IL CONCETTO DELLA

"DURATA FISSA" DAL REVOLUTIONARY
FARMACOLOGO ROAD IN CLL

A L L ' E MATO I_ O G O Innovazione rivoluzionaria nella terapia

della leucemia linfatica cronica

Nel paziente pretrattato

Milano, 10 luglio 2024

_ . Starhotels E.c.ho.
Lydia Scarfo

Universita Vita Salute and IRCCS Ospedale San
Raffaele, Milano



Disclosures: Lydia Scarfo

Research Speakers Advisory

Company name support Employee Consultant Stockholder bureau board Other
AstraZeneca X
AbbVie X
MSD X
BeiGene X X
Janssen X X
Lilly/Loxo X

REVOLUTIONARY ROAD IN CLL Milano, 10 luglio 2024

Innovazione rivoluzionaria nella terapia della leucemia linfatica cronica Starhotels E.c.ho.



2024 ESMO Guidelines

Symptomatic relapsed CLL
l 1 1 I l
Rel ft C\IT/ | | b - b
elapse after CIT or late relapse
" 5 Early relapse
(236 montt:s) aftl_errn;zndeTtoclax based, (<36 months) after venetoclax-based, Progression on a BTK:® TP53 mutation or del(17p)
i A time-limited TX

and no TP53 mutation or del(17p)

aFor relapse after CIT, BTKis or venetoclax—rituximab should be considered equally, depending on comorbidities, comedication, access and preference.
YIbrutinib should be considered carefully particularly in older patients with cardiac comorbidities. “Not EMA approved, not FDA approved in relapse.
dIf a patient relapses after prior treatment with a BTKi, which was stopped due to side-effects, changing to a different BTKi or rechallenge could be considered [lll, B].

Eichhorst B. & Ghia P. et al., submitted 2024
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VenR vs BR In RR CLL: the MURANO Study

 Global, Phase lll, open-label, randomized study’

Main study Substudy

VenR combination
therapy (n=194)

v Venetoclax Venetoclax monotherapy
en

: I Subsequent
R/R CLL (N=389) 5.week 400 mg orally once daily Venetoclax q

: treatment
ramp-up Rituximab 400 mg orally once daily retreatmen

with VenR
or crossover from
BR to VenR
following PD*

20-400 m 375 mg/m2 C1D1
Stratified by: 2 500 mg/m? C2-6. D1

» del(17p) by local labs

» Responsiveness to prior BR (n=195)
therapy

Bendamustine
A Geographicregion 70mg]m201_6' D1'D2 EEEEEEEEEEEEEEEEEEEEEEmEEnEnnnnnnn]p

Rituximab
375 mg/m2 C1D1
500 mg/m2 C2-6, D1
s 5 week y 6 month : 2 ; 7F 7
WweeKs monins max £ years years’
Start c1 C6 (EOCT) nax 2 yeer C24 (EOT) K foh

— Superior PFS and OS was observed with fixed-duration VenR vs BR in patients with R/R CLL
— At 48 months of follow up, deep responses with uUMRDT were associated with favorable PFS?2

*Investigator-assessed PD according to International Workshop on Chronic Lymphocytic Leukemia (iwCLL) criteria. TuMRD is defined as <1 CLL cell/10,000 leukocytes.
BR, bendamustine-rituximab; C, cycle; D, day; del(17p), deletion 17p; EOCT, end of combination treatment; EOT, end of treatment; max, maximum; OS5, overall survival,

1. Seymour JF, etal. N Engl J Med 2018;378(12):1107-20.
PD, progressive disease; PFS, progression-free survival; Rand, randomization; (u)MRD, {undetectable) minimal residual disease.

2. Kater AP, et al. J Clin Oncol 2020;38(34)4042-54.
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VenR vs BR In RR CLL: Baseline Pt Characteristics

Characteristics

Agel

Lymphocyte count, n (%)?*
del(17p)—(FISH),* n/N (%)?

TP53 mutational status, n/N (%)*

IGHV mutational status, n/N (%)*

Number of prior therapies, n (%)?

Prior therapies, n (%)?

Fludarabine refractory, n/N (%)?

