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TREATMENT PARADIGMS CURRENTLY UNDER INVESTIGATION IN TN CLL
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Fixed-duration versus continuous targeted treatment for previously untreated
chronic lymphocytic leukemia: Results from the randomized CLL17 trial

CLL 1 7 STU DY DESIGN 0 Ibrutinib 420 mg po daily until PD
Patients with 1A
. randomization g Venetoclax 400 mg po daily (c1d22 —c12)
previously Stratification g Obinutuzumab 1000 mgiv (c1 d1(2)/8/15, ¢ 2-6 d1)
untreated CLL according to fitness,

del17p/TP53, IGHV

Venetoclax 400 mg po daily (c4 d1 —c15)
Ibrutinib 420 mg po daily (c1 d1 —c15)

Primary objective: Testing PFS non-inferiority of fixed-
duration venetoclax-obinutuzumab (VO) versus
continuous ibrutinib (I) and fixed-duration venetoclax-
ibrutinib (VI) versus continuous |

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025




RESPONSE TO TREATMENT
iwCLL response at final restaging (C18D1)

1001
Oy
84.2% 88—|-'5 * 86%

i

751

Response type

[[] Partial response
. Complete response

501

Patients with Response (%)

uMRD <10-in peripheral blood and bone marrow,
by flow cytometry, at final restaging

251

100 1
o i ini ini . Peripheral blood
Venetoclax-Obinutuzumab Venetoclax-lbrutinib Ibrutinib 73.3%
222/303 |:| Bone marrow
*g 75 62%
2 188/303
&
5 47 2%
% 144/305 40%
& 507 122/305
8
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0% 0%
0/301 0/301
Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025 Venetoclax—Obinutuzumab Venetoolax=lbrutinib =Ibruiinib=



PROGRESSION-FREE SURVIVAL

100
~— 90—
= 3-year-PFS
g I 81.0%
2 70
E VI 79.4 %
60 —
9 —+ VO 81.1%
=
u= 90
c
-% 40 —
17!
S 30- ~ PD Death
? 20 | 46 11
o
_| VIvs I: HR 0.84, type-I-error adjusted C| [98.0%] 0.53-1.32 Vi 37 13
10 VO vs |: HR 0.87, type-I-error adjusted Cl [98.3%] 0.54-1.41 Vo o5 21
0 I | | I
0 12 24 36 48
Patients at risk Months from date of randomization
VO 303 278 256 77
VI 305 278 267 82
| 301 267 243 94 1

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025



PROGRESSION-FREE SURVIVAL - according to disease and patient characteristics

PROGRESSION-FREE SURVIVAL IGHV PROGRESSION-FREE SURVIVAL TP53/del17p
According to IGHV status According to TP53/del17p status
100 3-year-PFS 3-year-PFS
2 g
2.9 3 === |, ulGHV 79.7% 3 ---- |, TP53del/mut  79.4%
§ :_ i | — |, mIGHV  83.5% § — |, TP53-WT 81.0%
5 g i
g . s ~= VI, ulGHV  78.9% 3.2 g - VI, TP53del/mut 69.0%
§ 24 — VI, mIGHV  80.0% 5 el — VI, TPS3-WT 80.1%
2 : =] |
104 § ---- VO, ulGHV 75.8% 104 ---- VO, TP53del/mut 62.0%
0 ' g y v — VO, mIGHV 87.6% 01 T T T T — VO, TP53-WT  82.7%
° 12 % » ) 0 12 2 » )
Months from date of randomization Months from date of randomization
Pationts ot rak Patients af rink
el 11 " % ° Unmutated IGHV: e in ot » : - TP53 delimut:
Aithed S e s - pac N Vivs I: HR 0.81, 95% C10.49-1,32 A o o n A - Vi vs I: HR 0.70, 95% C| 0.22-2.16
VI, musated 129 "r "2 2 ° VO vs I: HR 0.98, 95% CI 0.61-1.59 VI, WT 2 %7 248 ™ 0 VO vs I: HR 1,20, 95% CI 0.40-3.59
I unatated m 1% "s 5 1 1, Sebmust 2 19 15 7 o
1. mutated 12 108 o » ° LwWT m 7 o 114 1
PROGRESSION-FREE SURVIVAL FITNESS
According to fitness (cumulative iliness rating scale >6 and/or GFR <70 mi/min)
3-year-PFS
g
3 === |, unfit 70.4%
g o 1 88.7%
w
. 5 :
§ o 1 -==- VI, unfit 74.9%
? 1" — VI, fit 82.7%
£
'S
104 ---- VO, unfit 79.6%
o1 T T T - — Vo, fit 82.1%
Months from date of randomization
e 8 2 - - : unt
VI, it 1% 1"e 0 0 0 Vivs I: HR 0.66, 95% CI1 0.40-1.11
oD tes " s i . VONREHR0.59,85% C10.340.90 Al-Sawaf O et al., oral presentation,
o i = i : Plenary Scientific session, ASH 2025




