated MCL ) » ORR (independent review committee)
(N=598) Beggj;?rﬁztggea i Maintenance Rituximab o

- Age 265 years X 6 cycles (every 2 cycles x 2 years)

 ECOG PS s2

Stratification Acalabrutinib 100 mg BID, PO until PD or toxicity
® 4

sMIPI score: Low vs
intermediate vs high

MN—-—=002Z2>»2X

I
« Geographic region: : I Crossove_r to
North America vs Be;;tiamustérgea if 2PR Maintenance Rituximab , | acalabrutinib after
Western Europe vs — ltuxima PD was permitted
Gtfiar x 6 cycles (every 2 cycles x 2 years) :

Enroliment: April 2017 to March 2023

] 11 Placebo BID, PO until PD or toxicity

[Snles. 195 globally I 1 cycle = 28 days ]

Data cutoff date: February 15, 2024
Median time on study: 44.9 months

*Bendamustine 90 mg/m? on days 1 and 2

tRituximab 375 mg/mz on day 1 High-risk disease defined as any of the following:
« High-risk MIPI (6-11) * Ki-67 index 230%
* TP53 mutation + Blastoid/pleomorphic histology

Wang M et al, JCO, 2025
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Demographic and baseline characteristics

n=299 n=299

Age, median (range), y 71 (65-85) 71 (65-86)
275y, n (%) 84 (28.1) 77 (25.8)

Male, n (%) 214 (71.6) 209 (69.9)
ECOG PS, n (%)

1 129 (43.1) 132 (44.1)

2 12(4.0) 23(7.7)
Tumor bulk 25 cm, n (%) 112(37.5) 113 (37.8)
Blastoid/pleomorg 38 (12.7)
Simplified MIPI sct Acalabrutinib + BR Placebo + BR

Low risk Characteristic, % [n] (n = 299) (n=299) 1(33.8)

Intermediate s | pigh.risk MIPI (6-11) 24.1[72] 24.4 (73] 1.8}

High risk ) . (24.4)
Exiranodaidiscad Ki-67 230% 46.5 [139] 49.2 [147] (92.6)
TP53 status, n (%) Ki-67 250% 20.7 [62] 24.7 [74]

Mutated Blastoid/pleomorphic histology 13.7 [41] 12.7 [38] 9(9.7)

Unmutated , (27.8)
Ki-67, n (%) TP53 mutation 7.4 [22] 9.7 [29]

<30% TP53 status missing 60.2 [180] 62.5 [187] (42.1)

230% 62.5[187] 61.2 [183]

Total high-risk

Wang M et al, JCO, 2025



CORSO EDUCAZIONALE COMMISSIONE ANZIANI s eomzione Giardini Naxos | 17-18 aprile 2026
Best Overall Response and Complete Response Rates

* An additional 13% of patients achieved CR with acalabrutinib + BR

100 -

91.0% 0
90 4 88.0%
80 1 PR: 24,4%
70 - PR: 34,4%
N 60 -
&£ 50
o
0 40 _
30 4 CR: 66,6%
CR:53,5%
20 -
10 -
0
Acalabrutinib + BR Placebo + BR
(n=299) (n=299)

Wang M et al, JCO, 2025
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PFS further improved with ABR vs PBR

Median f-up
60.8 mo
100 1
- ABR
° 80 ) a— PBR
D
T
C ~
€< 60
-
o >
° 2z
5 5 40 -
8 “ Primary analysis' Updated analysis
o ABR (n=209) PER (n=209) ABR (n=299) PBR (n=299)
20 4 Median follow-up, months* 403 60.8
Median PFS, months (95% CI) 08.4 (55.1. NE) 406 (36.0.649) 72.5 (60.7, NE) 47.8 (36.1, 60.8)
Stratified HR (95% CI); )
0 log-rank P-value 0.73 (0.57. 0.04); P=0.0160 0.68 (0.53, 0.87); P=0.0022
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
ABR 299 258 232 205 184 165 147 N 123 115 15 70 )9 18 0
PBR 299 244 205 182 160 145 128 116 103 89 74 56 27 1 0

* PFS nisk reduction with ABR vs PBR increased from 27% (primary analysis) to 32% (updated analysis)
* Median PFS was longer with ABR vs PBR (6 years vs 4 years)