1. Seymour JF, et al. N Engl J Med 2018; 378:1107—-1120 (incl. suppl.); 2. Seymour JF, et al. ASH 2019. Abstract 355 (Oral)
Summary of Product Characteristics (April 2020 update).
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Median, years (range)
>25x10°/L

Deleted

Mutated TP53
Unmutated IGHV

Mutated IGHV
Unknown

1

v N

3

Alkylating agent
Purine analog’
Anti-CD20 antibody
BCRi

Bendamustine

Yes

Innovazione rivoluzionaria nella terapia della leucemia linfatica cronica

64.5 (28-83)
129 (66.5)
46/173 (26.6)
48/192 (25.0)

123/180 (68.3)
53/180 (29.4)
4/180 (2.2)
111 (57.2)
58 (29.9)
25 (12.9)

185 (95.4)

158 (81.4)

148 (76.3)
3(1.5)
4(2.1)

27/191 (14.1)

66 (22-85)
134 (68.7)
46/169 (27.2)
51/184 (27.7)
123/180 (68.3)
51/180 (28.3)
6/180 (3.3)
117 (60)

43 (22.1)
35 (17.9)

182 (93.3)

157 (80.5)

153 (78.5)
5 (2.6)
5 (2.6)

30/194 (15.5)

; 4. VENCLYXTO® (venetoclax). EMA
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/y PFS and OS favor VenR over BR

Median PFS HR* 7T-year Median OS HR# 7-year
(95% CI), months (95% CI) PFS (%) (95% ClI), months (95% CI) 0S8 (%)
VenR (n=194) 54.7 (52.3-59.9) 0.23 (0.18-0.29) 23.0 VenR (n=194) NE 0.53 (0.37-0.74) 69.6
Stratified P-value Stratified P-value
BR (n=195) 17.0 (15.5-21.7) <0.0001t NE BR (n=195) 87.8 (70.1-NE) <0.0002t 51.0
100 100
80 80
60 60
o o
o o
401 404
20 20
0 T ?ensozed T T T T T T T T T T T T T D -I'- ?enso:-ed 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 9 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 9
_ _ Time (month) _ _ Time (month)
: '§E1'9'3§1:—"2£'C4 B5 80 60 56 45 40 32 27 24 21 141310 © B & 6 5 4 3 3 2 : 185181 175167 162155 152 150 147 141 140138 134131124121 115110107103 102 09 67 94 85 286 83 78 55 35 17 3

* Median follow up for efficacy (range) was 86.8 months (0.3-99.2) for VenR and 84.4 months (0.0-95.0) for BR
* No new safety signals were identified since the 5-year data cut,! with all patients outside of the AE reporting window$

*Stratified HR is presented, unstratified HR=0.25. TP-values are descriptive only. *Stratified HR is presented, unstratified HR=0.54. SAll AEs were reported until
28 days after the last dose of Ven or 90 days after last dose of R, whichever was longer. After this, only deaths, serious AEs, or AEs of concern that were believed
to be Ven-related were reported. AE, adverse event; Cl, confidence interval; HR, hazard ratio; NE, not estimable. 1. Seymour JF, et al. Blood 2022;140(8):839-50.

REVOLUTIONARY ROAD IN CLL Milano, 10 luglio 2024

Innovazione rivoluzionaria nella terapia della leucemia linfatica cronica Starhotels E.c.ho.




EOT uMRD predicts better outcome in pts treated with VenR

Landmark PFS

Patients who completed “;?SLZ“EFC')FTS HR (95% CI);
i - T
2 years of Ven without PD* (95% CI), months P-value
uMRD (n=83) 52.5 (44.5-61.5)
vs uMRD:
3.46 (1.75-6.86); <0.0001
High MRD+ (n=12) 4.6 (2.8-8.3) vs uMRD:
-0 (£.6-C. 17.22 (5.70-52.00); <0.0001
1004
80
604
40+ +
+
20+ ++ +
+  Censored
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 1
0 3 6 91215182124273033363942454851545760636669727578
1
EOT

No. of Patients at Risk

HighMRD+ 12 & & 2

Time (month)

77 73 TO 69 B85 65 54 52 48 47 44 39 37 3/ 30 17 15 @ 4 2

2 1 1 1 1 1

Patients who completed
2 years of Ven without PD*

uMRD (n=83)