ADVERSE EVENTS

Selected adverse events of interest, all CTC grades

vo Vi |

Safety population — No. (%) 295 303 298
Blood and lymphatic system disorders 174 (59.0) 130 (42.9) 85 (28.5)

Febrile neutropenia 14 (4.7) 7(253) 0 (0)
Neutropenia 1991(52:5) 110 (36.3) 49 (16.4)
Cardiac disorders 41 (13.9) 72 (23.8) 103 (34.6)
Atrial fibrillation 11 (3.7) 38 (12.5) 50 (16.8)
Gastrointestinal disorders 176 (59.7) 225 (74.3) 189 (63.4)
Diarrhea 80 (27.1) 143 (47.2) 104 (34.9)
Infections and infestations 225 (76.3) 243 (80.2) 238 (79.9)
COVID-19 113 (38.3) 128 (42.2) 117:(39.3)
Pneumonia 41 (13.9) 28 (9.2) 40 (13.4)

Grade 3-5 Infections

VO

Vi

295

303

298

Infections and infestations

103 (34.9)

76 (25.1)

74 (24.8)

47 (15.9)

26 (8.6)

20 (6.7)

COVID-19

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025
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Selected Oral Presentations from the FLAIR Trial

| FCR (n=579) 1

@ Primary end-point: PFS (n=771)
(ASH 2021; Lancet Oncology 2023)

Ibrutinib + Rituximab{n=386) |

Additional Phase Il randomization

®

Primary: none
Key secondary
L end-point: PFS

n=786
EHA 2025; NEJM 2025

Ibrutinib (n=263)

®

Primary end

point: PFS
—

(n=523)
ASH 2023; NEJM 2023

for 17p deleted and/or TP53
mutated: Ibrutinib vs. Ibrutinib +
venetoclax

Primary end-point
Interim analysis (n=
at EHA 2022

®

Ibrutinib + Ver

etoclax (n=260)

RD (n=522)
0) presented

I ' I '

ABS ID 679 - Efficacy of MRD-guided I+V in
standard-risk (IGHV UM) and poor-risk (e.g.TP53dis)
CLL (Dalal S. oral presentation)

ABS ID 794 - Half-way uMRD4 as a parameter of
delayed MRD relapse in IGHV M and UM (Hillmen P,
oral presentation)

ABS ID 796 - Acquired BTK mutations in ibrutinib
containing arms (Evans C. oral presentation)

| . 1 . | < | " | | » |
2014 2015 2016 2017 year 2018 2019 2020 2021 2022
o i - L _aWCWCR _ _ _
- P 100
O g g
> 108 g " * MRD-negative
3 g _______ MRD-negative CR (<0.01%) @ Stop ibrutinib
2 £ 10°
B3 :
R ST U I SRR . " SNSRI, SR RO AP R
102
10°
T T T T T T T T
0 1 2 3 4 5 6 Years 7

Testing schedule
(Central lab, MRD

8l R ] i ; |

l, }

flow, MRD negative
<1 CLL cell in 10%)

ey F 4 4 ¢ 4

O

t t 1

If PB MRD negative repeat after 3 months and then PB and BM at 6 months - if
all MRD negative then first PB MRD negative result is time to MRD negativity

Defining treatment duration:
-2to6yrslorl+V

- double time after MRD negative

- restart 1+V if becomes MRD+ prior to 6 yrs

Dalal S et al., Abstract N. 679, oral presentation, ASH 2025
Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025
Evans C et al., Abstract N. 796, oral presentation, ASH 2025



