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WHY FIXED DURATION therapyin TN CLL

« prolonged treatment free period
* drug exposure = less toxicity

* no resistance development allows retreatment with the same drugs

Venetoclax Ibrutinib?
No resistance developmentt At1y

Venetoclax Obinutuzumab’
No Resistance Development At 1y
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FIXED DURATION therapy in TN CLL

Anti CD20
@ PLUS BTKi

Anti CD20

PLUS BTKi PLUS Mo Ab



Populations included in fixed-duration combination studies

del(17p)/TP53-

Median age <65 | Median age >65

mt

+

CAPTIVATE' CAPTIVATE'

all comers

CLL17

Al Sawaf ASH 2025
oral presentation

CLL133 CLL144

AMPLIFY®

AMPLIFY> Phase Il ISS*®

There are no head-to-head trials for these treatments. This slide is intended to provide an overview of patient characteristics only. Cross-trial comparison should not be inferred.
*Study investigated A+V+0 only.
A, acalabrutinib; |, ibrutinib; ISS, investigator-sponsored study; O, obinutuzumab; V, venetoclax.

1.Tam CS, et al. Blood 2022;139:3278-3289; 2. Kater AP, et al. NEJM Evid 2022;1:EVID0a2200006; 3. Eichhorst B, et al. N EnglJ Med 2023;388:1729-1754; 4. Fischer K, et al. N Engl JMed 2019;380:2225-2236; 5. Brown JR, et al. N Engl J Med 2025;392:748-762; 6. Davids MS, et al.
J Clin Oncol 2024;43:788-799.




Venetoclax + Obinutuzumab TN CLL

Rational

PLUS

OBINUTUZUMAB

B-cell (isolated from primary CLL patient samples) depletion relative to untreated controls assessed
by flow cytometry :
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Venetoclax-obinutuzumab: prolonged PFS, high uMRD, with ~1y of tx

Elderly/Unfit

CLL14 (vs O-Chl)"
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CLL13 (vs IVO, VR, CIT)?
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FIXED DURATION Therapy in TN CLL: Venetoclax plus cBTKi

Synergistic mechanism of action of ibrutinib

° ° H 3
Synerglstlc effect1:2 and venetoclaxin CLL/SLL
Ibrutinib mobilizes Ibrutinib accelerates
CLL cells out of lymph nodes and other protective | apoptotic cell killing by

lymphoid niches and inhibits proliferation | sensitizing CLL cells to
: BCL-2 inhibition by Ven

PLUS IBRUTINIB

Lymph Node
Stromal cell Ibrutinib
@ = i
Venetoclax
[ Different sites of activity
I Ibrutinib enhances venetoclax activity e &

] Potentially reduces emergence of ve % %

resistance mechanisms Ibrutinib + Venetoclax eliminate

resting and dividing CLL cell
subpopulations

BCL2=B-cell ymphoma 2; CLL=chronic lymphocytic leukaemia; TN=treatment-naive.
1. Deng J, et al. Leukemia. 2017;31(10): 2075-2084. 2. Tam CS, et al. Abstract 396. Presented at the 63 American Society of Hematology (ASH) Annual Meeting and Exposition; December 11-14, 2021; Atlanta, Georgia, USA.
3. Derived from Munir T, et al. Future Oncol. 2025;21(29): 3763-3771.



Ibrutibinib + venetoclax acting sinergically

Bone marrow Peripheral blood Lymph noded

BOLX, e Cell death Ty
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C' Ghia, Paolo. ASH Annual Meeting &Exposition, 2024 (v1.0)

Caspase activation l.

Protective effect WcL

tct‘nb

Mitochondrial .
outer-membrane : {
permeabilization l
Cell death S

Venetoclax

.Blood cancer journal. 2021 Apr 29;11(4):79..

The ibrutinibe (IBR) results in mobilization
of CLL cells from niches in lymph nodes,
while venetoclax targets CLL cells in the
blood and bone marrow.

The venetoclax targets BCL-2 to induce
apoptosis, but MCL-1 can protect malignant
cells from mitochondrial-mediated cell
death.

Treatment with IBR leads to a reduction
in MCL-1 protein levels and results in
synergy when combined with
venetoclax.



Levels of the pro-survival BCL2 family members Bcl-XL and Mcl-1 collapse
in LN emigrants (CXCR4dim) upon ibrutinib treatment
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BTK inhibition enhances mitochondrial BCL-2 dependence (“Death Priming”)
accompanied by an increase in the pro-apoptotic protein BIM &

p

Pro-survival proteins (e.g. BCL-2)
sequester pro-death proteins by
binding to their BH32 motifsl?2

-
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. PlatiJ, et al. Integr Biol (Camb) 2011; 3:279-296;
. Czabotar PE, et al. Nat Rev Mol Cell Biol 2014; 15:49-63;

. Dengl Leukemia 2017

. Souers Al, et al. Nat Med 2013; 19:202-208 (incl. suppl.);
. QOltersdorf T, et al. Nature 2005; 435:677-681;
. Tse C, et al. Cancer Res 2008; 68:3421-3423.

