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Relevant factors to choose relapse therapy

Prior treatment:

Genetic

) Response
evolution -
Tolerability Local
. availability
Optimal

sequence of
therapy




Fixed vs Continuous: a wide range of possible sequencing combinations

FIRST LINE SECOND LINE
4 ) __
Venetoclax-Rituximab
8 Venetoclax-Obinutuzumab
E Ibrutinib-Venetoclax
\_ J \_ J
0 )
2 Ibrutinib flbrutinib )
S | Acalabrutinib Acalabrutinib
é Zanubrutinib Zanubrutinib
Z
8 \_ ) kVenetocIax Y.

Both cBTKi and BCL2i +/- anti-CD20 mAb are highly effective therapies for R/R CLL

These therapies may be used sequentially in either order (independent mechanisms of action and resistance)




SECOND-LINE THERAPY IN CLL

Frontline
therapy d

* Acalabrutnib
* |brutinib
* Zanubrutinib

- Fixed Continuous
Second-line :
thera =) duration (cBTKi)
Py (VenR)
DISEASE RELATED PATIENT RELATED
Decisi Genetic risk Age & Fitness status
ecision
o * Del17 . iditi
Criteria Y | Comorbidities
« TP53 gene mutations + Concomitant medications
» IGHV mutational status * Renal function




Ibrutinib in R/R CLL patients — final analysis of RESONATE HEEB

Ibrusnib
100 - == Ofatumumad .
. — Progression
04 » 4 .
m-195 1o Median follow up 65 months
0 - Median PFS, mo 441 81
’ (95% CI) (38.5-56.2) (7.8-83)
£ 70 H Hazard ratio (95% CI) 0.148 (0.113-0.156)
] [} .
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B 5
04 % . lbutic | Ofalumumab % 40 -
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aod % WaGan PFS, mo PR 20 'g"
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= 1 Both del(17p) and Neither del(17p) nor  Either del(17p) or
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g 50 » 10 1 [ Median PFS, 40.6 56.9 407
E w H mo (95% Cl) (17.6-56.2) (36.4-NE) (25.4-57.3)
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e
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L ' Months
20 o
.
L]
104 LR
o e -
0 3 6 9 12 15 18 21 24 27 30 33 35 39 42 45 4B 51 54 57 60 63 €6 69 72
Months
Patients at Risk

Ibntinib 168164 156148140 134130127119107 100 96 83 87 80 73 71 70 67 62 58 50 29 3 .
Ofatumumab 15412389 44 20 1311 8 5 4 2 1 1 1 1 1 1 1 0 Munir T et al. Am J Hematol 2019



Acalabrutinib in R/R CLL patients — ELEVATE-RR

~ ELEVATE-RR(ACE-CL-006) ]
80
R/R High-Risk CLL gR e
v
Ibrutinib 420 mg QD e s
. . . . Events, No. {%) Median (96% Cl) HR (95% C1)
* Randomized, open-LabeI, non-lnferlorlty, phase 3 StUdy 20 Acalsbrutinib  143(53.4)  384(330w386)  1.00(079t0 1.27)
in previously treated CLL with del(17p) or del(11q) —— tbrutinib 136(513)  384(3010 416)
Ll I L 1 Ll 1 1 l 1 1 L Ll 1 L} 1 ] 1 1 I
*45.2% del(17p) and 64.2% del(11q) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time (months)
| Atrial fibrillation/flutter | | Hypertension | Bleeding events |
®01 Acalabrutinib:ibrutinib °01 Acalabrutinib:ibrutinib
HR (95% Cl): 0.52 (0.32, 0.86) HR (95% Cl): 0.34 (0.21, 0.54)
40 80 9 Acalabrutinib:lbrutinib
= A = Acalabrutinib . 401 — Acalabrutinib HR (95% C]): 0.63 (0.491 0.82)
% —— Ibrutinib % — lbrutinib === Acalabrutinib
@ 301 ¢ 304 601 — ibratinib
5 g
g 2] 2 20, 40
5 s
E g
O 101 3 101 20+
0 0 0+
| B R B B B N R R BN R BN RN RN R B R R | r-r-r—r—ereTTrT-r--Tr-r--—-r_ —ee--re-r-rrrrrereeererrrrra
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months Months

