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Company name Zis::;::‘ Employee Consultant Stockholder ngfek:lzs Agzi::)dry Other
Abbvie X X X
AstraZeneca X X
Behring X
Beigene X X
GSK X X X
Johnson&Jhonson X X X
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TREATMENT STRATEGIES CURRENTLY AVAILABLE IN TN CLL
© reatmon

Fixed-duration off-therapy :
treatment B T T T T T T T T T T T e e e e Second-line therapy
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No residual
role for CIT in
CLL
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Factors driving frontline treatment choice in CLL

Disease characteristics Patients characteristics
o Dell7p o Age (old-old patients)
o TP53 gene mutations o Comorbidity burden
o IGHV mutational status v Cardiovascular comorbidity,
(MIGHV vs umIGHV) hypertension, bleeding risk,
cefalea
v renal impairment
1 v" risk of infections
o Concomitant medications and
drug-drug interactions
impact on efficacy o Social and familiar status

!

Risk of adverse events and
treatment discontinuations
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ESMO guidelines

Symptomatic early-stage CLL

or advanced-stage CLL

l l l

IGHV\/ttd IGHV vttd ~

-mutate -unmutate: .

[ No TP53 mutation or del(17p) ] [ No TP53 mutation or del(17p) ] [ TP53 mutation or del(17p) J
Fit or younger patients Unfit or older patients Fit or younger patients Unfit or older patients

Venetoclax—obinutuzumab Venetoclax—obinutuzumab Ibrutinib—venetoclax? [I, A] Venetoclax—obinutuzumab
[1, A] [, A] Ibrutinib [1, A] 1, A]
Ibrutinib—venetoclax® [I, A] Acalabrutinib + obinutuzumab Acalabrutinib + obinutuzumab Acalabrutinib + obinutuzumab
Ibrutinib [1, A] [I,A] (1, A] 1, A]
Acalabrutinib x obinutuzumab Zanubrutinib [1,A] Zanubrutinib [lll, A] Zanubrutinib [l, A]
[, A] Ibrutinib® [I, A] Venetoclax—obinutuzumab Ibrutinib® 1, A]
Zanubrutinib [lll, A] Ibrutinib-venetoclax®® [l, B] [I, Al Ibrutinib—venetoclax? [l, B]
CIT: FCR [I, B]

Acalabrutinib [I, A]
Zanubrutinib [lll, A]
Ibrutinib® [I, A]
Venetoclax [lll, A]

Ibrutinib—venetoclax®® [lll, A]
Venetoclax—obinutuzumab [lil, A]
Idelalisib—rituximab [l, B]

Eichhorst B et al. Ann Oncol 2024
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ESMO guidelines

l

N
[ TP53 mutation or del(17p) J

Acalabrutinib [1, A] .
Zanubrutinib [Il, A] Continuous
Ibrutinib® [I, A] treatment

Venetoclax [lil, A]

Ibrutinib—venetoclax®® [lil, A]
Venetoclax—obinutuzumab [lll, A]
Idelalisib—rituximab [ll, B]

Eichhorst B et al. Ann Oncol 2024

[ls#+~~ DELL'INNOVAZIONE il



Continuous BTKi in TP53dis patients - Ibrutinib

ALLIANCE
|£R vs BR

Phase Il study

1 1
100 100~ : I
1
90 b_|—|—| | '
-1 1 1
I : L : Overall survival
80 80+ , L ——H—
1
701 1 1
1 1
EED o\o' 60- : : 700A) Lim Ly
— — 1 1 T I.‘ LU LIl 7 L]
10 S 504 : E Progression-free survival
40 E 404 : 1
1
o | |
30 | |
1 1
- i 1
20 : : 20 | :
I — ! 1
I/IR, present (n=34) ! ! 1 1
— — — IfIR, absent (n=264) _____ | /IR vsER [del{17p}/TP53m"]: 104 : :
BR, absent (n=133) ! 1 HR=0.07; 5% CI=0.03—0.18* . .
0 BR, present (n=19) [ 0 : | | } | | [ |
0 12 24 36 48 60 72 84 0 1 2 3 4 5 6 7 8
Months