»

Ibrutinib

its occupancy of BCL-2 (Primed cell
with lower apoptotic threshold)
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Venetoclax + Ibrutinib: Prolonged PFS, high uMRD, with 15 m of therapy

Elderly/Unfit Young/Fit

Young FIT

GLOW phase 3 trial: Ibrutinib Venetoclax vs CIbO

Median age: 71y

106 pts, Median 71 y 159 pts, Median 60y
Age 275 years: 33% : .
No del17p/TP53 67 m follow-up feraparass 15
PFS
ID'U' -~ |br+Ven -4 Clb+0O
oy 1004
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Pati . Months from date of randomization
atients at risk reprone s
Ibr+Ven 106 99 92 90 88 83 80 76 69 64 38 16 1 pearrosmmene
Clb+0 105 101 95 61 50 43 33 24 21 17 12 5 0

Niemman , et al. ASH 2024
Ghiaetal., EHA 2025
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CAPTIVATE (PCYC-1142) phase 2 trial
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FD Venetoclax Obinutuzumab or cBTKi plus Venetoclax

[0 Better PFS in mIGHV

CLL14 Ven O PFS according to IGHV Captivate PFS according to IGHV

PFS by IGHV Status in Patients Without

o s mIGHV 8.7 YEARS del(17p)/mutated TP53 (FD Cohort only)
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Negative prognostic factors for PFS PFS by del(17p)/mutated TP53 (FD Cohort only)

100 ] ==ty
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PFS comparison ratio 95% Wald CI 80
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60—
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5 i
IGHV mutational status & a0
30
unmutated vs. mutated 2.258 1.268-4.021 w0 S5yearFFS rate. With del(17p)TP53
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TP53 deletion/mutation 10| [With del(17p)/TP53 (n=27) 30 (12-49)
o Without del(17p)/ TP53 (n=129) 66 (57-74)
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R ~ Time, months
MEDIAN PFS FOR VEN-OBI TP53 Patients at risk
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T m
41 YEARS Without del(17p)/TP53 129 124 123 120 119 110 108 99 97 89 86 72 Wlerda Et al ASCO 2025

0,1 1,0 10,0 Al Sawaf O et al., Nature Com 2023



Time to next treatment

Venetoclax Obinotuzumab

[0 Prolonged Time To Next
Treatmentn TTNT FOR VEN-OBI
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B c8.0BI 216 194 166 140 110 82 69 49 43 N 0

[1 Better Time To Next Treatment in mIGHV

100 oy
90 1 B \—_“;"T‘“‘:&\m
= - e ™ i o PO
- S 801 N e o T
(W . .
; é 70 4 % \ —\,1 il
=y 804 = Ven-Obi & . Yy, \.
8 miGHY . M
g8 = ‘-«q
- - 50 4 - Ven-Obi & N
L.; o 404 uiGHV N -
ES . — Clb-Obi & .
] > 30 4 mIGHY o
-~ .
= 20 4 === Clb-Obi & = ettty
WIGHV "
10 R L]
0 L ' 1 L) | 1 L

0 12 24 3 48 &0 72 84
Time to event [TINT] from randomization (months)

Venetoclax Ibrutinib

[1 Prolonged Time To Next Treatment
0 Same rtereatment rate miIGHV and ulGHV

B -8 mIGHV lbr+Ven -8 ulGHY lbr<¥en -b miGHY Cl+0  -&-ulGHY Clo+0

100 wiGHY: HR 0471 {B5% CI,

Cumulative incidence of
subsequentt treatment (%)

Patients at rigk
miIGHY lbr+Ven
GHY lbr+¥en
miIGHY Clb+0
ulGHY Clb+0

gp - 014585 p = 07005 IGHV CliD:
60
40
20+

D-

Q0850344 p=0.00M
mlGHY: HR 1193 (BA% CI,

miGHV Clb+D:
22 9% fn = 35

ImIGI—".I' br+ e
1BFE n=32)
1

0O 8 12 18 24 30 36 42 48 54 80 B8 T2
Months from date of randomlzation

32 28 28 28 28 28 T X T 248 M 12

67 64 58 57 57 54 5 5 43 25

35 34 34 32 3N 28 B 2/ 22 MM 1T 8

57 BG 52 47 4 32 H 18 #© O H A i

— — - .
a0 48 4

£ ba —

Fisher et al, EHA 2026Al
Sawaf O et al., Blood 2024



Doublets with next generation BTKi?

Without Obinutuzumab versus Chemoimmunotherapy
for First-Line Treatment of Chronic Lymphocytic
Leukemia: Interim Analysis of the Multicenter, Open-
Label, Randomized, Phase 3 AMPLIFY Trial

AMPLIFY: randomized, multicenter, open-label, Ph 3 trial

TN CLL (N=867)
Key inclusion criteria

Primary endpoint: IRC- Median Age 61y

- Age 218 years AV (14 cycles :
TN CLL requiring ( ycles) assessed PFS (AV vs FCR/BR) ulGHV: 57.4%
treatment per iwCLL 2018 If primary endpoint met,

criterial

=
E d dpoints tested i Median Age 61
! . N secondary endpoints tested in edian Age 61y
E&tgg";ges'{;?p) or TPS3 g AVO (14 cycles) fixed sequential hierarchy: ulGHV: 59.1%
% 1) IRC-PFS (AVO vs FCR/BR)
Key exclusion criteria § 2) uMRD (AV vs FCR/BR) Median Age 61
- CIRS-Geriatric >6 FCR/BR (6 cycles) 1 Pgenly
- Significant cardiovascular 3) uMRD (AVO vs FCR/BR) ulGHV: 59.1%
disease 4) OS (AV vs FCR/BR)
Crossover not built into 5) OS (AVO vs FCR/BR)
Stratification protocol
= Age (>65 vs =65 years) o
- IGHV mutational status AV and AVO e it
- Rai stage (23 vs <3) dosing Venetoclax 400 mg PO QD (Cycles 3—14)

Geographic region schedule

||| {, {, {, * {, Obinutuzumab (AVO only) 1000 mg (Cycles 2-7)
-t 4
2 3 4 5 6 7 8

|
| |
1 9 10 11 12 13 14

MNCTO3836261. Data cutoff April 30, 2024, Cycles (28 days each)