Selected Oral Presentations from the FLAIR Trial

1. MRD-guided I+V is effective in intermediate- and poor-risk CLL
PFS 0S PFS TP53mut

| e e e o4 0o et tommtemmt S e————— - - | 0 Jeerr
- 2 e \‘ ¥ i \‘:b\ A " At ”“-‘L'“‘";’&."&. WO -, 904 ]_.jLL,n =
P . \"'-h.\ © = ot 7 % 4 = S
I . . O F \ £ Ly .
IGHV-UM s °1 PFS at 5 years NG \.\ e °1 Alive at 5 years s H b
E 3 ® s . ' w04 3 + L
2 7 v (n=123) 94.9% -~ 1&IR £ "1 v (n=123) 97.4% 66% pts stopped 1 = 1 \
n=737 (49.5%) £ *- P, % ¢ PFS at 5 years N
= =27%) £ 18R (n=323) 79.3% i 2 .| 18R (n=323) 90.6% Tx on 1+V by 3yr e [ Al Y 1
i | FCR (n=291) 52.4% . & ] § | FCR (n=291) 88.0% § %1 R (n=31) 70.0% R R
} FCR = Wy £ %4 FCR (n=28) 53.3% e
g » 20 > = o] (n ) - F(RL
: 0 104
12 N - J M m B 04 <
e — — — 0 2 4 » 48 60 [
- m.-m . Months from rand ation
= et e~
3 2 S B s = ‘ Randl 0O 3 5
.E: ol PFSats years R e . é ™1 Alive ats years 87%. of FCR pts FCR ;‘:_;."'“ :‘m pp:
IGHV-M : 1wy (n=97) 90.1% £ Y1 wv (n=97) 92.2% :ecet“’edttafgetezd Rendl 310 76 ne 20,
£ 5 w0 reatment as 2°
n=536 (36.0%) = | I&IR(n=236) 84.7% - I&IR (n=236) 92.1% - _ o _ .
i “1 EcR (n=203) 79.2% § “1 FCR (n=203) 92.4% line therapy TP53mut n=70 (4.7 A)) [n—11 in 1+V arm]
:‘r 24 - - ‘ 5
o1 +
- L] “ 2 " 8 e "
Months from randomisation Months from randomisation

(

MRD-guided I+V is highly effective in overcoming the adverse prognostic effect associated with IGHV-UM status
Similar efficacy also in subset #2 and ATM aberrations (Del11g and ATM™ut)
O 100% 5-year PFS in 11 patients with TP53 mutations treated with 1+V

Dalal S et al., Abstract N. 679, oral presentation, ASH 2025

(



Selected Oral Presentations from the FLAIR Trial
2. MRD data in follow up for FCR and I+V (i.e. arms in which uMRD was achieved)

Eight-color flow cytometry on PB (two consecutive samples collected three months apart) and confirmed on BM
uMRD4 (<1 CLL cell in 10* leucocytes) is stopping threshold

Ibrutinib + Venetoclax
« MRD assessed in PB every 6 months throughout stopping I+V double the time taken to achieve MRD4

* In follow-up MRD becomes detectable (MRD4) then patient will restart [+V at that point (before progression)
and complete 6 yrs of therapy

PFS by IGHV for FCR

LR —— o = ———— i Subset #2
—_ - " | —~—h : + » ... ML I - B+t |GHV
SEO— - \\\\\ — e ;\? - et hﬂ.“'uon--ow IR | L UnmUtated
r_>° 80 \\ﬁ 1 M T ‘MI?HV mutated l; 80 IGHV mutated
2 \‘\\ L, Ty ; "
A 60 IGHV unmutated\’\\“ - A
2 Lo v PFS by IGHV for I+V
L s0 \“\ Subset #2 v s y
. * w
S 40 N Yt c 40
R, . : o)
@ % Progression free at 5 years Ty a 30 Progression free at 5 years
go s IGHV-U(n=291) 52.4% Y, [IGHV-U(n=123) 94.9%
o Subset #2 (n=32) 57.6% 4 Subset #2 (n=16) 100%
a "7 IGHV-M (N=203) 79.2% a "7 IGHV-M (N=97) 90.1%

0 0

0 12 24 3 48 60 72 84 0 12 2 % 48 60 72 84

Months from randomisation Months from randomisation

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025
|



Time from MRD relapse to progression (%)

MRD negative (%)

Time to PB MRD negativity by IGHV for FCR

IGHV mutated 72.9% (PB); 56.2% (BM) at 2 years

/-t‘ A AL Smm o e s + bttt - + 4
t 66.3% (PB); 50.5% (BM) at 2 years
# IGHV unmutated

|
‘

Duration of MRD (%)