Wang M et al, ASH 2025



CORSO EDUCAZIONALE COMMISSIONE ANZIANI s eorzione

OS Analysis - Censoring for COVID-19 deaths
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ﬂze’

Median f-up
60.8 mo
100

—

e\i 80 1

s

= 60 -

g

3

w

= 40

©

; Primary analysis' Updated analysis

> ABR (n=299) PSR (n=208) ABR (n=299) PER (n=299)

(@) 20 1 Median follow-up, months 440 51.9

Median OS, months (95% Cl) NE (NE, NE) NE (73.8, NE) NE (NE, NE) NE (85.0, NE)
Stratified HR (95% ClI) 0.75 (0.53, 1.04) 0.78 (0.57, 1.06)*
O T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

No. at risk Months
ABR 299 280 259 243 231 212 191 175 163 147 136 104 75 47 21 0
PBR 299 269 248 230 215 195 180 165 156 147 132 103 70 40 17 2 0

Similar Trend as the Primary Analysis

Wang M et al, ASH 2025
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ECHO — Response in patients with High-risk MCL

High-risk Population Overall Population’
ORR: 89.8% ORR: 84.7% ORR: 91.0% ORR: 88.0%
100 95% Cl: 84.9, 936 95% Cl. 78,9, 80,4 a5% Cl: 87.3, 93.8 85% Cl: 83.9, 91.3
90 4 nCR PR
80 4 219 24.4
o
Ei‘h- 70 A 279 344
o 60 1
53
5 9
o 30
20 -
10
0 -
ABR FER ABR PER
(n = 187) (n = 183) (N = 299) (N = 299)
ORR CR ORR
Difference (ABR vs PER) 5.1% 20.4% Difference (ABR vs PER) 3.0%
85% C1 47,121 10.4, 30.0 95% CI -2.0,81
P.value 1382 <.0001 P-value 2186

Best response of CR significantly higher with ABR in patients with high-risk MCL

Wang M et al, JCO, 2025
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ECHO - Survival in patients with High-risk MCL

‘ OS in High-risk Population OS in Full Analysis Population
(including crossover) (including crossover)’
100 '*e\\ Q‘canamimé% +BR 100 *\ - ;:calacarut:nét:R +BR
.\\\ ’
80 i 3 80
B AN B
§ 80 \\\}\\”‘*‘\h T’; 60
e e e o 2
3 4 -t 3
a b @
3 Y T Y0
° ]
>
o Acstabrstnds + B Pacebo + B 5 Acalbeutiols + BR  Placebo + BR
20 w107 P 20 n =209 (n = 298
OF events, n (%) D 80 (43 7) 08 eventa, n (%) i 108 (35 5)
Median OF. montre N a0 Modian OS, moaths NE L3
(5% Cy 1.7, NEY anNe 0% Cy (721.86) (DA N
0 J Wﬂlmc«wa‘“ﬁ. 0BT 084 1100 P e 3003 0+ Stratified MR (95'% ClL tog eank Fvaiue Ollcu?lu;'-vnll‘ i i
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months
Number af risk

Number at risk
Acalabrutind « BR  1B7 173 156 145 137 122 18 85 83 &0 51 3 17 2 0 Acalabranib+BR 209 280 299 243 230 207 181 153 16 110 88 ] 25
Placebo+BR 18] 159 144 133 121 109 @& &8 75 % k) 6 9 0 Placebo +BR 299 268 247 229 215 193 175 157 w41 108 78 51 2

ww
oo

+ OS maturity rate was 42%

The hazard ratio for OS comparing ABR with PBR was 0.87 (95% Cl: 0.64, 1.19)

CROSS- Censorizzando le morti per COVID - OS raggiunge un trend si superiorita (p=0.07)
OVER Wang M et al, JCO, 2025
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ECHO - Longer PFS in patients with High-risk MCL

