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Background

The therapeutic landscape of CLL has undergone a profound shift over the past decade, with targeted agents

largely replacing chemoimmunotherapy (CIT) both frontline and in the relapsed/refractory setting

Patients mostly relapsed after chemo-immunotherapy Body of

evidence

PRESENT Patients mostly relapse after cBTK inhibitors

FUTURE Patients will relapse also after fixed-duration therapies (Obi+Ven or cBTKi+Ven)
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Which are the drivers of choice among second-line options?
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Drivers of treatment choice at first relapse/progression

Disease characteristics
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Drivers of treatment choice at first relapse/progression
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Second-line treatment options available
based on frontline therapy
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Second-line therapies in CLL

BTKi
cBTKi+Ven ne |
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Efficacy of cBTKi in patients with CLL relapsing after CIT

RESONATE (ibrutinib vs ofatumumab)
- n=391

— heavily pretreated population

— median n. of prior therapies 3 (1-12)

— ulGHV 73%, TP53 mut 51%, 17p del 32%
— Median follow-up 65.3 months
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Median PFS with ibrutinib 2° line:
not reached

ALPINE (zanubrutinib vs ibrutinib): LTE-1 1009 PPS events (7). Medtan (55% i ) -
n= 17 6( ) Zg - 1:3‘;;:; 5;;‘;?;;5:’ Median PFS with zanubrutinib

T ) R 704 52.5 months

— earlier relapse setting £ ;8 ey N

— median 1 prior line (1-6) é > R o

—~23% with TP53 disruption
— Median follow-up: 63.4 months

209 —s— Zanubrutinib

1 —=— Zanubrutinib after COVID-19 adjustment
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T T T
66 72 78

All pivotal cBTKi trials enrolled
patients mainly relapsing after CIT,

Time, mo with minimal/no exposure to prior
No. at risk:
t+ 327 303 288 250 243 220 198 180 166 122 83 49 3 0 ta rgeted agents
—8— 327 302 287 258 242 216 198 180 165 122 83 49 3 0

Byrd J. et al, Blood 2019; Tam C. et al, poster ASH2025
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Efficacy of cBTKi in patients with CLL relapsing after CIT

A e :
ASCEND (acalabrutinib vs investigator’s choice) Median PFS: not reached
— Median 2 prior lines : |
— Majority previously exposed to CIT i = |
— Comparator are Idela-R or or CIT -
— Del 17p and/or TP53 mutations: 28% e o 028 2 038

— Median follow-up 46.5 months ,

—Acala
— REBR

MadanFFE: 168 mo :

r—r 1 1 1 1 T T T T T T T T Tt T T T 1T
O 3 & 8 12 15 18 2 M IT W 3 3B I3 £ 45 48 5 =

ELEVATE-RR (acalabrutinib vs ibrutinib)
— High-risk population (del17p/delllq)
— Median 2 prior lines

— Del 17p 13.8% 1 Evuris, No. B Median S5% OF HA 1855 CO A" inOta| CBTKi tria|S enrO"ed
— No prior BTKi or venetoclax allowed P e e patients mainly relapsing after CIT,

— Median follow-up 40.9 months L L A AL L. : - :
P poEos s e ;:m;’{m“;n;jﬂ“ SRR RS AR with minimal/no exposure to prior

—_— targeted agents

Median PFS: 38.4 months

Ghia P etal., JCO 2020; Byrd JC et al., JCO 2021
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Efficacy of cBTKi in high-risk CLL patients relapsing after CIT

RESONATE ELEVATE-RR

(F) 100 - = Both del(17p) and TP53 mutation 1004 o, ‘Acalabrutinib, 17p del (Yes)
s Neither del(17p) nor TP53 mutation \"‘"‘k brutiib, 17p del(Yes)
e Elfhier del(17p) or TP53 mutation 1;""“""'\4_ Acalabrutib, 11q del(Yes)
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] Events/Patients  Median (95%Cl)  Hazard ratio (95% C)
£ 307 20— Acalabrutinib, del(17)(p13.0)Y  76/124  329(252,384)  1.00(0.73,138)
Both del(17p) and  Neither del(17p) nor  Efther dal(17p) or —— Ibrutinib, del(17)(p13.1) Y 72/121 27.6(21.8,38.5)
20 TP53 mutation TP53 mutation TP53 mutation - Acalabrutinib, del(11)(q223) Y  85/167 38.4(33.0,44.0) 1.08(0.80, 1.47)
] (n=38) (n=68) (n=48) ol orutinib, del(11)(q22.3) Y 79/175 41.6(38.0,44.8)
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£52