Subset #2 (n=32)
68.8% (PB); 43.8% (BM) at 2 years

T T
12 24 36 48 60 72

Manthe fram randamicatinn

Duration of uMRD for FCR participants by IGHV status

100

90 4

70

60

504

404

30

20

N
M e IGHV mutated
\\ . . P 56.5% at 9 years
! .\ Wy,
L I e

IGHV unmutated
| T 22.6% at 9 years

" R LY L e

Subset #2
15.2% at 9 years

T T T T T T T T
0 12 24 36 48 60 72 84 96 108

FCR MRD response

A higher proportion of
IGHV-M patients achieve
UMRD at 2 yrs

A higher proportion of
IGHV-M patients mantain
»  a persistent uMRD

Months from assessment following treatment cessation

100
90
80
70 4
60 -
50 +
40 +
30
20

10 +

Median time from MRD relapse to clinical progression
U-CLL:- 31 months (95% CI: 27-36)

S#2-CLL:- 36 months (95% CI: 17-39)

M-CLL:- 74 months (95% Cl: 50-NR)

0 -

Subset #2

T T T I I T I T

0 12 24 36 48 60 Y {7 - 84
Months from first detectable MRD post-FCR

96

108

”0

Time from MRD recurrence to PD in FCR group

Q IGHV-M - average of 6 yrs from MRD
recurrence to PD

Q IGHV-UM - average of 3 yrs from MRD
recurrence to PD

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025




MRD response and uMRD duration for I1+V participants by IGHV status

Time to PB MRD negativity by IGHV for I+V MRD recurrence (by IGHV)
00 100 e ' r— +
" NS ARSI it — . S T S#2 100% at 4 years
< At 2 years81.3%(PB); 1 /7 s . o ey Leas \u + " R
= % 74.8% (8M) || e X 8 ™7 IGHVmM 85.5% at 4 years
v . i’ " IGHV mutated =4 B
2 ' ez 1
‘oc'ﬁo 004573 >, | S IGHVU 72.1% at 4 years
() (’: | At 2 years 58.8% (PB); “
el I8 & ! 52.6% (BM) o 50
O L1 i . - o
g / ||| Phase Ill Front-line CLL Trials of BTKi+venetoclax ® ©
- 1| GLOW (I+V 12mo; n=106) 54.7% uMRD4 PB a 30-
20 /| FLAIR (1+V 12mo; n=260) 54.6% uMRD4 PB -
10 | CLL17 (I+V 12mo; n=305) 47.2% uMRD4 PB 6l
& : AMPLIFY (A+V 12mo; n= 291) 34.4% uMRD4 PB
2 - - 0+
o 12 24 36 a8 60 72 0 12 24 28 48 00
Months from randomisation Months from assessment following treatment cessation
I+V MRD response Duration of uMRD for I+V (by IGHV status)
A higher proportion of IGHV-UM patients achieve A higher proportion of IGHV-M patients mantain a
uMRD at 2 yrs persistent uMRD

> In |+V group, 19/143 patients experience MRD relapse
> Patients respond to re-introduction of [+V after MRD recurrence

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025



Selected Oral Presentations from the FLAIR Trial
3. Acquired BTK mutations in ibrutinib-containing arms

BTK mutation in patients with PD

100

80

60+

404

Number of patients

204

mm Pts with BTK mut

| +V
Treatment arm

Em Pts without BTK mut

Detection of BTK™" via Miseq and ddPCR

« Total number of disease
progression samples investigated
for BTK mutation:- 136

* 9relapsing patients found to have
BTK muts using Miseq.
ddPCR detected BTK mutations in
a further 20 patients.

Arm Number| Number Median Time on | Available * ddPCR can detect mutations
Enrolled | Progressed | treatment (years) | Samples <0.01%
IR | 386 114 5.9 9%
| 263 37 48 33

1+V | 260 7 24 7
« 23/96 (24%) IR patients had 1 or more BTK mutation *  The majority of pts had more than 1 BTK™ut
+ 6/33 (18%) | patients had 1 or more BTK mutation * No BTKmut was found at baseline
+ No I+V patient had a BTK mutation, 1 did have a BCL2 G101V *  Most BTK™t pts were IGHV UM

Evans C et al., Abstract N. 796, oral presentation, ASH 2025




Impact of prognostic mutations on outcome with Fixed-Duration Acalabrutinib-
Venetoclax Combinations Versus CIT — AMPLIFY TRIAL

» In the ITT population, the 36-month PFS rate was 76.5% (AV), 83.1% (AVO), and 66.5% (FCR/BR)
» In patients with ulGHV, PFS was improved with AV and AVO vs FCR/BR

TTNT by Treatment Arm ‘In the ITT population,
the 36-month TTNT rate Essnt Estinte.