Brown J et N Eng J Med 2025



AV vs AVO vs FCR/BR: PFS

Significantly improved PFS with fixed-duration AV and AVO vs FCR/BR
Including in the ulGHV subgroup

100 A b PFS ;
- | 83.1%
50 : W PFS censoring Covid deaths
. | AVO
= 60| Median PFS was NR for AV and AVO ! AV0:91.5%
- |
@ and was 47.6 mo for FCR/BR | AV: 78.8%
o 40 i
1
HR (95% CI) P value .
20 |
AVvs FCRIBR 065 (04910087) P=0.0038 l
AVOvs FCR/BR  0.42 (0.3010059) P<0.0001 |
0 !
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV 291 282 269 251 237 219 177 102 35 3 0
AVO 286 272 258 237 225 219 191 116 51 7 0
FCR/BR 290 236 208 189 170 154 127 66 28 6 0
PFS in ulGHV PFS in mIGHV
o ———— o e 5 X
..... e - 8% |/ 83.6%
80 4 t ““w*”'““"'h—mn.....
3 ey AVO - uIGHV 80 ! AVO - mIGHV
. - - - H !
z HR (95% CI) | T HR (95% CI) !
) 5 i
o 0.69 (0.48 to 0.97) ! - AVvs FCRIBR (mIGHV)  0.67 (0.39 to 1.14) ! R
Fy 0.35(0-23 10 0.53) | 568% e, AV-WERY c AVO vs FCRIBR (mIGHV)  0.58 (0.32to 1.02) :
| 40 |
Events/N _Median (mo) | Events’N Median (mo) |
| !
201 g;ﬂ:; 5']R5 : 204 AVMIGHY 28124 NR |
yicHY | — AVOmMIGHV 20117 NR i
o FCRBRUIGHV 67M72 433 ) FCRIER miGHV 281118 NR .
0 6 12 1 4 30 % 42 4 e 60 0 6 12 18 2 30 3 02 48 54 60
b stents atriek Months from randomization Months from randomization
AVUIGHY 167 163 155 141 129 114 8 4 17 1 0 P““j‘\“,s "’Ig:\[‘ 4 1o » o . . o 5 " , )
AVO ulGHV 189 161 152 141 136 133 118 75 36 7 0 m
FCRBRUIGHV 172 137 122 108 94 82 62 38 19 4 0 AVOmIGHY 117 m 106 % 89 8 73 41 15 0
ny FCRBRmIGHY 118 9 86 81 7 72 65 2 9 2 0

Brown J et N Eng J Med 2025



AV vs AVO vs FCR/BR uMRD Rates (Flow Cytometry [<10-%] in PB)

— Highest uMRD rates in the AVO arm (ITT and evaluable populations)
— Longer PFS in those with uMRD at EOT (all 3 treatment arms)

Secondary endpoint
AV vs FCR 26.8% vs 51%

Favours FCR AV H AVO FCR/BR
ITT Population* Evaluable Patients?
100 - 100 - 94.1 95,0 94,4
90 - an A
80 - a0
701 66,4 67,1 65,0 _ 701
= =
‘% 60 - % 60 -
£ 50 o 50
= =
& 40 £ 401
S S
30 A 30 A
20 1 20 A
10 A 10
0 0
No. patients: 291 286 290 291 286 290 291 286 290 No. patients: 244 202 190 222 202 181 229 197 190
Key Secondary EOT EOT+3 Same Timepoint EOT EOT+3
Endpoint as Key Secondary

Endpoint
Key secondary endpoint timing: cycle 9, day 1 (AV arm), cycle 10, day 1 (AVO arm), and cycle 6, day 1 plus 12 weeks (FCR/BR)

Brown J et al ASH 2024



Is efficacy the main driver of 1stline treatment choice?

a PFS )

~75% in elderly
~80% in young

With both cBTKior FD

Population Study drug(s) Progression-free at
~4y
RESONATE 27 Elderly/unfit ibrutinib 70%
ALLIANCE? Elderly/fit Ibrutinib 76%
ECOG19123 Young/fit IR 78% (5y)
FLAIR? Young/fit IR 86%
ELEVATE TN® Elderly/unfit acalabrutinib 78%
SEQUOIA (arm A)¢ Elderly/fit zanubrutinib 82%
SEQUOIA (arm C, 17p)’ Any zanubrutinib 79%
CLL148 Elderly/unfit VO 74%
CLL13° Young/fit VO 82%
GLOW'0 Elderly/unfit |+V 75%
CAPTIVATE (FD cohort)'" Young/fit |+V 79%

'Burger et al, Blood 2025 ?Moreno et al, Haematologica 2022 3Woyach et al. Blood
2024 “Shanafelt et al, Blood 2022 5Sharman et al, Blood 2025 6’Tam et al, ASH 2025

8Fjsher et al, EHA 2026 °Furstenau et al, Blood 2026; '"Niemman , et al. ASH 2024
""Ghiaetal., EHA 2025

\_ /




Is efficacy the main driver of 1stline treatment choice?
CLL17 TRIAL

PFS (%)

Patients with
previously

untreated CLL

PFS overall
100
90
80—
70—
60— -
50—
3-year
40 - PES PD Death
30 | 81.0% 46 11
209 v 79.4% 37 13
10 VO 81.1% 25 21
0 T T T
0 12 24 36 48
Months from date of randomization
Patients at risk
VO 303 278 256 77 0
[\ 305 278 267 82 0
| 301 267 243 94 1

IV vs. I: HR: 0.84 (type-l-error adjusted CI [98.0%]: 0.53—1.32)
VO vs. |: HR: 0.87 (type-l-error adjusted Cl [98.3%]: 0.54-1.41)