High MRD+ (n=12)

100+

60+

401

Landmark OS

20+

01—

Median OS o )
since EOT HRP(-?fglﬁ)e(T:I)'
(95% ClI), months
NE (NE-NE)
vs uMRD:
1.07 (0.34-3.35); NS
vs uMRD:

63.1 (51.5-NE) 2.39 (0.73-7.80); NS

Bo-m

HHH

+  Censored

03
I
EOT

No. of Patients at Risk
uMRD 83 81

High MRD+ 12 12

81

12

w -

&1

12

1
121

81 81 80 80 B0 80 79 78 TE V8 T8 T4

12 1

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
5182124273033363942454851545760636669727578
Time (month)

7z 71 68 48 35 18 11 4 3 1

1 11 10 10 10 W0 & & ©® @ @ ¢ & § ¥ & 2

Achievement of uMRD was associated with prolonged PFS in VenR-treated patients

Low MRD+ is defined as =1 CLL cell/10,000 leukocytes to <1 CLL cell/100 leukocytes, high MRD+ is defined as =1 CLL cell/100 leukocytes. Stratified HR (85% CI) for Low MRD+ vs High MRD+ = PFS, 3.22 (1.04-9.97),
P=0.0350; OS, 2.27 (0.44-11.69), P=NS.

*Investigator-assessed PD according to iwCLL criteria. TStratified HRs and P-values are presented, P-values are descriptive only. NS, not significant.

Kater A, et al. EHA 2023
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Median 4 years interval from MRD conversion to PD

MRD status at EOT
(n=118)

M uMRD MRD+

C1D1 T

EO
Approximately 24 months

MRD conversion
after EOT

n=14
(17%)

PD* among patients with
MRD conversion

Next treatment among
patients with PD*

n=1 n=27
(1%) n=63 (69%)
(76%)
=5
(6%) n=9
n=3 (23%)
(38%) (8%)
B Sustained uMRD [ PD MRD conversion with PD or death B New anti-leukemic treatment
B MRD conversion [l Death [M MRD conversion without PD or death B PD B Death
Next
MRD Conversion treatment
conversion to PD or death

Median time from conversion
to PD: 28.3 months
(95% CI: 23.2-35.0)

*Investigator-assessed PD according to iwCLL criteria.

Kater A, et al. EHA 2023
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PFES after VenR In pts treated with BTKI vs Ven-based vs CIT

Patient disposition Progression-free survival
VenR
Median PF5 HR*
B Ven-based 100 -:EE‘H:C‘IE:I:-I OMmhs (B3 CI)
B BTEi VenRA-BTHi (n=30) 429 (77 3_ME)
0.51 {0.23-1.14)
BcT VenR-Ven based (n=47)  59.9 (M4.0-ME) Stratified P-value
80 - 0.0604
B Other 1.61 (0.63-4.14)
VenR-CIT {n=16) 12.4 (74467 Stratified P-value
0.5767
&0
v
Total = 93 o
40 L
Best ORR
- ' —t
Ven Retreatment BTKI 20 - :
o] O + Censors
DERI 0 | || || || || || | | || || || || || || || 1
OPR O 6 12 18 24 30 3B 42 485 54 B0 66 72 78 84 B0 06
TE.2% OnPR Mo. of patients at risk Time {months)
82.6% &5 25, 080 VenR-ETKI 30 23 27 24 23 21 17T 14 141211 2 0 8 B 7 & 4 3 1
50.0% VerR-venbased 47 44 42 40 40 33 33 31 23 26 25 2520 19 181513 10 7 4 2 2 2 2 2 2 2 2
OFD VenRCT 16 14 12 0 8 6 6 6 4 4 4 4 3 3 3 3 2 2 2 1 1 1
| *Stratified HR iz presented.
161 | 17.4% e
| 7 4% ' Harrup R, et al. ASH 2023

VenR (n=23) | M | ore
Milano, 10 luglio 2024

VenR [(n=42)
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GIMEMA CLL1920 Study Design

AIMS: To investigate the use of venetoclax-based combinations in a real-world population and define the
outcome of patients with R/R CLL treated with venetoclax-based regimens outside clinical trials in Italy