Woyach J, et al. ASH 2021. Abstract 639; Ahn IE et al. N Engl J Med 2020
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Continuous BTKi in TP53dis patients - Acalabrutinib

Progression-free survival, %
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Sharman JP et al. Blood 2025




Continuous BTKi in TP53dis patients - Zanubrutinib

Arm A: Zanubrutinib 160 mg

Cohort | -
without del(17p) FO B(L[:z":f)" e

LVJ | Arm B: Bendamustine + rituximab x 6
% e (n=238)
* Safety and survival
= Arm C: Zanubrutinib 160 mg
g=g Cohort2 PO BID until PD
% with del(17p) (n= 111 )b
Arm D: Zanubrutinib 160 mg
Cohort 3
(n=~80)
B. Patients in Arm C
100 - | i
90— : :
i I
. 80 6%
Estimated 60-month p 70- ; | (536728
3 &0 i
0 m ! |
PFS rate was 72% g o , :
=} | 1
£ a0- | |
: 1
30 1 |
| 1
20— PF5 events, n (%) i |
Zanubrutinit 40 (36) 1 !
10— 1 1
—+ Censored . |
D T T T T T T T T T T T T T T T |I T T T T T T T I T T T
0 3 6 8 12 % 8B 2 24 27 30 33 36 39 42 45 48 51 54 57 60 66 B9 72 T T 8
' No. at isk Months
Tam CS, et al. Poster Presentation at ASH 2025 Zanubrutine 70 109 06 104 104 101 D08 9 D4 03 B9 B0 B8 BE B2 @ 80 7B 7 71 €8 B0 B2 46 3IJL A 3 0
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ESMO guidelines

l

N
[ TP53 mutation or del(17p) J

Acalabrutinib [1, A]
Zanubrutinib [lll, A]
Ibrutinib® [I, A]
Venetoclax [lll, A]

Ibrutinib—venetoclax2® [Ill, A] Time-limited
Venetoclax—obinutuzumab [l A] treatment
Idelalisib—rituximab [ll, B]

Eichhorst B et al. Ann Oncol 2024
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Fixed duration Ven-based therapy in TP53dis patients

CLL14

VenO vs Chl-O
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Cumulative progression-ree survival

S
%—
204 —— Ven-Obi & TP53 deletion and/or mutation — W-*ﬂ +
-==- Ven-Obi & none +# ".'H..\
w4 — Clb-Obi & TP53 deletion and/or mutation
=+ Clb-Obi & none +
o T T T T i T
0 12 24 36 48 60 72 84
Time to Event [PF S] from Randomization (months)
en-Of P53 delim L] 2 17 15 13 ] 4 ]
Ven-Obi & none 184 108 157 142 123 10 T 3 '
Cib-Obi & TP53 delimut 24 1% 10 L] 5 4 3 o N
Cb-Obisnone 184 100 17 %0 80 s 2] 3 -
\
\

Median PFS
Ven-Obi & no TP53del/mut: 76.6 m CIlb-Obi & no TP53del/mut: 38.9 m

Ven-Obi & TP53del/mut: 51.9m  Clb-Obi & TP53del/mut: 20.8 m
HR 2.29, 95% CI [1.37-3.83], p=0.001  HR 1.66, 95% CI [1.05-2.63], p=0.03

Al Sawaf O et al. EHA 2023
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Main concerns of continuous treatments:
Safety profile of ibrutinib - RESONATE-2

Discontinued 1brutinib, n (%) 56 (41)

Adverse event 29 (21) 5'year
Progressive disease 8 (6) follow up
Death 8 (6)
Withdrawal by patient 7(5)
Investigator decision 4 (3)
Major hemorrhage Overall 11% m 0-1 years (n=135)
G23 7% M 1-2 years (n=123)