Mutation Status AV (N=291)  FCR/BR (N=290) Hazard Ratio (95% Cl)

1004 ) ) Overall
! WaS 88 5 A) (AV) 85 4 /0 All subjects 52/290 84/289 -~ | 0.46 (0.32, 0.64)
| - ) - IGHV mutational status

o) Mutated 13/124 23/118 —_— 0.43 (0.21, 0.83)
+ AVO a n d 7 5 2 / Unmutated 39/167 61/172 —o— 0.50 (0.33, 0.74)
02 sk J " 0 ATM
; Mutated 17/70 23/59 —_— 0.45 (0.24, 0.84)
( F C R/B R) Unmutated 34/199 51/207 —— 0.56(0.36, 0.86)
| Missing 1/21 10/23 NC (NC, NC)
BIRC3
. | Mutated 6/18 an2 NC (NC, NC)
2 | o FO reSt p | otS S h Owed a Unmutated 45/251 70/254 —o- 0.49 (0.34, 0.72)
= | Missing 1/21 10/23 NC (NC, NC)
. - CARD11
£ ! consistent TTNT benefit
40 Risk Group TINT at3vy, % | Unmutated 48/260 73/257 —o— 0.50 (0.35, 0.72)
. Missing 1/21 10/23 NC (NC, NC)
— A 885 ! with AV and AVO vs uvoss
AVO 85.4 | Mutated 111 1/11 NC (NC, NC)
R / : Unmutated 50/258 73/255 - 0.52 (0.36, 0.75)
204 FCR/BR 75.2 I FC B R In IG HV-M and Missing 1721 10/23 NC (NC, NC)
. | NOTCH1
Comparison HR (95% CI) U M t d H t 'th Mutated 15/41 17/50 —_— 0.80 (0.40, 1.61)
AV vs FCR/BR 0.45 (0.32, 0.64) I p s y a n I n p S WI Unmutated 36/228 57/216 —o— 0.47 (0.31, 0.71)
AVO vs FCR/BR 0.46 (0.32, 0.65) | . Missing 1/21 10/23 NC (NC, NC)
SF3B1
o ) ) J J . J . : Or WlthOUt ATM, S F3 B1 Mutated 9/45 19/46 e 0.31(0.13, 0.67)
0 6 12 18 24 30 36 42 48 Unmutated 42/224 55/220 —o— 0.61(0.40, 0.91)
Months From Randomization and NOTCH1 mutations.
AV 201 284 278 273 268 258 215 130 50 Rt 5 s
«— —>
Favors AV FCR/I

Ghia P et al., Poster n. 3898, ASH2025
|



Time-Limited Acalabrutinib Monotherapy in Frail Patients with Previously
Untreated CLL: Primary endpoint analysis of the randomized STAIR trial

Arm A
Eligibility criteria Continue

ACALABRUTINIB
100 mg PO BID for 18 months

-Age >70 years

- Previously untreated
CLL or SLL requiring
treatment
(iwCLL2018 criteria)

- CIRS score > 6

2
complex karyotype

S Discontinue
Stratification ACALABRUTINIB

ACALABRUTINIB

| progression |

Investigator choice

Rz"e?t_"‘e"‘ ACALABRUTINIB
‘a‘;%‘)’” 100 mg PO BID (unlimited

and/or TP53 disruption
Impaired creatinine N =160
clearance Primary endpoint
(31-69 mL/min, PFS at 1 year after randomization
Cockroft) The strategy was considered insufficiently promising if 1-year PFS rate was
lower than 75% in the experimental arm (null hypothesis)
2 - | g |
e o]
- o r
2 1-yr PFS o
o @
o 96% vs 53% ©_
= & w®o ]
= = 8 ©
A e
E ©
28 g
o
. = 1-yr TINT 74%
Continue ACA (n=41)
= Discontinue ACA (n=80) =
o T T T T T T T T T g ‘ . . . Y . .
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months Months

Guiéze R et al., Abstract N. 684, oral presentation, ASH 2025

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




Pirtobrutinib vs BendaR in TN CLL: First Results from BRUIN CLL-313

Stratified by:

IGHV mutation status: Pirtobrutinib?
Mutatel: \{s.tunmutated 200 mg PO QD
. . ai stage:
Patients with 0-Il vs. llI-IV
. R Optional crossover®
previously untreated 11 [ (PD confirmed by IRC) ]
CLL/SLL

Bendamustine2¢ Rituximabad

90 mg/m? 1V 375500 mg/m? IV

( )|

/ l Key Eligibility Criteria ) \ -

= Confirmed diagnosis of CLL/SLL, with requirement for therapy (per iwCLL 2018 criteria)
= ECOGPSO0to2
= Naive to systemic therapy for CLL/SLL

Primary
= PFSef(per iwCLL 2018 criteria)

Key secondary

= No 17p deletion = OSf
= Platelets 275 x 10%L (=50 x 10%L for patients with evidence of bone marrow infiltrate)
Secondary
= Hemoglobin 28 g/dL = ORRSY (per iwCLL 2018 criteria)
= Absolute neutrophil count 20.75 x 10%L = Safety measures

o / N /

sTreatmentwas given in 28-day cycles. ®Patients who were randomly assigned to BendaR could crossover to pirtobrutinib treatment after IRC-confirmed progressive disease according to iwCLL 2018 criteria. *Administered on Days 1 and
2 of each 28-day cycle, cycles 1 through 6. “Administered at 375 mg/m? for the first cycle and then at 500 mg/m? on Day 1 of each 28-day cycle, cycles 2 through 6. €The primary endpoint of PFS was assessed by a blinded IRC.

A sequential gate-keeping strategy was used to control the overall 2-sided type | error rate at 0.05 when testing primary and key secondary endpoints. 2ORR is defined as the proportion of patients who achieve a best overall response of
CR, CRi, nPR, or PR at or before the initiation of subsequent anti-cancer therapy.

Abbreviations: BendaR, bendamustine plus rituximab; CLL, chronic lymphocytic leukemia; CR, complete response; CRi, CR with incomplete bone marrow recovery; ECOG PS, Eastern Cooperative Oncology Group performance status;
IGHV, immunoglobulin heavy-chain variable region; IRC, independent review committee; 1V, intravenous, iwCLL, International Workshop on Chronic Lymphocytic Leukemia, nPR, nodular partial response; ORR, overall response rate;
OS, overall survival; PD, progressive disease; PFS, progression-free survival; PO, by mouth; PR, partial response; QD, once daily; R, randomized; SLL, small lymphocytic lymphoma.

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025
|



Primary Endpoint: Progression-Free Survival

Pirtobrutinib

-
o
e

Pirtobrutinib BendaR

>
3
3 90
o - (n=141) (n=141)
o 801 Rl
= 701 BendaR . _ i Number of events, n (%) 13 (9.2) 48 (34.0)
2 W 1y 24-month PFS rate, 93.4 70.7
g 60 ‘l\ (95% Cl) (87.6,96.5)  (61.5,78.1)
@ 507 h Median follow-up, months 28.1 283
:?’ :g T—i—1— M Hazard ratio (95% Cl) 0.20 (0.11, 0.37)
5 I p-value? <0.00012
AN I
g 10- I The PFS results presented are IRC assessed
g o L] L] L) T T L] T T L] T T T T T T L) L) T L) I L)
o 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Number at risk Time Since Randomization (Months) ORR with pirtobrutinib was
Pirtobrutinib 141 138 136 135 133 133 131 130 128 128 124 124 119 119 67 56 55 11 5 4 0 >90% and higher than with
BendaR 141 122 120 116 114 111 107 105 96 96 92 87 81 77 50 38 36 6 4 3 0 BendaR (81.5%)

Pirtobrutinib demonstrated a statistically significant and clinically meaningful PFS improvement,
with an 80% reduction in risk of PD or death compared with BendaR

PFS favored Pirtobrutinib across all prespecified subgroups, included IGHV UM

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025
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Overall Survival