1:1:1 randomization

Stratification according to

fitness, del17p/TP53, IGHV

Progression-free Survival {%}

Patiants 2! risk
V0, unmirated
W0, mitated
W, urimiutaad
W, mutaled

I, unmutaed

I, miutatad

wwwwwwwwwwww

[+Vvs |: HR 0.81, 95% CI, 0.49-1.32

PFS by IGHV

Ibrutinib 420 mg PO daily until PD

Venetoclax 400 mg PO daily (C1 D22 — C12)
Obinutuzumab 1000 mg IV (C1 split dose [D1 & D2],
then D8, D15; C2-6 D1)

Ibrutinib 420 mg PO daily (C1 D1 — C15)
Venetoclax 400 mg PO daily (C4 D1 — C15)

171
1H
172
1H
171
148

1 V+Ovs ' HR 0.98, 95% CI, 0.61-1.59
12 24 & ]
Months from date of randomization
156 142 40
119 11 K]
157 151 |
17 112 12
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Progression-free Survival {3}
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PFS by TP53/del17p
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o R

50 4"":
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7 TP53 del/mut: !

Vs HR 0.70. 95% CI, 0.22-2. 16

104

V+0vs |: HR 1.20, 95% Cl. D.4D—3.59

i

i 12 24 & 7} l'-la
Months from date of randomization

23 F3 18 5 i]
280 257 40 12 i]
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Doublets with next generation BTKi?

Without Obinutuzumab versus Chemoimmunotherapy
for First-Line Treatment of Chronic Lymphocytic
Leukemia: Interim Analysis of the Multicenter, Open-
Label, Randomized, Phase 3 AMPLIFY Trial

AMPLIFY: randomized, multicenter, open-label, Ph 3 trial

TN CLL (N=867)
Key inclusion criteria

Primary endpoint: IRC- Median Age 61y

- Age 218 years AV (14 cycles :
TN CLL requiring ( ycles) assessed PFS (AV vs FCR/BR) ulGHV: 57.4%
treatment per iwCLL 2018 If primary endpoint met,

criterial

=
E d dpoints tested i Median Age 61
! . N secondary endpoints tested in edian Age 61y
E&tgg";ges'{;?p) or TPS3 g AVO (14 cycles) fixed sequential hierarchy: ulGHV: 59.1%
% 1) IRC-PFS (AVO vs FCR/BR)
Key exclusion criteria § 2) uMRD (AV vs FCR/BR) Median Age 61
- CIRS-Geriatric >6 FCR/BR (6 cycles) 1 Pgenly
- Significant cardiovascular 3) uMRD (AVO vs FCR/BR) ulGHV: 59.1%
disease 4) OS (AV vs FCR/BR)
Crossover not built into 5) OS (AVO vs FCR/BR)
Stratification protocol
= Age (>65 vs =65 years) o
- IGHV mutational status AV and AVO e it
- Rai stage (23 vs <3) dosing Venetoclax 400 mg PO QD (Cycles 3—14)

Geographic region schedule

||| {, {, {, * {, Obinutuzumab (AVO only) 1000 mg (Cycles 2-7)
-t 4
2 3 4 5 6 7 8

|
| |
1 9 10 11 12 13 14

MNCTO3836261. Data cutoff April 30, 2024, Cycles (28 days each)

Brown J et N Eng J Med 2025



AV vs AVO vs FCR/BR: PFS

Significantly improved PFS with fixed-duration AV and AVO vs FCR/BR
Including in the ulGHV subgroup

100 A b PFS ;
- | 83.1%
50 : W PFS censoring Covid deaths
. | AVO
= 60| Median PFS was NR for AV and AVO ! AV0:91.5%
- |
@ and was 47.6 mo for FCR/BR | AV: 78.8%
o 40 i
1
HR (95% CI) P value .
20 |
AVvs FCRIBR 065 (04910087) P=0.0038 l
AVOvs FCR/BR  0.42 (0.3010059) P<0.0001 |
0 !
T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV 291 282 269 251 237 219 177 102 35 3 0
AVO 286 272 258 237 225 219 191 116 51 7 0
FCR/BR 290 236 208 189 170 154 127 66 28 6 0
PFS in ulGHV PFS in mIGHV
o ———— o e 5 X
..... e - 8% |/ 83.6%
80 4 t ““w*”'““"'h—mn.....
3 ey AVO - uIGHV 80 ! AVO - mIGHV
. - - - H !
z HR (95% CI) | T HR (95% CI) !
) 5 i
o 0.69 (0.48 to 0.97) ! - AVvs FCRIBR (mIGHV)  0.67 (0.39 to 1.14) ! R
Fy 0.35(0-23 10 0.53) | 568% e, AV-WERY c AVO vs FCRIBR (mIGHV)  0.58 (0.32to 1.02) :
| 40 |
Events/N _Median (mo) | Events’N Median (mo) |
| !
201 g;ﬂ:; 5']R5 : 204 AVMIGHY 28124 NR |
yicHY | — AVOmMIGHV 20117 NR i
o FCRBRUIGHV 67M72 433 ) FCRIER miGHV 281118 NR .
0 6 12 1 4 30 % 42 4 e 60 0 6 12 18 2 30 3 02 48 54 60
b stents atriek Months from randomization Months from randomization
AVUIGHY 167 163 155 141 129 114 8 4 17 1 0 P““j‘\“,s "’Ig:\[‘ 4 1o » o . . o 5 " , )
AVO ulGHV 189 161 152 141 136 133 118 75 36 7 0 m
FCRBRUIGHV 172 137 122 108 94 82 62 38 19 4 0 AVOmIGHY 117 m 106 % 89 8 73 41 15 0
ny FCRBRmIGHY 118 9 86 81 7 72 65 2 9 2 0

