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oo Siloron Case study

[ 73-year-old male

J Fit, engages in regular exercise (hiking, skiing)

[J Medical history: Hypertension, well-controlled with valsartan
[ Lives 1 hour from the hospital, prefers time-limited treatment

2020
[ CLL, Stage A(l), UM-IGHV, high ZAP70, no symptoms > W&W

2023

[ Fatigue

[ Enlarged lymph nodes in the neck, axillary, and groin regions (< 3 cm)

[ Splenomegaly ( enlarged spleen by 6 cm BCM)

J Lymphocytes 34 x 10°/L, Hb 103 g/L, Platelets 10> x 10°/L. Morphology: 12% prolymphocytes
[ Normal serum LDH, 2-m, and renal function

[ Biological profile: UM-IGHV, normal FISH, Karyotype < 3 abnormalities, TP53"t (NGS)

CLL, Stage C(lll), UM-IGHV, normal FISH, TP53"!
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mAbs

Therapeutic options in CLL (2025)

CIT

FCR

BR

Clb+0

Idelalisib

cBTKi

Acalabrutinib

Allo HSCT

Nc-BTKi

BCL2i Mono - Combo

Venetoclax

Venetoclax + Anti-CD20
Venetoclax + Ibrutinib

Non-covalent BTKi

CAR-T

Immunotherapies

BTK degraders

Bispecific antibodies

New BCL2i
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Resistance
..l Clonal selection

Treatment selection

Toxicity
Resistance Resistance
Clonal selection Clonal selection

MULTIPARAMETRIC

{¥5 DECISION

DRUG ACTIVITY
Patient's wishes
Convenience
Frailty / comorbidities
Biological profile

TP53mut
Cytopenias

BTK mutations
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QEELLC Selecting 1L treatment in CLL (2025)

Impaired  Cardiovasc  Bleeding mIGHV  ulGHV  Del(17p) CK>5
Renal risk risk TP53mut
Function

Ibrutinib
Continuous Acalabrutinib
Zanubrutinib

Venetoclax +
Obinutuzumab

Fixed Venetoclax +
Duration Ibrutinib

Venetoclax +
Acalabrutinib

Excellent - Bad
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Continuous Therapies

Continuous Theraeies

ECOG 1912! - r
FLAIR (IR part)? FCR - r ]
iLLUMINATES oclb ko |
Alliance A041202*% - “J

RESONATE-23

ELEVATE TN®

SEQUOIA"’

(Cohort 1, Arm A vs B)

E\_!

1. Shanafelt TD et al, N Engl J Med. 2019;381(5):432-443. 2. Hillmen P, et al. Lancet Oncol. 2023;24(5):535-552.

3. Moreno C. et al, Lancet Oncol. 2019;20:43-56. 4. Woyach JA, et al, Blood 2021;138:639.

5. Barr PM, et al. Blood Adv. 2022;6(11):3400-3450. 6. Sharman JP, et al, Leukemia 2022; 36(4):1171-1175.
7.Tam CS, et al, Lancet Oncol. 2022;23(8):1031-1043. 8. Al Sawaf O, et al. Nat Commun. 2023;14:2147

9. Eichhorst B, et al. N Engl J Med. 2023;388(19):1739-54. 10. Kater AP, et al, NEJM Evid. 2022;1(7).

11. Tam CS, et al. Blood.2022;139(22):3278-3289.

12. Clinicaltrials.gov. NCT03836261. Accessed May 2024. 13. Clinicaltrials.gov. NCT04608318. Accessed May 2024.
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QEELLC Progression-free survival in pivotal BTKi trials

RESONATE-2? ELEVATE TN? SEQUOIAS3 (Cohort 1, Arm A vs B)

median F/U: 9.6 years (5.6y for Clb) median F/U: 6.2 years median F/U: 3.6 years

@ Months > e Months >

@D-o

>

(or
D—e

| |
| |
| |
| |
1 1
100 . 9-y PFS rate | 100 6-y PFS rate | 100 3.5-y PFS rate
| |
: Acala+0 :
| |
| |
— 60 lbr :A 60 : — 60
X mPFS o X mPFS NS mPFS
E Ibr: 8.9 years 22:7% iy A+OandA:NR  02% : Em' E;'_‘Z:ZNZRmO
o 40 Clb: 1.3 years 1% 40 OClb: 27.8 mo L& 40 T
| |
I HR* (95% CI) I
1 A+0 vs OClb 1
20 | 20 | 0.14(0.10, 0.20), p<0.0001" 1
I Avs OClb ! 20 HR (95% CI)
HR (95% CI) Clb : 0.24(0.17, 0.32), p<0.0001" : 0.30(0.21, 0.43)
0, , U,
0 016(0.11:022) 4.4% | 0 éfs?z‘(lg.ge, 0.86), p=0.0225" | p<0.0001
0
o1 2 3 4 5 6 7 8 9 10 1 !
I 0 61218243036424854606672788490 | 0 3 6 912151821242730333639424548515457
| |
Years | 1
| |
| |
1 1
| |