PFS in Patients With Ki-67 230%,. Blastoid/

Pleomorphic Histology, and/or TP53 Mutation PFS in Full Analysis Population’
100 - ——  Acalabrutinib + BR 100 —— Acalabrutinib + BR
< H Placebo + BR o Placebo + BR
) )
g 80 g 80
g g
@ @
° 60 . 60
o o
U u
c 4 c
o 40 S 40
17 7] 4
g + g Acalabrutinib + BR Placebo + BR
- (n = 155) (n=187) i (n=299) (n=299)
g’ 20 1 prs events, n (%) 86 (426) 85 (54.1) 8’ 20 1 pFs events, n (%) 110 (36.8) 137 (45 8)
o ) 3213 61(389) o PO 57 (19.1) 931
o Modian PFS, months 495 B2 o Modian PFS, months 664 4908
(95% Cn {34.8, NE) (21.9, 496) (95% CI) (55.1, NE) (36.0,64.1)
0 Ummuﬁ-dNR (QS’I. ch), Iogmvalqu 0“1045 091), P- Oﬂl 0 Strm NR (95% CI) log-nnk Pvalln 073 lOS 094) P- 0160
T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months Months
Number at risk Number at nsk
Acalabrutinib + BR 155 133 115 102 88 76 67 59 45 34 26 18 0 0 Acalabrutinib + BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo + BR 157 125 98 85 72 64 51 43 34 24 17 9 1 0 0 Placebo+BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0

This grouping removes MIPI, which was considered less important than biological factors in the phase 2 ALTAMIRA trial?

When only patients with Ki-67 index 230% and/or blastoid/pleomorphic histology were evaluated, PFS was longer with ABR vs
PBR (HR 0.64; 95% CI 0.46, 0.90; P = .0092)

Dreyling M et al, EHA 2025
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Factors impacting on POD24 Status

Comparison OR
Age =75 vs <75y |—o—| 1.950
Male vs female —— 2.782
Ann Arbor stage IV vs stage I-lll : ® 2.951
Blastoid/pleomorphic vs classic or other histology p—n—- 1.943
Ki-87 =30% vs <30% ._._. 1.768
LDH =ULN ' ° 3.444
0.577

@Jrutinib Vs P@ ,,._,

4 0 1 2 3 4 5
OR (95% Cl)

Decreased odds Increased odds

6 7 8

Il trattamento con ABR vs PBR riduce significativamente il rischio di POD24, dopo

aggiustamento per i fattori correlati col rischio di progressione precoce

95% Cl
1.200, 3.168
1.587, 4.875
1.378, 6.320
1.020, 3.701
1.091, 2.864
1.997, 5.939

0.366, 0.909

Cheah C et al, ASH 2025

P-alue

0.0070

0.0004

0.0054

0.0434

0.0207

<0.0001

0.0177
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Cumulative Event Rate of Grade >3 Events

ABR (n=297) PBR (n=297)
ABR (46.1 mo) # ABR (53.0 mo) PBR (44.4 mo) = PBR (50.8 mo)

997
Any AE oo )
Grade 23

SAE

Neutropenia
(G23)
Infections

(G23)

(any grade)

100 80 60 40 20 0
Incider

ABR arm?: 1 new case of grade 23 atrial fibrillation reported (primary,
PBR arm?® 1 new case of ventricular tachyarrhythmia reported (prima

Cumulative Event Rate, %

ABR
— PBR |

8 12 1 M XN ¥ £ ©# M 0 8 T ™ M w0 8

Lo L

Comparable between arms
Wang M et al, JCO, 2025
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TrAVeRse Study Design: Multicenter, Open-label, Phase 2 Trial

Randomization stratification
SMIPI risk status
Blastoid/pleomorphic histology
Screening s TR motation stakis Cycle 15 to End of Treatment

Acalabrutinib 100 mg BID, PO until PD
Cycles 1-13 MRD-neg CR »
Randomlzatlon

Untreated MCL
(N=100)
- Age 218y

AVR

e e . ) MRD assessed by NGS } PD during
e - induction? (10) in PB (clonoSEQ) observation
- ECOG PS 0-2/3
MRD-pos CR, PR, SD
g Acalabrutinib 100 mg BID, PO until PD
Recruited from 7 countries
: - Other outcomes
Primary endpoint: ORRICRrate + DOR - 0S
MRD-neg CR rate® MRD-neg rate + PFS . Safety

at end of induction

Exploratory longitudinal MRD monitoring
AVR: Acalabrutinib, Venetoclax, Rituximab

Median Age 69 (40-89); < 65y: 38.9% Hawkes EA, ASH 2025
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100

D N 0 ©
Qe W

95%

(103/108)