Brown J et N Eng J Med 2025



AV vs AVO vs FCR/BR uMRD Rates (Flow Cytometry [<10-%] in PB)

— Highest uMRD rates in the AVO arm (ITT and evaluable populations)
— Longer PFS in those with uMRD at EOT (all 3 treatment arms)

Secondary endpoint
AV vs FCR 26.8% vs 51%

Favours FCR AV H AVO FCR/BR
ITT Population* Evaluable Patients?
100 - 100 - 94.1 95,0 94,4
90 - an A
80 - a0
701 66,4 67,1 65,0 _ 701
= =
‘% 60 - % 60 -
£ 50 o 50
= =
& 40 £ 401
S S
30 A 30 A
20 1 20 A
10 A 10
0 0
No. patients: 291 286 290 291 286 290 291 286 290 No. patients: 244 202 190 222 202 181 229 197 190
Key Secondary EOT EOT+3 Same Timepoint EOT EOT+3
Endpoint as Key Secondary

Endpoint
Key secondary endpoint timing: cycle 9, day 1 (AV arm), cycle 10, day 1 (AVO arm), and cycle 6, day 1 plus 12 weeks (FCR/BR)

Brown J et al ASH 2024



WHY IS IMPORTANT uMRD with FD THERAPY

CAPTIVATE phase 2 study
PFS according uMRD in Patients With and Without High-Risk Genomic Features

PFS by MRD Status in Patients Without High-Risk
Features (FD Cohort only)

PFS by MRD Status in Patients With =21 High-Risk
Feature (FD Cohort only)

100 1004 — : f
, [ |, UMRD4atEOT
90- - 90- o
80 -] 80 |
ISR - dMRD at EOT
70+ 704
: uMRD4 at EOT
60 I: 604
» 504 o 504
'S 'S
o i o
40 ; 40
30 1 5.5-Year PFS Rate, |} 30 5.5-Year PFS Rate,
% (95% Cl) L 4 %, (95% Cl)
204 | MRDstatus at C7 - 204 | MRDstatus at C7
uMRD4 (n=56) 50 (36-63) : uMRDA4 (n=17) 93 (61-99)
dMRD (n=41) 42 (26-58) | dMRD (n=23) 77 (54-90)
10 MRD status at EOT {1 dMRD at EOT _ MRD status at EOT
uMRD4 (n=67) 64 (51-75) + 10 uMRD4 (n=18) 94 (65-99)
dMRD (n=30) 19 (8-35) dMRD (n=24) 73 (49-87)
04 04
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 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Patients at risk Time, months Pationts at risk Time, months
UMRD4atC7 56 56 56 53 53 47 46 41 41 34 33 25 uMRD4atC7 17 17 16 16 16 15 15 15 15 14 14 13
dMRDatC7 41 41 41 38 37 35 34 25 24 20 17 11 dMRDatC7 23 23 23 21 21 19 19 19 19 18 18 17
uMRD4 at EOT 67 67 67 67 67 63 62 54 53 48 46 34 uMRD4 at EOT 18 18 18 18 18 1r 117 117 17 17 17 16
dMRD atEOT 30 30 30 27 26 22 21 15 15 9 7 5 dMRD atEOT 24 23 23 21 21 19 19 19 18 16 16 15

aulGHV, del(17p), mutated TP53, and/or CK (defined as 23 abnormalities).

C7, cycle 7; CK, complex karyotype; EOT, end of treatment; FD, fixed-duration; PFS, progression-free survival; uMRD4, undetectable minimal residual disease (<10-4).

Wierda et al, 2025



_ No trial planned to compare
Are all the cBTKi plus Venetoclax doublets the same?m BTKi plus venetoclax

combinations

PB uMRD rates <10+

70% AV
60%
50% / Compartment shift —== Killing phase \
a b C
40% 475 IBR ® ‘ ST ven % o
— % —D‘a.(m -1@‘
30%
ACA VEN
= ﬁ @ _ ¢ ) ==
20% ©slet @@ @%@ *e®
10% : ® 0 %
\dividing cell  quiescent cell BcI 2 Bcl- 2 BIM BPOPtOTIC cell
0%
AV+3EOT AVCy12
(Amplify)  (MDACC) Tedeschi, Frustaci. Leukemia 2025

Personal comunication from A. Tedeschi at iwCLL at 2025; Ghia P et al, EHA 2025; Niemman CU et al, ASH 2024; Brown J etal, NEJM 2025; Wierda J et al, ASH 2024; Munir T et al, NEJM 2025;
Jain N et al ASH 2022; Shadman M et al, ASCO 2025



Are all the cBTKi plus Venetoclax doublets the same?m

PB uMRD rates <10+

ZN

43%

ZVcy 16
(Sequoia)

No trial planned to compare
BTKi plus venetoclax
combinations

IBR

=
—

f Compartment shift —== Killing phase \

0 0 %.
\ d|v1d|ng cell qutescent cell  Bcl-2 Bcl-2-BIM apoptotic Ce“j

b c

Tedeschi, Frustaci. Leukemia 2025

Personal comunication from A. Tedeschi at iwCLL at 2025; Ghia P et al, EHA 2025; Niemman CU et al, ASH 2024; Brown J etal, NEJM 2025; Wierda J et al, ASH 2024; Munir T et al, NEJM 2025;

Jain N et al ASH 2022; Shadman M et al, ASCO 2025




Are all the cBTKi plus Venetoclax doublets the same?m

PB uMRD rates <10+

56.7%

IV +3EOT
(CAPTIVATE)

IV

54.7%

IV+3EOT
(GLOW)

48.3%

IV 1y
(FLAIR)