W 2-3 years (n=111)
M 34 years (n=100)
M 4-5 years (n=89)

B 01 years (n=135)

W 1-2 years (n=123) Atrial fibrillation
W 2-3 years(n=111)

W 3-4 years (n=100)

W 4-5 years (n=89)

Dose reduction due to AEs

Overall 16%
G23 5%

Discontinuation due to AEs

Hypertension Overall 26%
G23 9%
10 15 Eﬂ I T T T T T T !
_ 0 2 4 6 8 10 12 14
Patients, %

Patients, %

Milano, Milan Hilton Hotel
4-5 maggio 2026




Main concerns of continuous treatments:

Second generation BTKIi have shown better tolerability compared to ibrutinib in head-to-head trials

coducted in the R/R setting (ELEVATE RR and ALPINE)

« Acalabrutinib - Lower discontinuation rate + lower rates of AF and hypertension
« Zanubrutinib > Lower discontinuation rate + lower rates of AF

BTKi phase Il trials in TN patients: Events of Clinical Interest @5-year Follow Up

IBRUTINIB ACALABRUTINIB ZANUBRUTINIB
RESONATE-2' ELEVATE-TN? SEQUOIA?
Any Grade Grade 23  Any Grade Grade 23 Any Grade Grade 23
Atrial fibrillation 16% 5% 7.3% 1.1% 7.1% 1.4%
Bleeding NA 11% 43.6% 3.4% 52.1% 7.5%
Hypertension 26% 9% 8.9% 3.9% 22.9% 12.1%

1.Burger JA et al. Leukemia, 2020; 2. Sharman JP et al. Poster Presented at: ASCO 2022.; 3. Shadman M et al. Journal of Clinical Oncology, 2024
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Impact of treatment tolerability - Ibrutinib in old-old patients

IBRUTINIB IN PATIENTS = 80 YEARS OLD: A MULTICENTER ITALIAN COHORT
Multicenter, retrospective study.
60 consecutive patients with TN or R/R CLL, =80 years old

Median observation: 27 months PFS by treatment withholding
100% 4 == No
Concomitant cardioactive therapies, n (%) "I:{j " : 2 iL—} 4 Yes
At least 1 cardioactive drug 44 (73.3) 3 ™ gt
]
>2 cardioactive drugs 18 (10.8) % 50%
2
Antihypertensive drugs 38 (63.3) £ 5504
ORR: 88.3%
Anticoagulants 3 (5)
0% T T T T T T T T T T T T T
Q -] 12 18 24 30 36 42 48 54 60 1 72 78
Lipid-lowering drugs 10 (16.7) Time (months]
—_— 35 a2 28 24 18 10 a8 a8 7 [ 4 4 3 2
'ﬂu.ltlplﬂtelets drugs 21 {35} —_— 15 23 22 189 17 15 12 2] B 2 2 1 1 1

Median PFS 69.7 months in patients not experiencing
temporary drug withholding (7-30 days) vs 49.7 months
in patients who had drug interruptions (P = .079).

Handling AEs to keep patients on treatment is of crucial importance as therapy interruptions
could negatively impact on PFS Reda et al. Blood Adv. 2023
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PROGRESSION-FREE SURVIVAL — CLL17 IBRUTINIB ARM

According to fitness (cumulative iliness rating scale >6 and/or GFR <70 ml/min)

100 3-year-PFS
E 90
3 80 ---- |, unfit 70.4%
s 7 — |, fit 88.7%
M s0-—
E 50
&
2 40~
% %07 [Higher discontinuation rate in
a 7 the unfit patients group]
10—
0 | 1 | I
0 12 24 36 48
Months from date of randomization
Patients at risk
1, unfit 130 112 a7 33 1
1, fit 171 155 146 61 0