Pirtobrutinib Pirtobrutinib BT
100 === =—< —H FH =141 =
2 90 - T A e = e e — — I HH B Number of ” 1 1
E BendaR umber of events, n (%) (2.1) (7.1)
E 80 1 24-month OS rate, 97.8 93.0
o 70 1 (95% Cl) (93.3,99.3) (87.0, 96.3)
% 60 Median follow-up, months 32.7 31.7
g 50 1 Hazard ratio (95% Cl) 0.26 (0.07, 0.93)
03, 40 1 p-value 0.02612
= 30 1
S 20 -
>
O 10 1 Effecti b
0 T L] L) L] L} L] L) L] L) L] L] L] L) L} L] L] L] L} L] L} L] eCtlve crossover rate -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 4 52.9% (18/34)
Number at risk Time Since Randomization (Months)
Pirtobrutinib 141 140 139 138 137 137 137 137 137 137 135 134 132 132 125106 80 52 39 15 1 0
BendaR 141 130 127 124 123 122 119 117 114 113 113 112 111 111100 82 61 40 23 9 0 0
[ OS data were immature, but trended in favor of pirtobrutinib, despite a high effective crossover rate ]

aStratified log-rank 2-sided p-value; the 2-sided alpha level was 0.000001 at this interim OS analysis. "Uses the number of patients with investigator-assessed PD as the denominator; eligible patients receiving BendaR could crossover to receive pirtobrutinib
monotherapy upon confirmation of PD by IRC per protocol.
Abbreviations: BendaR, bendamustine plus rituximab; Cl, confidence interval; IRC, independent review committee; OS, overall survival; PD, progressive disease.

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025
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Adverse Events of Interest

Pirtobrutinib
(n=140)

Any Grade Grade 23
n (%) n (%)

EAIR per 100 Person-Years

Pirtobrutinib BendaR

Any Grade Any Grade
Any Grade Grade 23 EAIRE EAIRE

n (%) n (%)

EAIR Ratio
(95% cI)h

Infection? 80 (57.1) 19 (13.6) 44 (33.3) 11 (8.3) 38.3 89.7 0.43 (0.30, 0.62)
Infection without COVID-19 72 (51.4) 19 (13.6) 38(28.8) 9(6.8) 30.9 74.9 0.41(0.28, 0.61)
Bleeding® 36 (25.7) 1(0.7) 2 (1.5) 0(0) 12.5 3.3 3.73(0.90, 15.50)
Hemorrhage 17 (12.1) 1(0.7) 2 (1.5) 0(0) 5.2 33 1.55 (0.36, 6.69)
Bruising 16 (11.4) 0(0) 0(0) 0(0) 4.8 0 NE
Petechiae and purpura 8(5.7) 0 (0) 0(0) 0(0) 2.3 0 NE
Neutropenia® 21 (15.0) 13(9.3) 68 (51.5) 60 (45.5) 6.5 169.5 0.04 (0.02, 0.06)
Anemiad 14 (10.0) 6 (4.3) 21(15.9) 10 (7.6) 4.1 37.7 0.11 (0.06, 0.21)
Thrombocytopenia® 12 (8.6) 4(2.9) 23 (17.4) 9(6.8) 3.5 43.1 0.08 (0.04, 0.16)
Atrial fibrillation and atrial flutter 2(1.4) 1(0.7) 2(1.5) 1(0.8) 0.5 3.3 0.17 (0.02, 1.17)
>75 years oldf 1(5.0) 0 1(4.3) 0 2.2 10.0 0.22 (0.01, 3.46)
Hypertension 11 (7.9) 4(2.9) 6 (4.5) 4 (3.0) 3.2 10.2 0.31(0.11, 0.84)

.

Incidence of atrial fibrillation/flutter remains low in older patients aged 275 years (5.0% with pirtobrutinib and 4.3% with BR

J

aAggregate of all preferred terms indicating infection and including COVID-19. PAggregate of all preferred terms indicating bleeding. ¢Includes neutropenia, neutrophil count decreased, and febrile neutropenia. dIncludes anemia and iron
deficiency anemia. eIncludes thrombocytopenia and platelet count decreased. fPirtobrutinib, n=20; BendaR, n=23. sEAIR per 100 person-years is based on the first occurrence of an event and is calculated as the number of events divided
by the sum of years at risk for a TEAE across all patients times 100. "EAIR ratio and 95% Cl were estimated using Poisson regression and based on the EAIR with pirtobrutinib relative to the EAIR with BendaR.

Abbreviations: BendaR, bendamustine plus rituximab; Cl, confidence interval; COVID-19, coronavirus disease of 2019; EAIR; exposure-adjusted incidence rate; NE, not estimable.