52%

IV1y
(MDACC)

No trial planned to compare
BTKi plus venetoclax
combinations

IBR

=
—

f Compartment shift —== Killing phase \

0 0 %.
\ d|v1d|ng cell qutescent cell  Bcl-2 Bcl-2-BIM apoptotic Ce“j

b c

Tedeschi, Frustaci. Leukemia 2025

Personal comunication from A. Tedeschi at iwCLL at 2025; Ghia P et al, EHA 2025; Niemman CU et al, ASH 2024; Brown J etal, NEJM 2025; Wierda J et al, ASH 2024; Munir T et al, NEJM 2025;

Jain N et al ASH 2022; Shadman M et al, ASCO 2025




Cross-trial MAIC of I+V and A+V'

Patient-level data from GLOW and CAPTIVATE were reweighted to match AMPLIFY baseline characteristics

uMRD at EOT+3 months PFS
(mFU: [+V, 55.7 months; A+V, 41 months) (mFU: I+V, 55.7 months; A+V, 41 months)

100% —
- I+V observed
I '+V MAIC Main Analyis
80% -
[+V Sensitivity
Analysis*
60% -
N A 2
X 2
= H
025 < 40% -
=]
=
E 20% -
%]
=
2 Main analysis: HR 0.53, 95% Cl 0.33-0.85; p=0.0085
g 0% T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 80 66
R Months
No. at risk
Measurement 1+V observed 265 251 242 231 224 207 202 160 110 80 10 0
site and population PB (all) PB (evaluable only) BM (all) BM (evaluable only) I+V MAIC (MA) 146 (101) 140(98) 137(95) 131(93) 126(88) 116(81) 115(79) 98(67) 89(61) 80(52) 10(9) 0(0)
A+V observed 291 282 269 251 237 219 176 102 35 3 0 0

Comparative analyses demonstrated a significantly longer PFS and

higher probability of achieving uMRD at EOT+3 with 1+V vs A+V

Methods of data selection, matching and comparison are described in the full poster. Numerous limitations associated with cross-trial comparison: should be considered. The data shown
here are from the main analysis, which incorporates the observed and sensitivity analysis.
*Sensitivity analysis including Eastern Cooperative for Oncology Group performance status in matching.

A, acalabrutinib; BM, bone marrow; Cl, confidence interval; EOT, end of trial; HR, hazard ratio; |, ibrutinib; MAIC, matching -adjusted indirect comparison; mFU, median follow-up; PB, peripheral blood; PFS, progression-free survival; uMRD, undetectable minimal residual disease; V,
venetoclax.

1. MunirT, et al. EHA 2025 (Abstract No, PF587 — poster).



VENETOCLAX plus OBINUTUZUMAB

v PROLONGED PFS
IMPACT ON PFS of
« BULKY DISEASE
« del17p
e CK (at3y CLL17 trial)

v PROLONGED TTNT
SIGNIFICANTLY DIFFERENT at 72m

mutated vs unmutated IGHV
curves starting to divide at 48m

VENETOCLAX plus IBRUTINIB

v PROLONGED PFS
IMPACT ON PFS of
* del17p

v PROLONGED TTNT

NO difference at 66 m
mutated vs unmutated IGHV



PFS benefits with V+R over BR were sustained at 7 years

NUMBER (Median: 1)

11.3% 2.1%
‘ :
PRIOR LOT 2
VenRarm (N=194)  29.4%  57.2% 3
>3
VenR 5 years off-treatment
100 pm,
7-year PFS
80
S
o 60
'8
o
40
.23.0%
20
NE T
0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Time (months)

(MEDIAN F-U: 86.8 mos [VenR]; 84.4 mos [BR])

TYPES
Alkylating agents || G °3% -
Purine analog |G 81%
Anti-CD20 [N 79%

BCRi | 3%

% of patients

V+R vs

:> Median PFS 54.7 vs mo

77% reduction in the risk of PD or death

Seymour JF, etal. N Engl J Med. 2018;378:1107-1120 (incl.appendix).
Kater AP, et al. EHA 2023. Oral S201.



Venetoclax Rituximab RR: Murano trial

50% of V+R pts did not receive a new treatment >3 years after EoT

Ven-R
MRD EoT

24 months

4

MRD
conversion %

19.4 months

(6%)

PD
28.3 months

4

New T

4.5 months

B uMRD MRD+

n=14
(17%)

M Sustained UMRD H PD
W MRD conversion [ Death

MRD conversion with PD or death
[M MRD conversion without PD or death

n=3 (23%)
(8%)
B New anti-leukemic treatment
= PD B Death

TTNT (%)

100

80

60

40

20

0

VenR 5 years off-treatment

HR 0.30 (95% CI: 0.23-0.39)

6 12 18 24 30 36

BCL2-IT-00422-E |

T-year TTNT

mTTNT:
63.0 mo

66 72 78 84 090 96

42 48 54 60
Time (months)

Subsequent Anti-CLL Therapies (VenR Arm)

Subsequent Therapy (n=93)

” Ven mono: n=9

Ven combo: n=12
VenR substudy: n=25
= Ven-based ("=47) < yon based: net |

= BTKi (n=30) [ Ibrutinib: n=25

= CIT (n=16) Acalabrutinib: n=4

_ Zanubrutinib: n=1

Response to Subsequent Therapies After VenR

100%
80%
60%
40%
20%

0%

26,2%

Ven based

(n=42)

ORR
76.2%

13,0% mCR
ORR PR
82.6% R
mSD
mPD
]

BTKi
(n=23)

In Italia, il ritrattamento con V+R 0 Ven mono & consentito solo dopo un trattamento di prima linea con V+I.