Al-Sawaf O et al. oral presentation, ASH 2025
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Real-world safety and effectiveness of zanubrutinib vs ibrutinib
in CLL (CLL-ZANU2024 study)

ZANU COHORT (N=393) IBR COHORT (N=541)
« ELDERLY: median age 76 years « ELDERLY: median age 70 years
« CV COMORSBIDITY « CV COMORBIDITY
RATE: hypertension 39.4% ; AF 13%; RATE: hypertension 39% ; AF 13%;
* HIGH RISK GENOMIC FEATURES: * HIGH RISK GENOMIC FEATURES:
018.3% del(17p) and/or mut TP33; 038.1% del(17p) and/or mut TP53;
061.6% unmut IGHV 067 % unmut IGHV

Time to treatment discontinuation (TTD) and time to next treatment or death (TTNTD) were evaluated
in both the overall cohort and a propensity score—matched population (N=270).

Martino EA et al. Blood Advances 2026
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Real-world safety and effectiveness of zanubrutinib vs ibrutinib

in CLL (CLL-ZANU2024 study)

Time to treatment discontinuation (TTD)

1 w

o
]
&1}

Survival probability
o
4]
o

0.25
P=.00072
0.00 -
0 6 12 18 24
Months
Number at risk
s — 270 208 163 127 89
& — 270 244 158 50 6
1 T 1 T 1
0 6 12 18 04

Months

Strata + lbru =+ Zanu

Time to next treatment or death (TTNTD)

1.00

Survival probability
o o o o
o [ a ~J
[=] (4] o [4)]

Strata

|

P <.0001

0 6 12 18 24
Months
Number at risk

270 219 168 132 89
270 249 165 51 6
T U T T T
0 6 12 18 24

Months

Strata + |bru + Zanu

Patients who were treated with zanubrutinib experienced lower 12-month discontinuation rates (overall:
12.5% vs 28.6%) and higher 12month TTNTD rates (matched: 93.2% vs 83.4%).
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Efficacy and safety outcome of acalabrutinib in CLL
(NAOS RW study)

L1 COHORT
« Adult patients (=218 yeas) diagnosed with - ELDERLY: median age 73 years; 45.6% =75
CLL who started acalabrutinib, with or years
without obinutuzumab, both as first line
(|_1, n=285) and for re|apsed/refractory * HIGH CV COMORBIDITY RATE: 54% =1 CV
disease (L2+, n=200), according to comorbidity; 43.5% hypertension; 9.4%
national access criteria arrhythmias (AF 6.3%)

* HIGH RISK GENOMIC FEATURES:
019.8% del(17p) and/or mut TP33;
065.2% unmut IGHV

Quinquenel et al. Annals of hematology 2025
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Time to discontinuation: TTD

The discontinuation rate at M12 was 22.7% 1L and 2L+ 12-month discontinuation rate
and was not statistically associated to line of For any grade AEs: 12.8%
treatment For G3-4 AEs: 5.9%

1L and 2L+ - rate of discontinuation* was NOT B . Wilh Number of Subjcts at Risk and 85% Confidence Limis
associated to baseline CV comorbidities: |:> . | R
» no CV comorbidity: 17.5%, (95% Cl, 10.3—26.3) £

- CV comorbidity: 27.4%, (95% Cl, 18.8—36.7)

> p=0.11

1L and 2L+ - rate of discontinuation* was NOT § 025-

associated to age: &

« <75 years: 17.8%, (95% CI, 10.7-26.4) B : + - - - -
« 275 vyears: 27.3%, (95% CI, 18.7-36.5) Time (months)

9 p — 0 11 o At Iej:t one cardio::scular comozrzbidity 7 No ———o Yes

Yes 9 % 58 26 5 0

*discontinuation for any reason (including progression)

Quinquenel et al. Annals of hematology 2025
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NO statistically significant difference in terms of rwPFS for patients

with del(17p)/TP53m when compared to w/o del(17)/TP53m ( 92.1%
vs 87.1;p =0.21)