Munir T. et al, Am J Hematol 2019; Byrd J. et al, Blood 2019;
Brown J. et al, Blood 2024
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Efficacy of cBTKi in high-risk CLL patients relapsing after CIT

RESONATE ELEVATE-RR

(F) 100 m=_ Both del(17p) and TP53 mutation 100 b == Acalabrutinib, 17p del (Yes)
= Neither dal(17p) nor TP53 mutation ok Ibrutinib, 17p del (Yes)
e Either del(17p) or TP53 mutation \""‘ """ 10 G Am:m ib, 11q del (Yes)
1 = o eunsene rutib, 11q del (Yes)
8 ..,”_‘._* 'i...\\ . 11q del (Yes)
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Botn del(17p) and  Neither del(17p) nor  Either del(17p) or — |brutinib, del(17)(p13.1)Y 72/121 276(218385) _§ kL. o
20 TP53 mutation P53 mutation P53 mutation - Acalabrutinib, del(11)(q22.3) Y S5/10 22 (33,0, 241 Lt
(n=38) (n=68) (n=48) o 5 79/175 41.6(38.0,44.3)
-~ Ibrutinib, del(11)(q22.3) Y d
T e et e ALPINE e
% 0 3 6 9 12 15 18 20 24 27 30 3B B 39 42 4 4 5 54 &
0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 R R . ) Months
Months Zanu in pts with del 17p/TP53 mut: Median PFS 50.2 months Number at risk
Lo . " Acslabrutin, 17pdel(Yes) 124 113 104 100 94 84 79 78 6 6 S8 43 3B B W4 10 7 1 0
oionts 2L Rlok Ibrutinib in pts with del 17p/TP53: Median PFS 28 months )
TPSES'mepgﬂn: 38 34 30 20 27 26 25 25 23 21 20 19 18 18 16 13 12 12 11 9 9 7 2 O lortind, 17pdel (Yeg) (121 112 100 8 & 75 T & & % 4 & B » w6 N 7 2 0
Nm\;ggul?gﬂmj 68 68 65 63 61 58 57 56 53 48 45 44 42 30 30 38 37 36 G5 31 28 26 17 2 Acalabrutin, T1qdel (Yes) 167 159 151 146 144 138 135 129 M8 10 100 74 S5 & 20 2 7 2 1 0
mutation: Iontin, 11qdel (Yes) 175 157 147 130 127 123 115 111 104 % 95 78 55 47 N 8 10 7 2 0
Efther gel(17p) or

msmmnomdﬂdﬂdﬁﬂﬂﬁﬂSSQG%QQ 25 24 24 23 21 19 19 18 17 17 15 10 5 1

In head-to-head studies,
second-generation BTKi

showed a better safety
profile as compared with
Wil T TR 80 00,00 ik 0TS0 0 O

ibrutinib —_— T

AT THRERSKERENNNACRENENN Munir T. et al, Am J Hematol 2019; Byrd J. et al, Blood 2019;
Brown J. et al, Blood 2024
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Second-line therapy with bcl2 inhibitors after CIT: MURANO study

Pts’ characteristics Median PFS 54.7 months with Ven+R Impact of TP53 disruption on PFS

Median PFS 37.4 months in pts with

Main study (N = 389)

VenR
(n=194)

BR
(n = 195)

TP53 abn treated with Ven+R (n=53)

Mean age (SD), y £3.9(105) 64454
Sex, n (%)
Male 136(701) 151 7F7.4) .