1. Hillmen P, et al. Oral S145. EHA2021 Congress. June 9-17, 2021; 2. Byrd JC, et al. J Clin Oncol . 2021



Zanubrutinib in R/R CLL patients — ALPINE

Median study follow-up

100~ .
Arm A: % 42.5 months Progression
Zanubrutinib 160 mg PO ~— X
BID (n=300 : g 807 e !
( ) Patients 8 > 704 4, I .
o -~ E 'l "
5 treated until £Z 40 A il W
. L .
2 >  PDor 5% > i cBTKi
» o — I
unaccgp.tabl o PFS Events I
e toxicity 53 407 n (%) I
R Arm B: &2 304 — zanubrutinib 150 (45.9) |
?) Ibrutinib 420 mg 5 — Ibrutinib 177 (54.5) |
@ 204 |
QD (n=300) 10 Hazard ratio (95% C1)=0.68 (0.54-0.84) |
I
1 0 1 I 1 1 1 1 1 U 1 U 1 i U U 1 U 1 1 I U U
Randomized, open-Label, phase 3 study 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
. . No. at Risk Months from Randomization
in previously treated CLL Zanubrutinib 327 315 302 295 287 272 258 247 242 236 218 210 189 151 128 108 104 43 1 :
Ibrutinib 325 305 293 273 258 242 229 212 200 194 183 173 148 116 101 77 74 30 10 2 1 0
Time to Occurrence of Cardiac Disorders?
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VenR fixed duration therapy in R/R CLL - MURANO

7-year follow up

1

PFS (%)

No. of patients at risk

00+~

80+

60

40

204

+Censored

Median PFS HR
(85% Cl). months (85% Cl)

VenR (n=134) 54.7 (52.3-59.9)

0.23 (0.18-0.29)

0

0

T 1 Ll \J L L L) \J \J J
6 12 18 24 30 36 42 48 54 60
Time (months)

66 72 78 84 90 96

184 190185170176 174 170 167 161 150 142136 133125119 111 107102 88 79 68 63 57 54 46 45 37 34 190 14 4 4 1

56 45 40 32 27 24 21 14 13

8166 144 120104 85

B
100 =
s ‘%\‘“
g 60+
0
© 404 Median OS HR
(85% Cl). months (95% CI)
20+ VenR (n = 194) NE
T m———— 0.53 (0.37-0.74)
+Censored BR (n = 195) 87.8 (70.1-NE
0 T 1 L) L L L L L L L L J L L L 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

No. of patients at risk

Time (months)

194 190185 183 182179 178 176 173 168 168 185 164 163 161 160 150 158 156 153 151 150 140 147 141 13613112582 53 10 11 4

47 141140138134 131124121 115 110 107

04

Fixed-duration
VenR

Methods

9 a
'
Main study

Randomized to VenR Randomized to BR
(n=194) (n=195)

l Substudy l

Progression after
treatment cessation
and crossed over
to receive VenR (n=9)

Progression after
treatment cessation
and retreated with
VenR (n=25)

VenR-treated patients who achieved undetectable minimal residual
disease (MRD) (n=83):

End of treatment Conversion to progressive disease

Median time:
4.5 months (n=36)

Median time:
28.3 months

Median time:

19.4 months (n=63)

MRD conversion Next treatment or death

Kater AP et al. Blood 2025




VenR fixed duration therapy in R/R CLL - MURANO .
7-year follow up

Substudy Results ———
VenR retreatment (n=25) VenR crossover (n=9)
Median PFS: 23.3 months Median PFS: 26.7 months