1L 12-month rwPFS
93.1% (95% CI: 88.5-97.7)
1L median rwPFS

NR

No statistically significant difference in terms of rwPFS for
patients with baseline CV comorbidities when compared to
patients with no CV comorbidities (88.4% vs 94.1%; p = 0.26)

[ls#+»+ DELL’' INNOVAZIONE

With Number of Subjects at Risk and 95% Confidence Limits

-Free Survival rate
o
bl
w

o
w
o

Progression
o
3
o

0.00
T

T T T T T T
0 6 12 18 24 30 36

Time (months)
| Chromosome 17p deletion and/ or TP53 No ———- Yes
No 128
Yes 48 44
D With Number of Subjects at Risk and 95% Confidence Limits
1.00
2 1
© 075~ |
T I
£ N
@ |
(7] I
& 050 T
£ I
2 1
a I
£ I
S 025- '
a
I
1
1
I
0.00 - |
T T T T T T T
0 6 12 18 24 30 36
Time (months)

At least one cardiovascular comorbidity No ———- Yes
87 82
Yes 66 89

Quinquenel et al. Annals of hematology 2025
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ARISE: an Italian multicenter, retrospective, real-life observational
study of acalabrutinib TTP

* ARISE (NCT06205498) is an Italian, observational, multicenter, real-world study based on a retrospective
cohort of adult CLL patients who initiated acalabrutinib monotherapy between May 1 2021 and April 30 2022
under lItalian legislation.

« The primary objective was to describe time to treatment discontinuation (TTD)
151 eligible pts 78.8% (n=119) treated in first line.

Demographics and biology (on 127 evaluable): DISCONTINUATIONS AND TTD
* Mean age = 69 years (SD 10.28);

. del(17p) and or TP53 mutated = 8.7% (n=11) *Median follow-up: 27 months.

* Permanent discontinuations: 10/150 patients

) . o
Cardiovascular comorbidities included . (I\?o7st/I0) g:jgrtaol I’agvll;’sglllzr(‘&f/o)'
* hypertension 52.8% (n=67) y

e e Ty ") " progrossion, comphance esues. or death
- atrial fibrillation 6.3% (n=8) Prog , COMP ) :

« atrial flutter 0.8% (n=1)
» congestive heart failure 2.4% (n=3).
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Time-Limited Acalabrutinib Monotherapy in Frail Patients with TN CLL.:

STAIR trial

Eligibility criteria

Impaired creatinine
clearance

(31-69 mL/min,
Cockroft)

e ACALABRUTINIB

- Previously untreated 100 i o =

CLL or SLL requiring mg or 18 months
treatment - :
(ig%é201 8 critgria) ?gr:sgza:;?;mype
- CIRS score >

and/or TP53 disruption

Continue
ACALABRUTINIB

Discontinue
ACALABRUTINIB

| progression |

Investigator choice
Primary endpoint

kel ACALABRUTINIB
(IRC) 100 mg PO BID (unlimited)
PFS at 1 year after randomization

The strategy was considered insufficiently promising if 1-year PFS rate was
lower than 756% in the experimental arm (null hypothesis)

S |4 - I D |
gg_ ‘ ny
B 1-yr PFS i°
it 5
& 96% vs 53% &
& “o’. 1 =i
=) ge
» 2
g o
28 Fyg
& 51 1-yr TINT 74%
——— Continue ACA(N=41)
S Discontinue ACA (n=80) s
d 1 T T T | Ll T 1 1 g - - - - : - - - -
0 3 6 9 12 15 18 21 24 0 3 6 g 12 15 18 21 24
Months

Months

Guiéze R et al., Abstract N. 684, oral presentation, ASH 2025
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Median age 77 yrs
CIRS score >6 in =60% of pts
CrCl <70 in 78% of pts