1. Burger J, et al. EHA 2024. Abstract P670 (Poster). 2. Sharman JP, et al. ASH 2023. Abstract 636 (Oral). 3. Munir T, et al. EHA 2023. Abstract P639 (Poster). .
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QEELLC Overall Survival in pivotal BTKi trials

RESONATE-2? ELEVATE TN? SEQUOIAS3 (Cohort 1, Arm A vs B)

median F/U: 9.6 years (5.6y for Clb)

9-year OS Rate

100
20 lbr
68%
o\o 60
(%]
© 40
HR (95% CI) OS was not c‘apturec! for Clb
20 arm for patients with PD
Ibr vs Clb .
after median
0.453 (0.276, 0.743) 5 years of follow-up

1 2 3 45 6 7 8 9 10

Months

>

0
0
®
D—e

median F/U: 6.2 years

100
Acala+0
80
Acala
60 OClb
R HR* (95% Cl)
8 A+O vs OClb
40  0.62(0.39, 0.97), p=0.0349" 72-mo OS mOS
Avs OClb A+O 87% NR
20 0-89(0.58 1.35), p=0.5868'  Acala 79% NR
A+Ovs A OClb 80% NR
0.69 (0.44, 1.09), p=0.1220"
0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months

> >
@De

0S %

100

80

60

40

20

median F/U: 3.6 years

42-mo OS rates
89.4%

88.3%

mOS
Zanu: NR
BR: NR

HR (95% C1)
0.87 (0.50, 1.48)
p=0.5995

0 6 12 18 24 30 36 42 48 54 60
Months

(7] >

1. Barr PM, et al. Blood Adv. 2022;6(11): 3440-3450. 2. Sharman JP, et al. ASH 2023. Abstract 636 (Oral). 3. Munir T, et al. EHA 2023. Abstract P639 (Poster).
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Fixed Duration Therapies

Fixed Duration Therapies

CLL148 OClb VenO
GAIA/CLL13?
.

A
£

1. Shanafelt TD et al, N Engl J Med. 2019;381(5):432-443. 2. Hillmen P, et al. Lancet Oncol. 2023;24(5):535-552.

3. Moreno C. et al, Lancet Oncol. 2019;20:43-56. 4. Woyach JA, et al, Blood 2021;138:639.

5. Barr PM, et al. Blood Adv. 2022;6(11):3400-3450. 6. Sharman JP, et al, Leukemia 2022; 36(4):1171-1175.
7.Tam CS, et al, Lancet Oncol. 2022;23(8):1031-1043. 8. Al Sawaf O, et al. Nat Commun. 2023;14:2147

9. Eichhorst B, et al. N Engl J Med. 2023;388(19):1739-54. 10. Kater AP, et al, NE/M Evid. 2022;1(7).

11. Tam CS, et al. Blood.2022;139(22):3278-3289.

12. Clinicaltrials.gov. NCT03836261. Accessed May 2024. 13. Clinicaltrials.gov. NCT04608318. Accessed May 2024.
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Cum Survival
5

0.2
VenO 82.9%
0.0 IVO 86.6%
0 12 24 36 48 60

Time to Event [PFS] (months)

Eichhorst B et al., NEJM 2023

100 +

60

PFS (%)

40

20

0
At Risk:
VenO IGHV mutated
TP53™* and/or del(17p)
No TP53™ or del(17p)
VenO IGHV unmutated
TP53™ andlor del(17p)

No TP53™ or del(17p)

Time on VenO

EoT

0 6 12 18 24

il 66 64 61 60

16 15 14 12 1"
103 94 94 90 89

30

57

10
85

36

56

10

T

T

Outcomes with Ven + Obi

VenO

IGHV unmutated
With TP53™ No TP53™*

IGHV mutated
With TP53™ No TP53™

S-year 6-year
PFS PFS
75.0% 75.0% VenO IGHV mutated,

TP53™ and/or del(17p)

VenO IGHV mutated,
no TP53™ or del(17p)

, T , ,,,,, Y—ssn VenO IGHV unmutated,
l.no TP53™ or del(17p)

31.3 '
1‘; go; = VenO IGHV unmutated,
- TP53™ and/or del(17p)
T | T T T T T
54 60 66 72 78 84 90

42 48
Time (months)
4 4
55 53

Al-Sawaf ICML 2023
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GLOW PFS by IRC (median follow-up 57 months)?!