PRIMARY OBJECTIVE: to estimate the PFS in patients with relapsed/refractory (R/R) CLL treated with
venetoclax-based regimens according to the local label outside clinical trials in Italy

PRIMARY ENDPOINT: To estimate the PFS at 15 months from the start of venetoclax treatment

TIME INTERVAL: start of Venetoclax Named Patient Program (March 2016) until October 31st, 2021

" 100 4
100—=, Expansion R i 1 _. 100
<} ~N 1 o
X gy cohort — \ &
ET e = =
5 ‘ 2 75 . . 2 754
E 754 Dose-escalation g Patients without >
o |1—"“'l cohort 7] 1 del(17p) a
@ L ). N s e il (]
ST P R—— - o £ 0 o Vi & 5o e
& < <
s 2 2 —— 400-mg group
g 25 ?n 25 . 1 g 254  —— >400-mg group
& ) Patients with | ) —— <400-mg group
o a del(17p) =
o0 — T 1 T T T T T T 1 ’ 0 3 6 9o 12 15 18 21 24 27 30 0 L L B 13 w Tz o o B
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Month
Month Month
No. at Risk out 60 56 49 44 39 33 16 14 12 10 9
Expansion cohort 60 55 48 45 40 29 10 5 2 Ep g; gi ;;‘ 3(1) ‘1‘; ig ié 13 12 1? ?é
Dose-escalation 56 49 44 39 34 34 27 24 22 18 15 31 31 25 22 18 15 11 7 6 4 3 i A

cohort
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GIMEMA CLL1920 Baseline Pt Characteristics

Whole cohort (n=223) | Venetoclax mono Venetoclax + rituximab
(n=117) (n=88)

Median age at VEN initiation, 70 (40-86) 71 (44-84) 68 (40-86)
years (range)

M:F (ratio) 153:70 (2.2:1) 79:38 (2.1:1) 62:26 (2.4:1)
Rai stage IIl/IV 84/189 (44%) 42/99 (42%) 37/79 (45%)
TP53 aberrant 67/179 (37%) 41/92 (45%) 22175 (29%)
Unmutated IGHV 125/155 (81%) 66/82 (80%) 51/63 (81%)
Median number of prior 3 (2-10) 4 (2-10)* 2 (2-6)*
therapies (range)

Previous ibrutinib treatment 120/217 (55%) 85/117 (73%)* 25/83 (34%)*
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Early and deep responses were obtained in the whole cohort

ORR 79% ORR 85.5% ORR 87.3% ORR 89.6% Best response 85.2%
60
54 53 > 53
;\3 50
0 43 B CrR | PD
S 4 4 M CRi| sD
o » PR [ Death
o 31 20
S 30
Q
(@) 23
i
C 20
Q
8 14
@ 11 11
ol 0 10
5,2 4,6
2 1’5 213 3,1 2’6 3,2
o H _ B o 10
Month 3 Month 6 Month 9 Month 12 Best response
Time of assessment i
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PFS and OS for the whole cohort

Progression-free Survival Overall Survival
12m PFS 81.3% (76.1-86.9) 12m OS 86.0% (81.3-91.0)
15m PFS 75.5% (69.6-81.8) 15m OS 83.1% (78.0-88.6)
100% - 100%
S
QO 75% 75%
o ~
£ S
C N
O 50% @ 50%
‘0 2
@ <
a - b + 259
o
ol
0% 1 0% ]
0 12 24 36 48 50 72 0 12 24 36 48 50 72
Months Months

Median Follow-Up: 23.3 (0-72.8) months

Median Follow-up Ven mono: 31.1 (20.3-48.3) months
Median Follow-up VenR: 19.9 (11.5-24.8) months e —
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PFS and OS for BTKi-exposed Pts

Ibrutinib-exposure

Progression-free Survival Overall Survival
. 100% - 100% -
E\O/ NO
Q7551 75%7
Q) o)
w— EQ, ——tt—t
S 50% g) 50% o |
E 2% p = 0.00047 YES “ p=0029
o + +
o
0 0% 0%
d 1I2 2I4 3I5 4I3 EIU TIQ [i 1|2 2;1 3.5 4I8 SI[] le
Months Months
PreV|.01_Js 12 Month 15 Month PreV|.oys 12 Month 15 Month
Ibrutinib Ibrutinib
NO 87.4% (80.7-94.7) 86.0% (78.9-93.8) NO 89.4% (83.0-96.2) 88.0% (81.2-95.3)