Patients (%)
N W & O
o O O O

b
o

o

ORR

TrAVeRse: Response and Survival

At Any Time At Cycle 14

(Intent-to-Treat) (Response evaluable at C14)

94%
(88/94)

86%
(93/108)

CR by Lugano ORR CR by Lugano

Median f-up 14.8 mo

12mo PFS: 95.2% (tp53 mut 88.2%)
12mo DOR: 97% (tp53 mut 93,3%)

Hawkes EA, ASH 2025
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BOVen Study Design: Multicenter, Open-label, Phase 2 Trial

CLINICAL TRIALS AND OBSERVATIONS | JANUARY 30, 2025 25 tp53 mut ptS
Zanubrutinib, obinutuzumab, and venetoclax for first-line treatment of mantle cell Median age 68 y (29-82)
lymphoma with a TP53 mutation Best ORR 94% (24/25) — CR
Q1 Clinical Trials & Observations 88°A)
Anita Kumar, Jacob Soumerai, Jeremy S. Abramson, Jeffrey A. Barnes, Philip Caron, Shalini Chhabra, Maria Chabowska, Ahmet Dogan, .
Lorenzo Falchi, Clare Grieve, J. Erika Haydu, Patrick Connor Johnson, Ashlee Joseph, Hailey E. Kelly, Alyssa Labarre, Jennifer Kimberly Lue, Median follow-up of 28.2 months
Rosalba Martignetti, Joanna Mi, Alison Moskowitz, Colette Owens, Sean Plummer, Madeline Puccio, Gilles Salles, Venkatraman Seshan,
Elizabeth Simkins, Natalie Slupe, Honglei Zhang, Andrew D. Zelenetz 100
1 2 3 4 5 6 7 8 9 10 11... £ ]
Zanubrutinib a
o
Obinutuzumab m ' " t t t t t Minimum of § 50 4
24 cycles =
' g 254
Dosing: Z
22
Zanubrutinib 160 mg oral twice daily ~ Obinutuzumab 1000 mg IV % 400mg Jaily 0
Cycle 1: day 1, 8, 15 -up: 1 week ¢ f 20mg; T T T T T T T T T
Cycle 2-8: day 1 ma: 200ma Jily 0 6 12 18 24 30 36 42 48
Months from treatment start
R MRD Number at risk (number of events)
After 24 cycles, MRD-driven approach to limit [ CRands | — | Stop treatment | — 250 232 214) 19(6) 18() 9) 4(9) 000 0(10)
treatment duration in selected patients: -
| <cRand/ordMRD | —> | Continue ZANU and VEN | o
2y PFS 72%
2y OS 76%
Tailored Common Aes low grade (included diarrhea — 64%,
treatment neutropenia — 32%, ingusion-related reactions - 24%

Kumar A et al, Blood 2025
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Ongoing Trials

FONDAZIONE
ITALIANA
VIRAL — Phase Il randomized LINFOMI

Maintenance (7-30): 28 days cycle, x24 PU MA StUdy

| 560, Rituximab every 2nd cycle

Ibrutinib induction and post induction

MCL diagnosis | I
Bendamustin U""‘;"‘;;‘:::r‘s“""“ m‘ Pirtobrutinib monotherapy Hm Follow up
_— - ' UNFIT/FRAIL ) ! |
Rituximab Rituximab maintenance
0 +1 month +3 month PD at any time
R p : _PET{T _PET-CT
Rituximab Rituximab maintenance
Diagnosis review
Venetoclax +TPS3

Ibrutinib induction and post induction

Maintenance (7-30): 28 days cycle, x24 [[cona_] [Lcona |
V 400, | 560, Rituximab every 2nd cycle [ mro ] [ mro ]

N—

\ J\
Y Analysis trial
6 months 24months L
Analysis NOT on time: only storage for future analysis

Recruiting: 123/150 pts STARTING
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Conclusions — Take home messages

« BR+Acalabrutinib soon available and standard option for patients not eligible to ASCT
(2657), with interesting results in high risk MCL

« Chemo-free triplets (ZVO and AVR) are highly active, with early and sustained benefit,
overall metabolic response rate consistently >90%, no additive toxicity observed,
discontinuation possible?

« Comparable benefit was seen in TP53 mutated patients, though numbers still small, and
longer follow-up is needed

* Open questions for BTK RR
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