Female 58(29.9) 44 22.6) 100+ @5':1&2:'3' PFnSth I'?STCI' (C) e VR dol(17p) andioe TPS3onut, n = 53
No. of prior cancer therapies, n (%) kL, Mo i wense VerR no deX17p) and TPEIWT, n = 104
! e L VerR =194 547(23509) 100 bl L T ] e BR d0l(17p) andior TPSI-mul, 1 = 55
e sen o1 e Ty (M - «=== BR no deN17p) and TPSIWT, n = 06

(n=195) T0{155207) C .
del(17p) and/or TP5S3 mutation, n (%) 80< \----4.,‘
Yes 72(37.1) 75 @8.5) @ N
No 106 (54.6) 95 (48.7) 2
Unknown 16(8.2) 25 (12.8) ; :E 60
del(17p), n (%) & <
Yes 456(237) 45 23.6) dc 1 m
No 127 (65.5) 123 63.1) & 404
Urknown 21(108) 26133
TP53 mutation, n (%) ZC'
Yes 48(247) 51 (26.2) 20 -
Mo 144 (74 2) 132 67.7
Uriknewn 2010 12 62) ‘I'Ee'sared
it E A 2 2 49 48 A4 M WM 49 48 €& RO A
Mutated 53(294) 51 28.3)
nd B e 0 6 12 18 24 30 36 42 48 54 60 66
Uriknown 422 6@3) \ITIEl:ITIIJ 5:| No. of of fisk Time (months’
GC, n (%) No. of patients at risk
0-2 104 (54 4) 114 (58.5) B B B B B 4 4 - - B 4
aa aa {172} =049 e 104 190 185 179 178 174 170 167 161 150 M2 136 133125 11O11107102 88 79 6B 63 57 4 Lo 45 37 34 19 1 4 ¢
25 140.2 17 87) — TR B B0 B A MR T M UMBINY YR EE LTI
Unonown 40(20.5) ELR A
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Seymour J et al. Blood 2022; Kater AP et al. Blood 2025




Second-line therapies in CLL

BTKi
cBTKi+Ven ne |
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Venetoclax+/- Rituximab after cBTKi

n=47 patients

A
VEN-R cohort
100 = PF5
] - 05
g T8 1
Z 50
£ 5]
[=
a T T T T T T T T T T
0 12 24 ae 48 60
Time since initiation of
VEN-R (months)
PFS 32 15 3] 2
o5 a3z 24 B G

Probability of survival

PF5

035

VEN-monotherapy

== PFS
e 15

0 12 24 36 48 g0
Time since initiation of
VEN (maonths)
15 3 2
15 7 G z 2

% PFS

Dali Tp:h"TF"’EEmut 26 11 4
Meither 12 5 a3 1 1

PFS stratified by TP53 status

100 =L del{17p) andfor
TP53 mutated
79 1 =L Maither del{17p)
| nor TP52 mutated
a0 1
25 P=044
l] T T T T T T T T T T

0 12 24 36 48 &0

Time since initiation of
VEN-based therapy (months)

Ven-R is active in patients with BTKi-exposed CLL, but durable treatment-free remissions are uncommon
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Non-covalent BTKi Pirtobrutinib after cBTKi:
BRUIN 321 StUdy TTNT - Venetoclax exposed

-
=
S

Pirtobrutinib

Pirobrutinib Moqntherapy

HlmgPOQD

Straffied by.