Relazione effettuata su incarico di

AbbVie. ILcontenuto della presentazione € stato creato in
maniera indipendente ed autonoma

Kater A, etal. EHA 2023. Abstract S201
Seymour JF, et al. Blood 2022; 140:839-850
Harrup RA, et al. ASH 2023. Poster 1898



Relapsed Refractory

| Relapse after CIT in 1L |

Randomized studies post immuno-CHT

Need for treatment NG W Alpine: better PFS Of ZanUbtUtinib VS Ibrutinib
e better tolerability of Zanubrutinib

Elevate RR: acalabrutinib non inferior to ibrutinib
better tolerability of Zanubrutinib

cBTHI Vienk
i e Murano: better PFS of FD Venetoclax R vs Benda R

Brown. NEJM. 2023; 388:319. Brown. Blood. 2024;144:2706 Kater et al 2025

Relapse after venetoclax based therapies:
(VenObi, VenR, Ven/cBTKI)

Need for treatrent

or tres wow According to AlFA:
cBTKi the only possible treatment
(retrospective data)
cary oy Retreatment with venetoclax not reimbursed

VienR

Zanufaca > lbr Zanu/aca > |br MCES:H 3

MCES: H3/4 >2 MCBS:H 3/4 =2



Relapsed Refractory

Relapee onfafter
cBTKI {+/- anti CO20)
Progression Intolerance®
(o continuous eBTKI) {or medical condition or
: patient's choice)

W Mo Meed for treatment Need for treatment

IWELL IWCLL He e
MeBSHH 3 Switch to eBTHi MERSH 3 e | = Opportunity to continue
‘continue CBTED until rmext Tx cBTKI has been stopped WI th BT KI su .pport.ed by
Phase 2 studies with
Acalabrutinib
Ven R _ _ Zanubrutinib
Effective, data from retrspective series Pirtobrutinib

Bruin CLL-321

Pirtobruinib vs idelaR or BendaR

in pts previously treated with cBTKI

(the onlly controlled study in this population)

Shadman. Lancet Haematol 2023;10:e35.
Awan. Blood Adv. 2019;3:1553



Ventotoclax R after BTKi

Australian Real World International Retrospective Core Study
Cohort 32 pts' (Mayo Clinic, France) 85 pts? USA Canada Europe 60 pts?

CIT (89%) cBTKi VenR cBTKi Ven based CIT cBTKi VenR
*—0 *—e © = *—9 o) *—e O6—0 o =
Median prior LOT: 2 (1-7) Median prior LOT: 1 Median prior LOT: 1

2 100+ VenR cohort 100 TTNTD 100—
= 0S N
= — PFS o
3 £ o
5 & 807 > 80—
3 o g
T 2 z
s 5 607 60
(3 0 T T T T T © Hg,_J_J

0 12 24 36 48 60 2 &

Time since initiation, months ¥ 40 2 40—

o 7)) L
°\_100 Ven monotherapy c o
= 80- 5 00— 2y S 50| MPFS:39.5 (CI 31.8, NR)
2 so- S TTNTD Median a
S o — cBTKiexposed 73% NR 12-mo rate: 86.2%
S 40- L —cBTKiresistant 65% 30 mo 18-mo rate: 77.0%
® 0 T T T T I 0 1 1 1 1 T T T T
< 20- 0 12 24 36 48 60 0 12 24 36 48
@ 0 . . . | | Time since Ven initiation, months No. at risk Time, months

0 12 24 36 48 60 60 46 39 27 18 12 8 4 1

Time since Ven initiation, months

cBTKi, covalent Bruton's tyrosine kinase inhibitor; CIT, chemoimmunotherapy; LOT, line of treatment; m, months; OS, overall survival; PFS, progression-free survival;
pts, patients; TTNTD, time to next treatment or death; Ven(R), venetoclax (+ rituximab); y, year.
1. Lew TE, et al. Blood Adv. 2024;8(6)1439-1443. 2. Hampel PJ, et al. Blood. 2024;144(suppl): 1856-1857. 3. Ghosh N, et al. Am J Hematol. 2025;100(3):511-515.



Ventotoclax after BTKi

ERIC COHORT

TTNT and OS progression vs Non progression

Time to Next Therapy or Death

~ Subsequent line =+ 1st line

Overall Survival

- Subsequent line ~+ st line

1.00 ‘\__ 1.00 .‘T_&‘.,“‘ .
N median (95% C1) S median (35% CI)
S S, 25 (22-31) vs. o Y 9 (90:00] 15,
f "\, 32(25-NE*) months 5 Ry, S5 (RA<NET) matiths
624 pts received Venetoclax: 2 I e i R~
Ven monotherapy (n=278, 45%), =
VenR (n=230, 37%)
Veno (n=78 13%) 0 i Tine (ronk) ’ ) ’ ” Time (monthe) v v
J Number at risk (number of events) Number at risk (number of events)
255 (0) 122 (92) 48 (142) 8(160) 1(163) 255 (0) 140 (71) 70 (106) 19 (128) 2(134)
Median prior Iines of therapy WaS 2 75 (0) 35 (20) 11(29) 0(32) 0(32) 75 (0) 42(12) 15 (21) 4(22) 1(23)
i & Time (‘:vl:cn(hs) = ¥ 0 ® Time (:gonths) * *

BTKi was 1L CLL tx for 153 (25%)
330 (53%) pts
Other than progression: 294 (47%) pts

TTNT in cBTKi progression 1° line vs subsequent line

Progression on cBTKi: Time to Next Therapy or Death

~+ Subsequent line ~+ 1st line

N ﬂ&bl\*u‘__ median (5% CI)
2 et I 25 (22-31) vs.
§ ...................... \ *1,,1 32 (25-NE*) months
ENTIRE COHORT TRID
median TTNTD: 33 mo (95% ClI: 30-36) |
46 mo (95% Cl 42-54) " = s :

median OS:

Time (months)

Number at risk (number of events)

255 (0) 122 (92) 48 (142) 8 (160) 1(163)
75 (0) 35 (20) 11 (29) 0 (32) 0(32)
0 20 40 60 80

Time (months)

Chatzikonstantinou T et al, EHA 2026



Pirtobrutinib in RR CLL

BRUIN CLL-321 phase 3 study: Pirtobrutinib BRUIN phase 1/2 study: Subgroup analysis of

pts with/without prior BCL2j2

[ Pirto n=282 | median age 66y | prior BTKi: 100% | BCL2i exposed: 45% ]

vs IdelaR/BR in BTKi pretreated CLL/SLL

| Pirto n=119 | median age 66y | median prior tx: 3 | del(17p)/TP53m: 54% |

—_

o

(@)
|

IRC PFS

Pirtobrutinib IdelaR/BR
(n=119) (n=119)

N
o
|

o

Pirtobrutinib PFS in patients with CLL/SLL who received prior cBTKi

Time from first dose, months

Pirtobrutinib PFS in patients with CLL/SLL who received prior cBTKi
by BCL2i exposure

R

- Events, n (%) 74 (82) 79 (66) .

T 80 mPFS, mo (95% Cl)  14.0 (1.2, 16.6) 8.7 (8.1, 10.4) = 100 __ mPFS: 18.7 mo (95% CI 16.6, 21.8)
2 Median follow-up, mo 19.4 17.7 > 80 - Median follow-up - 44.2 mo

% HR (95% Cl); p-value* 0.54 (0.39, 0.75); 0.0002* £ Events/total 187/282

? 60~ g0 i

8 g_ 40 H H 25.0%. . 21.6% 17 6%

< P 207 i = i o .

c a o 1 1 1

_9 40 0 LI [I | L [I | L 'Il L L L L L L L : LI
uw) 0 10 20 30 40 50 60 70
o

)

o

| .-

o

| | | |
0 4 8 12 16 20 24 28 32 2100 7 BCL2iexposed  mPFS: 159 mo (95% C113.6,17.5)
. : . . > 80 - vents/tota
Time since randomization, months 3 40 - BCL2i naive mPFS  22.3 mo (95% CI 19.3, 27.6)
Ven naive Ven treated g 4o - 60.8%! . Events/total  98/154
Pirtobrutinib IdelaR/BR ' Pirtobrutinib IdelaR/BR c% 20 — i H 3 1.7%
i (L) ) (n=60) o ! 250%! 14 %] YA YTl
Median TTNTD, mo 0 L N U N O N R | T 1 T 1 1 T T T
HR (95% CI); p-value* K0.36 (0.21, 0.61); 0.0001 J 0.37 (0.23, 0.60); <0.0001 0 10 20 30 40 50 60 70

*Stratified log-rank 2-sided p-value.

Time from first dose, months

BCL2i, B-cell lymphoma 2 inhibitor; BR, bendamustine + rituximab; CI, confidence interval; BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; del(17p), 17p deletion; HR, hazard ratio;

Idela/R, idelalisib + rituximab; IRC, independent review committee; mo, months; (m)PFS, (median) progression-free survival; Pirto, pirtobrutinib; pts, patients; R/R, relapsed/refractory; SLL, small lymphocytic leukemia;
TP53m, tumor protein p53 mutated; TTNDT, time to next treatment or death; tx, treatment; Ven, venetoclax; y, years.
1. SharmanJP, etal. ) Clin Oncol. 2025;43:2538-2549. 2. Wierda WG, et al. Blood. 2025;146(suppl):Abstract2115.




Pirtobrutinib in Second-Line CLL After First-Line cBTKi Therapy:
Pooled Analysis of the BRUIN LOXO-BTK-18001 and BRUIN CLL-321

Studies

BRUIN LOXO-BTK-18001:

= Open-label, multi-center Phase 1/2 study of

BRUIN CLL-321:

- Randomized, open-label, multi-center Phase 3 study of Mutated TP53 13/30 (430/0)

pirtobrutinib in patients with R/R B-cell malignancies® pirtobrutinib in patients with CLL/SLL®

Time to Next Treatment

w
=
1

83 .3% 80 .9%

o o o
1 1 1

(=]
1

Next Treatment or Death (%)
(=]

KN W B @ N @
=

Probability of Remaining Free of
S

-
=
1

=
1

Total
N=37

No. of events, n (%)? 19 (51)

Median TINT,(96% Cl). 55 5 166 47 4

mo
Median follow-up, mo 305

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 54 56 58

Months From First Dose

No.atrisk 37 36 33 30 29 28 28 25 21 18 16 14

131212 10 9 6 6 6 6 5 5 4 3 3 3 3 1 0

37 pts

del17p 15/31 (48%)

Overall Survival
Total
N=37
100 4 _|_|_ 91 .g% 91.9% ND.?"‘GM’EI‘I!S,I‘II:%!I T':I"lE'l I
90 85.6% Median OF, (95% CIj, ma MR [ME-ME)
 81.1% Median follow-up, mo 259.2
20+ |

S

05 Probability (%)
n
=
1

0 2 4 6 2 40 42 14 46 12 20 22 24 25 28 30 32 34 26 38 40 42 44 45 4% 50 52 54 5 58
Months From First Dose

No.atrek 37 38 36 33 32 32 32 29 27 4 M 19 1B 17 17 4 13 M1 11 1010 109 B & 5 B 4 1 0

Eyre T et al, ASH 2025
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