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025



Time Limited Pirtobrutinib, Venetoclax and Obinutuzumab combination in TN CLL

Enroliment
CT scan
BMBXx

l

CT scan
for TLS
risk*

« Pirtobrutinib
200 mg once

daily

* Obinutuzumab
100 mg D1
900 mg D2
1000 mg D8
1000 mg D15

+ Pirtobrutinib
200 mg once

daily

+ Obinutuzumab

1000 mg D1
* Venetoclax

weekly dose

ramp-up

CT scan

BMBx (NGS MRD)

Blood (NGS MRD)
end of C4 end of C7

« Pirtobrutinib
200 mg once
daily

* Obinutuzumab
1000 mg D1

» Venetoclax
400 mg once
daily

#CT imaging is repeated for TLS risk assessment only if baseline CT had nodes 25 cms

= Each cycle is 28 days
= NGS MRD assessed by clonoSEQ assay (Adaptive Biotechnologies)
= *For pts who are MRD+ at 2105 in either PB or BM at end of C13 can continue pirtobrutinib + venetoclax for an additional 12 cycles
= All pts monitored by PB NGS MRD g3 mos for first 12 mos off therapy, and then g6 mos

CT scan
BMBx (NGS MRD)
Blood (NGS MRD) @iBlood (NGS MRD)
end of C9 end of C13

l l

« Pirtobrutinib 200 mg once daily
» Venetoclax 400 mg once daily

100%

80%

60%

40%

20%

0%

for non
e not inc

75

92%
U-MRD4

61

88%
U-MRD4

_T_ ‘ B Missed sample H
| 8 | (2] H MRD 2104 (%) NGS MRD in
12 O MRD 210*to <104 (%) PB and BM
el @ MRD 210 to <10° (%)
B U-MRD <10% (%)
100% 96%
U-MRD4 U-MRD4
86
74
10 pts with del(17p) and/or TP53mut
- 9/10 U-MRD6 at EOC13

cluded

End of Cycle 7 (PB)  End of Cycle 7 (BM) End of Cycle 13 (PB) End of Cycle 13 (BM)

(n=77)

(n=77)

(n=77) (n=77)

Jain, PVO in CLL, ASH 2025, Abs 680

80 pts enrolled
Median follow up 21.6 mo

Safety analysis

67% of pts had =2G3 neutropenia or
thrombocytopenia

5% of pts had neutropenic fever

2 pts (2%) developed AF

Patient disposition

- No pt had PD, 1 pt died

- 66/77 pts completed all therapy

- No pt had MRD recurrence at a median
follow up of 10.4 months after
completing treatment

- 11/77 pts were eligible for additional 12
cycles of PV due to 2MRD5 at EOC13

Jain N et al., Abstract N. 680, oral presentation, ASH 2025




MRD-guided therapy of sonrotoclax + obinutuzumab in patients with TN CLL.:
Initial results from an ongoing phase 1/1b study, BGB-11417-101

MRD-guided Overall, 55 pts enrolled
tnaI?tlLT?nDt:i;continuation Median age 62 yrS
. u , discontinue .
c1bz c1b15 Sonrotoclax Sonrotoclax QD (160 mg or 320 mg) sonrotoclax at C16D1 Median follow up 12.3 mo
@B {ramp-up) + If MRD4+,

Obinutuzumab (1 000 mg) continue sonrotoclax

* No treatment discontinuations
attributable to sonrotoclax

C2D1 C6D1
Sonrotoclax Final dose

ramp-u obinutuzumab
c1D1 begins ot lood MRD » No deaths due to adverse events
B:.gm status by NGS
obinutuzumab
ORR ORR ORR MRD status in sonrotoclax 320-mg All analyzed
g, S 94% o cohort by C15 per NGS® patients who
i 6| “ “2 | issing due to
» Most frequent TEAEs =% Bl - o reached C15
were Thrombocytopenia,  ® = B ¥ e, (N=21)
neutropenia and IRR = = = UMRDS achieved at
p ) 60 ) 601 UMRDS; |eaSt UMRD5
E é - indeterminate uMRD6
« Grade 3+ neutropenia <& 4o o 40 == uMRDS All patients in
did not translate to ol 18-month ] rem'sds.'on t‘.""th
serious or life- PFS 94.3% a median ime
C : o 0 off treatment of
threatening infections Somo _ Somro _ Efficacy- MRD by Best MRD: 7 2 months
160 mg 320 mg evaluable {n=24) - )

+0 +0 (N=53)
(n=18) (n=35) Hoffmann MS, et al. abstract N. 7489, Oral Presentation, ASH 2025
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