Among pts who discontinued Acala -
1-year PFS 90% in IGHV-M and 34%
in IGHV-UM

Response to retreatment (n=25)
- 24 restarted Acala per protocol,
ORR 87.5% (21/24)

AEs (in the whole cohort)

AF 6.9%, Hypertension 2.5%,
Bleeding 1.9%

Lower burden of AEs in the group
who discontinued Acala




CLL-FRAIL — acalabrutinib on old-old patients

Key Eligibility®2

* Age 280 years and/or FRAIL
scale score of 23

-

Screening

Acalabrutinib

>80years

100 mg PO

AND/OR Frail

e

BID until PD

50

45

40

35

30

25

20

15

10

b MaXimum Of 1 preViOUS Screening Interim staging Finalrestaging Efmdt .
Frailt Frailt Frailt or stuay
treatment fOf' CLL K A;aslegsmentl Agaslegsment.? A;aslegsments j
J
1.00 .
2 } Non- Median age 81
esponse: .
4 1 es% Ongoing treatment 65%
0.75
Missing O i ieieluteieieieteleteleinteteleldietelefeletetttlefeteleltte el
uPD
ORR sb
3 " g3sw  "PR 025 7 12-month estimated OS was 95.7%
mCR
0.00 - [ i | I
0 12 18 24 30
Time to OS event (months)
ORR 93.5% ——
- umber at risk (censored)

Response Assessment
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46 (0)

39 (5)

22 (21)

10 (33)

3 (40)

Simon F. et al. Poster presentation, ASH Annual Meeting, 2024




CLL-FRAIL — acalabrutinib on old-old patients

Adverse Events Summary (n=52) (median observation time 17.7 months)

Adverse Event, n All

Grade 23 __
2, Sl Q Atrial fibrillation: e o g .
COVID-19 19(365) 3 (5.8) > 2 cases 10 1 _
Hematoma 19 (36.5) 0 » 4% all grades = .
Diarrhea 12 (23.1) 1(1.9) 12 8
Anemia 9 (17.3) 6 (11.5) Q 5 patients (9%) died | = ——
Constipation 9 (17.3) 0 > There was one 6 -
Headache 9(17.3) 0 deadly SAE termed L = =
Fatigue 8 (15.4) 0 suspicion of cardiac « 0 S E
=dema 8 (154) R event, in a case of a o .
Contusion 7 (13.5) 0 . 4
Thrombocytopenia 6 (11.5) 1(1.9) 8§_year old patient i 5
Vertigo 6 (11.5) 0 with sudden death at || = Missing
Dehydration 6 (11.5) 1(1.9) home and known ' .
Rash 6 (11.5) 2 (3.8) cardiac comorbidities. P
Cardiac failure 4(7.7) 3(5.9) 53% of pts had an improvement in
Palpitations 4 (7.7) 0 their FRAIL scale scores

Only frequent adverse events (210% of patients) and cardiac events are depicted

Simon F. et al. Poster presentation, ASH Annual Meeting, 2024
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Take home messages

o Continuous BTKIi therapy is highly effective in high-risk CLL with TP53 aberrations
o TP33 aberrations remain prognostic even with fixed-duration combination therapies
o Treatment discontinuation due to AEs negatively impacts efficacy

o Second-generation BTKi show good tolerability with low rates of clinically relevant
AEs

o Real-world data confirm low discontinuation rates for 2nd generation BTKi

o STAIR trial: time-limited acalabrutinib — shorter PFS, especially in IGHV unmutated
patients

o FLAIR trial: continuous acalabrutinib — high response rates and improved frailty in
old-old/frail patients
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Sistema Socio Sanitario

.’. Regione
Lombardia

ASST Sette Laghi

NIVERSITA DEGLI STUDI
ELL’INSUBRIA

Polo Universitario

SC Ematologia U
ASST Sette Laghi

Universita
dell’Insubria

Varese

Grazie per la vostra attenzione!
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