Best overall response rate: 72.0% | Best overall response rate: 88.9%

Median PFS
100 =y (95% CI), months
VenR retreatment (n = 25) 23.3 (15.6-24.3)
80 = o
3
g 60 = g
4 =
o 40 - g
g
209 — venR (n =25) %
+ Censored 5
0 T T T T T T T T

I I
0 3 6 9 12 15 18 21 24 27 30
Time (months)

w
w

No. of patients at risk
— 25 22 22 21 19 15 14 11 7 1

1e/poo|q/bio suol

Kater AP et al. Blood 2025



SECOND-LINE THERAPY IN CLL

Frontline
therapy -
[ Intolerance ] [ Progression ]
Second-line

Alternative

Ven
mono



cBTKi shifting in patients intolerant to a previous cBTKi = £

Ibru > Acala (ACE-CL-208)

Acalabrutinib Experience for Same Patient, n

mPFS: NR

Same Higher
Grade Grade
0 0
2 0
0 0
2 0
1 0

Events Resulting in No. of
Ibrutinib Intolerance* Patients OQverall Lower
Grade
Atrial fibrillation 161 2 2
Diarrhea 7 5 3
Rash 7 8 3
Bleeding*1 6 5) 3
Arthralgia 78 2 1
1.0
= 08 Acala
Ke]
b=
2 06
o
e
® 04 24-month PFS estimate, 71.9
o % (95% Cl) (57.8-82.1)
0.2
36-month PFS estimate, 58.3
0.0 : % (95% Cl) (42.2-71.3)
No. at risk Months
60 53 51 50 44 42 38 38 37 34 32 25 14 8 3
Therapy
duration

Rogers KA, et al. Haematologica 2021
Shadman M, et al. Lancet Haematol. 2023
Shadman M, et al. EHA. 2023

Median prior LOT:
2(1-10)
Prior lbr: 100%

Ibru/Acala > Zanu (BGB-3111-215)

Ibrutinib lmollum events

DN ot rocw
= Recumed ot 8 lower grade
Recured at same grade
= Recumed at higer grade
0o 4 L 72 16
Number of patients

ALT, alanine aminotransferase increased; AST, aspartate aminotransferase increased; GERD,
gastroesophageal reflux disease.

In efficacy evaluable pts, disease was controlled (SD/PR/CR) in 96% pts
previously intolerant of only ibrutinib and 95% pts previously intolerant of
acalabrutinib

BTKi cycling is effective



Ven-R in BTKi-exposed CLL

[ Intolerance ]

Alternative
cBTKi

Probability of survival

VEN-R cohort
100 1 +~ PFS
= OS
75
50 -
25 -
0 1 I I Ll Ll

0 12 24 36 48 60

Time since initiation of
VEN-R (months)

PFS 32 15 6 2
OS 32 24 8 6

Probability of survival

PFS 15
0S 15

100

VEN-monotherapy

- PFS
= 0OS

0

12 24 36 48 60
Time since initiation of
VEN (months)

3 2
7 6 2 2

% PFS

Del(17p)/TP53mut 26 11 4
Neither 12 5 3 1 1

rm——————————
<
)
=)
a

PFS stratified by TP53 status
- del(17p) and/or
TP53 mutated

-+ Neither del(17p)
nor TP53 mutated

100

75 A

50 -

25 A

0 12 24 36 48 60

Time since initiation of
VEN-based therapy (months)

> The median PFS after VEN-R initiation was 25.9 months and the median OS was 46.1 months

» The median PFS for patients receiving continuous VEN monotherapy was 10.5 months and the median OS

was 30.5 months

Lew et al, Blood Adv 2024



Ven monotherapy (continuous) in BTKi-exposed CLL

[ Intolerance ]

Alternative
cBTKi

r

Single-arm, phase 3b trial (VENICE-1) in R/R CLL stratified by previous exposure to a BCRIi