—m 4.5 Year PFS Rate
] Ven+l
66.5%
| HR = 0.256
(95% ClI, 0.172-0.382)
p<0.0001* OClb
‘19.5%
OClb Ven+l
EoT EoT
T vI vI T T T T T T 1
0 12 18 24 30 36 42 48 54 60
@ o Months

V+l in fit and unfit patients with 1L CLL

Sl ocb ] ver )
CAPTIVATE J

(FD cohort)

CAPTIVATE PFS by INV (median follow-up 61.2 mo)?

100

5 Year PFS Rate
Ven+l
67%
mPFS not reached
V Ven+l EoT
0 6 12 18 24 30 36 42 48 54 60 66 72
O—— Time (months)

Kater et al, NEJM Evidence 2023; Tam CS et al., Blood 2022
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AMPLIFY

100 o e

AMPLIFY Study: IRC-assessed PFS

H"‘“M P 83.1%
a0 W
. AVO
< 60 |
) i
L i
8 40 !
HR (95% Cl) P value '
20 |
AV vs FCR/BR  0.65(0.49to0 0.87) P=0.0038 ; §12
AVO vs FCR/BR 0.42 (0.30 to 0.59) P<0.0001 AMPLIFY
0 - (ACE-CL-311
T T T T T T —_ v ' l v
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

Median PFS was NR for AV and AVO, and was 47.6 mo for FCR/BR

Brown J et al, #1009, ASH 2024, NEJM 2025
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MRD: Venetoclax-based fixed-duration

Treatment Duration

L1 Veno oo I 76 I 57
Median F/U: 28 mo oclb —o 35 17
cow vend o—8 I 55 N 52
Median F/U: 27.7 mo oclb =0 _ 39 - 17
vOs —o------0 I o> I s
i veno  e—e I 7 N 3
Median F/U: 38.8 mo VenR ——o B s I 43
ar e I 52 S 37
wo  eee oo = T 000

Median F/U: 35 mo

if MRD+

* UMRD (<10-4) by ASO-PCR, confirmed by FCM; ' uMRD (<10-4) by NGS; ¥ uMRD at month 15 in PB (all arms) and final restaging in BM;
§ Ibrutinib continued up to cycle 36 if MRD still detectable; | UMRD rates at EoT, C16 D1.

1. Fischer K, et al. N Engl J Med 2019; 380:2225-2236; 2. Kater AP, et al, NEJM Evid. 2022;1(7); 3. Eichhorst B, et al. N Engl J Med. 2023; 388(19):1739-54;

4. Tam CS, et al. Blood 2022; 139:3278-3289 (incl. suppl.); 5. Ryan CE, et al. Blood 2022; 140(Suppl 1):837-838 (Oral).
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CLL14
PFS for Obi-Ven from End of Treatment

100

Curmulative progression-free survival

—
+—t
40 - Ly
265 MRD<10%
MRD = 10¢ and < 10
MRD = 105 and < 104
MRD = 10+
] T T T T T T
[ 12 24 3 4 ] 72 B4
Time to Event [PFS] from Last Treatment Exposure (months)
MRD <10¢ 90 ] 79 73 63 8 4 0
MRD 2 10%and < 105 56 53 50 40 13 2 2 0
MRD 2 10%and <104 23 22 20 17 14 8 2 0
MRDz 10+ 23 14 1 8 7 5 1 0

Al-Sawaf et al. EHA 2023, Follows et al. ASH 2023

GLOW

PFS Landmark Analysis from End of Treatment

Progression-free survival (%)

VIR

20 J4===> 15 cycles |br+Ven

10 {4 6 cyclesClb+0

UMRD lbr+Ven

MRD 2 104]br+Ven

uMRD Clb+0

100
90
80
704 <
'D
601 &
50 §
£
40 E
30
0 7t
Patients at risk
D =10 |br+Ve
MRD>10% (bt
UMRD lbréVen
UMRD Clo+0

0

3
47
58
4

6

12

29
24
57
34

18 24 30 36 42
Months from end of treatment

26
18
55
29

24
12
55
28

23 22 18
6 5 3
50 44 35
25 18 17
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QGELLC Frontline BTKi + BCL2i: MRD Depth and Dynamics - GLOW
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MRD Levels with Ibrutinib + Venetoclax over Time by IGHV Status