e T —— PFS in the overall
CLLBLL vty s (PO confmed by R .
study population

treated with cBTKi

Probability of Remaining
Free of Next Treatment (%)
o2 B8883388

IdelaRBR
[defalsib + itk > e 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
- sz?:l;;mlb Id:\lfl1R1lgBR Time Since Randomization (Months)
Bendamusi+ Riuinat?* N 100 = i N“"‘_’””‘“is"w oL o o o
3‘ % Number of Events, n (%) 74 (62) 79 (66) . 0 s 3 28 28 2 W 2 8 & 5 4 3 2 2 0 0
= Median PFS, mo (95% Cl) 140(112-166) 8.7 (8.1-104) Pirtobrutinib | 1delar/BR
® 80 Median follow-up, mo 194 177 n=60 n=60
2 5 .
] _, Median TTNT, mo (95% CI I g
L Pirtobrutinib 2 70 Hazard ratio (95% Cl) 0.54(0.39-0.75) edian , mo (95% ClI) 20.0 8.7
Characteristics n=119 o ) . Stratified log-rank 2-sided p-value 0.0002* Hazard ratio (95% CI) 0.37 (0.23-0.60)
= 60 Pirtobrutinib Stratified | k 2-sided p-val <0.0001*
Median lines of prior systemic 30143 g ) Study met primary endpoint at earlier data cut (Aug 2023) ratified log-rank 2-sided p-value :
therapy, n (range) (1-13) E 50 IRC HR=0.58 (95% C10.38-0.89); p=0.01
Prior therapy, n (%) =] ; - n
: 2 TTNT - Venetoclax naive
cBTKi 119 (100) delaRIBR
Ibrutinib 100 (84) 3 30
Acalabrutinib 17 (14) & ; .
é?:ubcrutinib 15? 28) g 20 Pirtobrutinib reduced §’§ a0 Pirtobrutinib
ner : () ? “es, risk of progression or 58
>1 Prior ¢cBTKi 17 (14) g 10 R T s death by 46% 5’ g
BCL2 inhibitord 60 (50) 5 0 L —— according to IRC ‘gg jg -
Chemotherapy 81(68) © 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 assessment 22 % IdelaR/BR
Anti-CD20 Antibody 86 (72) & Time Since Randomization (Months) e
PI3K inhibitor 11(9) Number at Risk ar 10
Immunomodulator 2 (2) - 119 113 100 84 79 69 54 44 36 19 12 10 4 3 3 3 2 0 ’ [1] 2‘ ' 4 ‘ é ‘ é 1‘0 ' 12 ‘ 1‘4 ‘ 16 ' 1‘8 IZU 2‘2 ‘26 I 2‘6 I 2‘5 3‘0 ‘ 32I 3‘4‘
Autologous Stem Cell Transplant 1(1) --- 119 9 T3 60 5 3 25 18 1B 10 71 5 3 1 0 0 0 o0 Time Since Randomization (Months)
Allogeneic Stem Cell Transplant 2(2) ""m—"'"f F's“h e s a2 2 A

Reason for any prior cBTKi discontinuation® n (%)

Disease progression 85 (71)
Toxicity 20 (17) n=59 59

Other 14 (12) Median TTNT, mo (95% Cl) 29.5 12.5
Sharman J Et a/, JCO 2025 Hazard ratio (95% Cl) 0.36 (0.21-0.81)
Stratified log-rank 2-sided p-value 0.0001*
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Non-covalent BTKi Pirtobrutinib after cBTKi:
BRUIN 321 StUdy TTNT - Venetoclax exposed
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Reason for any prior cBTKi discontinuation® n (%)

Disease progression 85 (71) Pirtobrutinib
Toxicity 20 (17) n=53 59

Other 14 (12) Median TTNT, mo (95% Cl) 12.5
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Patients relapsing after fixed duration therapies
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Second-line therapies in CLL

BTKi
cBTKi+Ven ne |
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Patients relapsing after fixed-duration Ven+Obinotuzumab

*No prior exposure to BTK inhibition

*No selection of BTK resistance mutations (e.g. C481)

Full sensitivity to covalent BTK inhibitors expected

cBTKi represent a rational and effective standard of care after VenO relapse in BTKi-naive patients
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Second-line therapies in CLL

cBTKi *

*Zanu not allowed

BTKi
cBTKi+Ven ne |
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Patients relapsing after fixed-duration BTKi+BCL2-i

*Prior exposure to BTK inhibition No BTK, Bcl-2 or PLCG2 mutations found in
CLL relapsing after 1+V
*Patients relapse after a treatment-free interval N
Current study: no acquired somatic mutations found
N )
*BTK exposed # BTK refractory s vEESED N m
EE '?, é 5 ekgﬁw
*Lower selective pressure of FD therapy vs continuous BTKi e s ™
\ - a o Ammoacm number ' /
/ Current study: no acquired somatic mutations found } \
IIEEIE"T! -C
PLCG2 N @ -%| 7 mﬂ e
v’ Expected sensitivity to cBTKi, retreatment rationale S i A A
v Time matters: how should be DoR to consider retreatment with BTKi? \_ s )
AIFA PD >6 months from EoT/CAPTIVATE PD 224 months from EoT (T ormtay o] )
- ez NIED D T e T —c
v’ Retreatment with [+V not allowed A
The only data available on retreatment are with Ibrutinib st st s 24738
No data on retreatment with Venetoclax \ i y,

ot five | D)