A
- 100 -1~ Events  Median progression-free
= survival (95% Cl), months
s 80
s - Total (N=258) 92 28.3(22-2-30-5)
7 60+ Hw
. N .. e S
-« 15
g 40 L\_l‘
.a ﬁ‘.\—-‘
& 204 |
g . s
= 0 1 |l || 1 T T T 1 — 1 U 1
0 6 12 18 24 30 36 42 48 54 60 66
Number at risk 258 228 92 62 43 26 15 7 3 0 £ N
(number censored)  (0) (12) (135) (153) (159) (166) (166) (166) (166) (0) () ()

Kater et al Lancet Oncology 2024

Events

Median progression-free
survival (95% Cl), months

— BCRi-naive group (n=191) 63
— BCRi-experienced group (n=67) 29

Progression-free survival (%)

28.8(22:2-31.8)
23-4(16-8-33:8)

Number at risk
(number censored)
BCRi-naivegroup 191 174 65 45 32 21
(0) (7) (109) (120) (124) (128)
BCRi-pretreated group 67 54 27 17 n 5
(0) (5) (26) (33) (35 (38)

n 4 1 0 - "
(128) (128) (128) () () ()
¥ 3 3 0 = =
3% (38) B8 (© ) )



SECOND-LINE THERAPY IN CLL

Frontline
therapy

Second-line
therapy

- EREE

-)

{ Progression J

= -

Based on AIFA prescription:
* lbrutinib
» Zanubrutinib




BTKi post venetoclax therapy is an effective sequence in Vo +obi
the CLL14 trial

( Progression ‘

Unknow
n
Total 14 7 1 6 63 27 12 2 22
BTKi 8 3 1 4 35 15 4 2 14
Venetoclax 2 1 1 8 4
CIT 3 3 15 5 7 3
PI3Ki 1 1
Rituximab 1 1
monotherapy
Others 1 1 3 3

¢ Median observation time: 52 months

* All patients off treatment for 23 years

Al-Sawaf O, et al. EHA 2021. Abstract S146; Al-Sawaf O, et al. J Clin Oncol 2021



SECOND-LINE THERAPY IN CLL

Frontline

{ Progression J

Based on AIFA prescription:
* lIbrutinib

Second-line cBTKi »
)
therapy Ven
mono




Ibrutinib post 1+V is an effective and safe sequence in

the CAPTIVATE trial

100 -
00 . 86%
80 - SR 71%
70 1 CR
60 - 14%
50 -
40 -
30 -
20 -
10 |
O .

Patients, %

Ibrutinib + venetoclax
(n=7)

Single-agent ibrutinib
(n=22)

Median time on retreatment:
21.9 months (range, 0.0-50.4) for ibrutinib
13.8 months (range, 3.7—15.1) for ibrutinib + venetoclax

AEs during retreatment were consistent with known safety
profiles for single-agent ibrutinib and ibrutinib + venetoclax

Progression

Single- Ibrutinib +
AEs, n (%) agent venetoclax
ibrutinib (n=7)
(n=25)
Any AE 18 (72) 7 (100)
Most frequent AEs®
COVID-19¢ 5 (20) 2 (29)
Diarrhea 5 (20) 3 (43)
Hypertension 4 (16) 4 (57)
Pyrexia 3(12) 0
Upper respiratory tract 3(12) 0
infection 1(4) 2 (29)
Nausea
Grade 3/4 AEs 6 (24) 2 (29)
Serious AEs 5 (20) 0
AEs leading to 1(4) 0
discontinuation
AEs leading to dose 0 0
reduction

Wierda WG et al ASCO 2024



Continuous Ven or fixed duration Ven-R post |+V are

feasible options  progression

o

n
mono

AGENZI A IT ALI AN A DEL F ARM AC O E |Campo obbligatorio i fini dell'eleggibilit VENCLYXTO (venetoclax)