YES 75.7% (68.1-84.1) 66.8% (58.4-76.3) YES 82.9% (76.1-90.2) 78.9% (71.6-87.0)
T
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Multivariate Analysis for PFS and OS

Multivariate Analysis for PFS Multivariate Analysis for OS
Characteristic HR? 95% CI! p-value Characteristic HR1 95% CI? p-value
LDH 3.18 1.84, 5.48 <0.001 L DH 4.53 2.01, 10.2 <0.001
Lines of treatment ibrutinib

2 — — No — —
3 2.16 0.97, 4.80 0.058 Yes 1.56 0.75, 3.25 0.2
4+ 2.43 1.10, 5.40 0.029 Lines of treatment
Ibrutinib 2 — —
No — — 3 2.84 0.98, 8.24 0.054
Yes 2.04 1.12, 3.70 0.019 4+ 3.10 1.07, 8.98 0.037
Venetoclax-based
regimen
Venetoclax alone — —
Venetoclax- 1.00 0.47, 2.10 >0.9
Rituximab

lHR ~ Hazard Ratlo, CI ~ Confldence Interval A Febi S i
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Venetoclax-related AE of any grade in 22 pts (Data cut Sep 2022)

System Organ Class

Preferred Term

Grade 1

Grade 2

Grade 3

Grade 4

Total

Blood and lymphatic system disorders

Anaemia

1

9

4

14

Febrile neutropenia

2

Neutropenia

w
w

76

32

Thrombocytopenia

1

Gastrointestinal disorders

Diarrhoea

Nausea

(o101

Vomiting

A ININA

General disorders and administration site
conditions

Asthenia

Fatigue

=

NN

Pyrexia

Bronchitis bacterial

Cystitis

Gastroenteritis

w

Infection

=

Infections

Pharyngitis

Pneumonia

Investigations

Neutrophil count decreased

Transaminases increased

NFRPINWNIBEDNDNDNW

Metabolism and nutrition disorders

Tumour lysis syndrome

2

Respiratory, thoracic and mediastinal disorders

Upper-airway cough syndrome

3

WIWINNWPRARWNOOIININWWNIN O

Total

26

79

91

N
o

In total 247 venetoclax-related AEs (127 G3-4) were reported; 2 grade 3 TLS met SAE criteria
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Only scanty data with [+V retreatment after 1+V

« Of 61 patients with CLL PD after completion of fixed-duration ibrutinib + venetoclax, 32 (52%) initiated retreatment with
single-agent ibrutinib (n=25) or ibrutinib + venetoclax (n=7)2

« Median time on retreatment on study:
- 21.9 months (range, 0.0-50.4) for single-agent continuous ibrutinib
— 13.8 months (range, 3.7-15.1) for 15-month fixed-duration ibrutinib + venetoclax®®

Study Entry Baseline Characteristics: Retreated Patients Best Response in Evaluable Patients to Date®
s Single-agent  Ibrutinib +  All Retreated 100 ~
Characteristic ibrutinib venetoclax Patients 90 A 86%
(n=25) GEY)) (n=32) 30 | CR 5% 1104
Median age (range), years 56 (39-71) 63 (49-69) 59 (39-71) © 70 cR
o
Male, n (%) 15 (60) 6 (86) 21 (66) s 60 | 14%
Rai stage III/IV, n (%) 4 (16) 2 (29) 6 (19) % 50 -
High-risk genomic w40 -
features, n (%) 0 30
Unmutated IGHV 20 (80) 5(71) 25 (78)
del(17p)/mutated TP53 5 (20) 5 (71) 10 (31) 20 A
del(11q)d 6 (24) 1 (14) 7 (22) 10 -
Complex karyotype® 9 (36) 2 (29) 11 (34)
. O .
>
El(j(!/':)y LN disease 25 cm, 10 (40) 1(14) 11(34) Single-agent ibrutinib Ibrutinib + venetoclax

(n=22) (n=7)

Wierda W et al, ASCO- 2024
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I+V In RR CLL: the CLARITY Study