Ibrutinib-Based Retreatment after I1+V in the CAPTIVATE study:
efficacy and safety

v Patients relapsin g or progressing at least 24 Single-Agent Ibrutinib (n=25)? Ibrutinib + Venetoclax (n=11)°

months after completion of 1+V could be b 03 e el
. . . 90 4 90 4 90 4 o 90 4
retreated with FD 1+V or with single agent o] W 0| pm .
Ibrutinib until progression 2 s ] s 104 o 70
z;' 3 60 4 § 60 4 E 60 4
g % 04 2 50 41
v In total, 36 patients (who met iwCLL criteria £« ol W E o
. . g ¥ 5. 3 % 3 )
for treatment) initiated retreatment with . 3 zg ol 2 zz
. . . . . ) 20 4 L
either single-agent ibrutinib (n=25) or FD 1 ) i
ibrutinib + venetoclax (n=11) 0 0 .

single-agent PFS 0s lorutinib + PFS 0s

ibrutinib (n=25) Single-agent ibrutinib venetoclax Ibrutinib + venetoclax

(n=25) (n=11) (n=11)

v" No new safety signals were observed during
retreatment, relative to the safety profile of
1L treatment with single agent ibrutinib or
FD ibrutinib + venetoclax

Single-agent ibrutinib FD ibrutinib + venetoclax
Median duration of follow-up, months (range) 28.4 (3.7-59.1) 15.2 (7.4-29.3)
Median duration of retreatment, months (range) 27.0 (1.1-59.1) 13.8 (6.7-18.3)

Wierda, poster presentation @ASCO 2025, Ghia, oral presentation @EHA 2025
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MAVRIC (Mutation-Guided Finite-Duration AV for Relapse in CLL/SLL; NCT07024706)

Phase 2, Open-Label, Multicenter, Single-Arm, Global Study Assessing the Efficacy and Safety of
IGHV- and TP53-Mutation Risk-Guided, Finite-Duration AV-Based Combination Therapy After Prior
Finite-Duration ¢BTKI Plus BCL-2i Treatment

, @ MAD 3 mo post-tx, them annually \
" 4
— A LEAD-IN Ay |
acreening/baseline Acalsbrufinis Aalgbrutinit 100 mg PO BID |
+ All-comer participant 00 mg PO BID 4 [
PR PR (=29 Verstoclax (including doas |
Ielapaad GLLIS - escalaiion] to 400 mg PO 0D :
ter 1L finite cBTH Cohort 2 _ A |
f-. 'f::..t'.:'ff Unmutated [GHY S Illlnlmﬂ - E.Ef?amm-m :
betindlinln andior eneinck A00 mg PO On @ i hr O
« ECOG PS o2 TE53 aberrations r|
| I
« Patlents wil recelve MAD | MAD s
CTMRI aspsazments &t Ci1-c2 C3-C1d Cls-C24 By
screaning, pre-venetoclax
{patients with high tumar Primary endpoint: ORR after 12 cycles of combined AV (G1501)
burden anly), &t EoT, and Secondary endpolnts: PFS, DoR, EFS, TINT, OS, safety, and MRD
annually thereatter at 3 mo afler EoT
Davids MS et al., IWCLL 2025

Davids MS et al., IWCLL 2025
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The role of cBTKi as 2L treatment in the current landscape:
take-home messages

v Evidence on second line therapy with covalent BTKi is largely derived from studies conducted in
patients relapsing after chemo-immunotherapy, and applicability to patients relapsing after
targeted therapies is unknown
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The role of cBTKi as 2L treatment in the current landscape:
take-home messages

v Evidence on second line therapy with covalent BTKi is largely derived from studies conducted in
patients relapsing after chemo-immunotherapy, and applicability to patients relapsing after

targeted therapies is unknown

v Single-agent covalent BTKi until progression represent a valuable option as second-line
treatment with prolonged disease control also in high-risk patients and a favorable safety profile

(2nd generation >15t generation)
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take-home messages

v Evidence on second line therapy with covalent BTKi is largely derived from studies conducted in
patients relapsing after chemo-immunotherapy, and applicability to patients relapsing after

targeted therapies is unknown

v Single-agent covalent BTKi until progression represent a valuable option as second-line
treatment with prolonged disease control also in high-risk patients and a favorable safety profile

(2nd generation >15t generation)

v Acalabrutinib may soon become the only second-generation BTK inhibitor that may be used in
patients relapsing after any frontline therapy, i.e. CIT, V+0O, I+V and A+V
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