0 |campo obbligatorio Leucemia Linfatica Cronica (LLC)
DETERMINA 26 febbraio 2024 1. VENCLYXTO in monoterapia é indicato per il trattamento della Leucemia Linfatica Cronica (LLC) in presenza
della delezione 17p o della mutazione TP53 in pazienti adulti non idonei o che hanno fallito la terapia con un

Modifica delle condizioni e modalita' di monitoraggio nell'ambito dei inibitore della via del recettore delle cellule B.
registri AIFA del medicinale per uso umano «Venclyxto». (Determina n.
2/2024). (24A01189) 2. VENCLYXTO in monoterapia é indicato per il trattamento di pazienti adulti con LLC in assenza della

el 17p o i TP53 che h fallito la chemioii oterapia e la terapia con un inibitore della
(GU n.55 del 6-3-2024) via del recettore delle cellule B.

)

3. Venclyxto in cc
linfatica cronica (LLC) che hanno ricevuto almeno una terapia precedente.

con rituximab é indicato per il trattamento di pazienti adulti con leucemia

Y}

' m " m m m 4. Venclyxto in cc con obinut b é indicato per il trattamento di pazienti adulti con leucemia
oppure & risultato refrattario al trattamento (recidiva linfatica cronica (LLC) non trattati in precedenza.

F (o gres sione malattia m.'“ mesi Indicazione ammessa alla rimborsabilita:
ro a 6 Venclyxto in combinazione con obi b é indicato per il trattamento di pazienti adulti con leucemia
M al termine “m’? linfatica cronica (LLC) non trattati in preced e non candidabili ad i hemioterapia di prima linea

tipo FCR




Second line treatment choice

_________________________________________________________________________

(Progression}

—

|
[ Progression }'

|
1 | I
1
: L L
1 1 1 1
1 1 : 1
1 1 |
Fixed Continuous : Alternative : :
d  duration (cBTKi) b Lo
| - . - : I
|

Intolerance

'R

[ Progression ’

Ibrutinib
Zanubrutinib

1

Acalabrutinib 1

Ibrutinib
Zanubrutinib

DOUBLE REFRACTORY PATIENTS ARE AN UNMET CLINICAL NEED



Pirtobrutinib in BTKIi pretreated CLL/SLL

Phase 3 BRUIN . " Population: R/R CLL / . —_—
CLL-321 Study drug: Pirtobrutinib Clinical trial #: NCT04666038

Pirtobrutini IdealR / BR i ini
PFS by IRC T - TTNT or death [l i

Number of events, n (%) 74 (62) 79 (66) - Number of events, n (%) 54 (45) 82 (69)
Median PFS, months (95% Cl) 14.0 (11.2-16.6) 8.7 (8.1-10.4) o Median TTNT, months (95% Cl) 24.0 (17.8-29.7) 10.9 (8.7-12.5)
Median follow-up, months 19.4 17.7 % Median follow-up, months 20.0 20.2

100 = HR (95% ClI) 0.54 (0.39-0.75) §1 00 Hazard ratio (95% Cl) 0.37 (0.25-0.52)
Stratified log-rank 2-sided p- 0.0002* + 90 Stratified log-rank 2-sided p- <0.0001*
value value

n
(05}
o

|

Study met primary endpoint at earlier data cut (Aug 2023)
IRC HR, 0.58 (95% Cl, 0.38-0.89); p=0.01

\I
o
|

60

Pirtobrutinib
reduced risk
of starting

Pirtobrutinib
reduced risk of
progression or

Pirtobrutinib

Pirtobrutinib

w b O
o O O
| | |

IdelaR / BR next

= N W b OO N O ©
O O O O O O o o o o
| | | | | | | | |

Progression-free survival probability (%)

robability of remaining free of nex

IdelaR / BR death by 46% treatment or
S according to IRC 20 death by 63%
1 ™ assessment 104 with a median
TTNT of
T T T T T T T T T T T T T T T T 1 0 I I I I I I I I I I I I I I I I 1 ~24 months
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 810121416 18 20 22 24 26 28 30 32 34
No. at risk Time since randomization (months) ﬁ'o at risk Time since randomization (months)
o. atris )
11911410596 91 84 81 74 60 45 34 23 17 10 9 4 2 1
11911310084 79 69 54 44 36 19 12 10 4 3 3 3 2 0
11992 73 60 57 37 25 18 16 10 7 5 3 1 0 0 0 0O 11910186 72 66 56 44 33 26 1913 8 7 3 3 0 0 O