Characteristic Patients, No. (%) .
No. of patients 54 UMRD rate Over tlme
Sex
Male 37 (69) Peripheral Blood
Female 17 (31) 100 A
Median age, years (range) 64 (31-83)
Current Binet stage 90 +
A 12 (22) 80 -
B 18 (33)
c 22 (41) 70 4
NK 2 (4) =
Lymph nodes, bulky = 5 cm 4.(7) ~°> 60
ECOG performance status ﬂ
0 32 (59) _5 50
1 18 (33) T 404
2 3(6) &
NK 1(2) 30 -
IGVH gene use
Mutated 10 (19) 20 -
Unmutated 40 (74) 10 4
VH3-21 3 (6)
Failed 1(2) 0 -
Del(17p) 11 of 50 (22) \'\
Del(11q), not del(17p) 9 of 45 (20) & °>°\$ & %Q\ 49\ %\&, y $@ p- iq," ‘oQ\ ¢>® %Q\ %Q\o @\o //@\o //v o&“//‘l«
Median prior therapies (range) 1(1-6) Q Ny \Q \° Q\Q Q\Q ®\° @ Ny @ O @ N\ @ N
Previous FCR or BR 45 of 54 (83)
De;(éépo)rirééhose who had previous 7 of 41 (17) u M R D | n PB at MO n t h 14 53% (28/53)
Previous FCR or BR in those with del(17p) 7 of 11 (64) uMRD in BM at Month 14: 36% (19/53)
Relapse within 3 years of BR or FCR 21 of 54 (39) H”'men P’ et a/_ JCO 2020
Previous idelalisib 11 of 54 (20)
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I+V In RR CLL: the IMPROVE Study

PR/CR and uMRD — Treatment discontinuation

PR/CR and MRD >107*
Ibrutinib 420 mg daily

-

i 4

Venetoclax 400 mg daily m Treatment discontinuation if both PB and
BM MRD levels <10 at any timepoints

C1D1 C4aD1  C7D1 C10DT  C13D1  C16D1  C19D1  C22D1 C24D1
& & & & & & & VA 4

6-color flow cytometry ERIC panel including CD5/CD81/CD43/CD19/CD20/CD79%b

— 1.0
2
Venetoclax mono Venetoclax + ibrutinib £ 8
(C1D1-C12D28) n=38 (C13D1 up to C24D28) n=19 g ©
wv
Not §
evaluable PD S i
PR uMRD [ PR MRD+ E 06 i
\ UIVIRU R MRD — ﬂ !
N " CRMRD+ 5 36-month PFS: 74.5% i
4 = 04 4 !
— 1
S i
s e i
R uMR S 024 i
8_ 1
29% 26% S i
e i
CR uMRD PR MRD+ CR uMRD 0.0 . T . . , , .
. 0 10 20 30 40
Scarfo L, Heltai S et al, Blood 2022 Progression-free survival (months)
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Venetoclax consolidation in High-risk CLL on ibrutinib

Eligibility:

- CLL/SLL, treated with ibrutinib
for = 12 months with measurable
MRD AND no clinical disease
progression

- >1 high risk feature*:
Del(17p) or TP53mut
Del(11q)

Complex karyotype
Elevated B2M

Thompson P et al, Leukemia 2023

Response assessment pre-venetoclax and
g6m CT and bone marrow with MRD4
analysis

I

Continue ibrutinib at current
dose.

Venetoclax standard weekly
dose escalation x 28 days,
followed by 400mg/d, for max.
24 cycles (28d each) total®

"MRD-directed therapy: patients who
achieve CR with U-MRD4 on two
consecutive occasions, 6 months apart,
will stop venetoclax.
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Conclusions

v" Venetoclax alone or combined with rituximab proved to be effective and

well-tolerated in a both clinical trials and real-world experiences in RR
CLL

v Depth of response and in particular uMRD status correlates with prolonged
PFS in patients treated with venetoclax + anti-CD20 monoclonal antibody

v" Neutropenia is the most frequent G3-4 adverse event while TLS events
occur rarely

v' Limited data are available for the combination of venetoclax + BTKi in
RR CLL

v How to optimize sequencing and time limited and/or MRD driven
approaches in the current chemo-free era remains worth investigating
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