U PFS benefit also in patients with high-risk features compared with IdelaR / BR
O Good tolerability with very low rate of treatment discontinuation (5.2% in pirtobrutinib arm vs 21.1% in IdelaR / BR arm)
Sharman JP, et al. ASH 2024. Abstract 886



The BTK Degrader BGB-16673 in patients with R/R CLL

BGB-16673: Phase 1 CaDAnCe-101 Study

(A) Ternary complex formation
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Rapid and significant cytopenia

improvement in patients with
treatment response

Thompson MC et al ASH 2024



Epcoritamab monotherapy in pts with R/R CLL

EPCORE CLL-1

Expansion (EXP; N=23) Cycle 1 Optimization (C1 OPT; N=17) Expan sion Cohort: 23 pts
CRS prophylaxis First full dose CRS prophylaxis ) First full dose .
* Prednisone (C1D15): - Dexamethasone (C1D22): Median Age: 67y
48 mg * Adequate hydration ) 48 mg
o doean TP53™and or del17p: 65%
Step-up dose 2 (C1D16):3 mg . . .
(C1D8): 0.8 mg i Median prior lines tx: 4 (2 4: 61%) - CIT 71%,
(C1D8): 0.8 mg . - o
T T - cBTKi plus anti BCL2:81.7%
(C1D1): 0.16 mg (C1D1): 0.16 mg
Data cutoff: May 28, 2024 Data cutoff: May 28, 2024
Median follow-up: 22.8 months Median follow-up: 2.9 months

Progression-Free Survival Overall Survival
52% 70%
100- 100— :
mFU: 22.8 months 80- 80- E
Response, n (%) Full Analysis Response TP53 IGHV Double s 60- 3 60 '
Set Evaluable Aberration Unmutated Exposed? ; < H
N=23 n=21 n=15 n=16 n=19 L 404 8 40 ;
Overall response® 14 (61) 14 (67) 10 (67) 10 (63) 10 (53) 20- 20- E
Complete response 9 (39) 9 (43) 5(33) 7 (44) 7 (37) E
Partial response 5 (22) 5 (24) 5 (33) 3(19) 3 (16) 0 . p 0 L S 1?2 e 1 2 2
Stable disease 4 (17) 4 (19) 2(13) 3(19) 4(21) Time (months)
Progressive disease 1(4) 1(5) 1(7) 0 1(5) Patients at risk Patients at risk
23 15 11 9 6 4 2 2 0 23 18 18 6 16 15 10 8 4

Danilov et al ASH 2024



Lisocel in R/R CLL/SLL — TRANSCEND CLLO004

: BTKi Prior BTKi exposure
Full study population  progression/venetoclax and venetoclax-naive

at DL2 failure subset at DL2 subset at DL2
(n = 88) (n =50) (n=18)

Primary endpoint: IRC-assessed CR/CRi rate per iwCLL 2018,

18 (20) [13-30 10 (20) [10—-34 4 (22) [6—48
n (%) [95% CI] (20) [ ] (20) [ 1 (22) [ ]
Key secondary endpoints
IRC-assessed ORR, n (%) [95% CI] 42 (48) [37-59] 22 (44) [30-59] 11 (61) [36—83]
UMRDA4 rate in blood, n (%) [95% Cl] 58 (66) [55-76] 32 (64) [49-77] 12 (67) [41-87]
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