Patients with uMRD (%)

uMRD Rates in mIGHV (n =32; ITT) UMRD Rates in ulGHV (n =67; ITT)
,| 00 . On-treatment , Post-treatment 1 00 . On-treatment ' Post-treatment
W MRD < 105 W MRD < 10%
MRD = 10*to <104 MRD = 10 to < 10+
80 4 ~ 80 A
g
(]
[+
60 - = 60 -
— =] 52.2%
S
43.8% 43.8% y—
406% oo 406% 3> 16,4
40 - 6.3 : 9.4 9,4 4 40 -
31.3% : 6.3 9.4 <
=
a
20 - 20 -
0
0 - 0 -
3 6 9 EOT+3 ECT+12 EOQT+21 EQT+27 EOT+38 C3 5] c9 EQOT+3 EQT+12 EOT+21 EQT+27 EOT+38
(End of lor (3 cycles (6 cycles (End of lbr (3 cycles (6 cycles
lead-in)  lbr+Ven) lor+Ven) lead-in)  IbrVen) lbr+Ven)

G. Follows et al. ASH 2023
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Fabbri & Dalla-Favera, Nature 2016

WHAT ABOUT UM-IGHV?
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High efficacy of cBTKi in UM-IGHV

Supenvivencis ibre de progresion, %

Pacientes en fiesgo
Ibeutinib, IGHY mutada
Torutinb, IGHV no mutada
Clorambucilo, IGHV mutada:
Clorambucilo, IGHY no mutada:

Ibrutinib
Resonate-2

Iorutinib, IGHY na mutada

Iprutini, IGHY mutada

37 34 34 32 30 30 29 27 26 26
57 86 53 49 48 48 43 42 41 38
a2 25 21 1B 15 14 12 11 B 8

78

coo-

Acalabrutinib
Elevate TN

100 = Tag% Median PFS=NR
g 80 -
k¥ I
€< o AtOvsOs«c 1b
SE HR® (95% CI): 0.06 (0.04,0.11)  HA" (95% Cl): 0.26 (0.11, 0.63) |
@ > P<0,0001* Pe0.0012*
4 'E Avs 0+Clb Avs 0+Clb |
4 5 40 - KR (95% CI): 0.10 (0.06,0.16) HR* (95% Cl): 0.52 (0.24, 1.13)
g’m 0.0001¢ P=0.0551% |
o 20 + A+O, unmutated IGHV = = = AYO, mutated IGHV
A, unmutated IGHV A, mutated IGHV |
0 0+Cib, unmutated IGHV 0+Cib, mutated IGHV
Z. T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 59
No. at risk Months
A+O, unmutated IGHV 103 102 100 97 95 95 94 92 91 9 90 89 89 84 78 47 35 17 7 1 0
A, unmutated IGHV 119 12 109 107 107 106 105 104 103 101 98 97 93 89 84 52 38 22 1 1 0
0+Clb, unmutated IGHV 116 105 101 99 85 75 62 55 43 41 28 27 19 14 1 2 1 1 1 0 0
A+O, mutated IGHV 74 72 69 69 67 66 64 63 63 62 61 61 59 55 52 36 23 16 5 1 0
A, mutated IGHV 58 53 52 49 47 47 46 44 44 43 42 42 4 40 38 27 23 13 5 3 0
O+Clb, mutated IGHV 59 56 53 52 52 48 46 43 41 39 37 37 35 33 30 19 11 5 1 1 0

Barr et al, Blood Adv, 2022

Sharman et al. Leukemia 2022
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BCL2i + antiCD20: lower activity in UM-IGHV

Cumulative progression-free survival

CLL14 (6y)

Median PFS:

-UM-IGHV 64.8m

-M-IGHV NR
(p=0.001)

——  Ven-Obi & IGHV mutated T
=== Ven-Obi & IGHV unmutated
——  CIb-Obi & IGHV mutated -

. CIb-Obi & IGHV unmutated s o

T T T T T T T
12 24 36 48 60 72 84

Time to Event [PFS] from Randomization (months)

CLL13 (3y)

Cumulative Incidence (%)

PFS @ 3 ys con VO:
-UM-IGHV 82.9 m
-M-IGHV 93.6 m

-‘_Ln- gy Wenetoclax—obinutuzumab—iorutinib
Venetoclai—obinutuzumab

Chemoimmunctherapy

UM-IGHV

Venetoclax—rituximab

Months

Al-Sawaf O, Blood October 2024
Eichhorst B, NEJM 2023
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GELLC Venetoclax + Ibrutinib: Glow Study
IGHV mutational status

— mIGHV Ibr+Ven —— UIGHV Ibr+Ven* ——mIGHV Clb+0 ulGHV Clb+0
100~
o= 80"
&
E
€ 6o
w
g
£
S 40-
3]
o
)
& 20+ End of End of
Cb+0 Ibr +Ven
C lI 1 1 1 | 1 1 1
0 6 12 18 24 30 36 42 48

. Time since randomisation (months)
Number at risk

(number censored)
mIGHV Ibr+Ven 32 (0) ) 2) () 3)
ulGHV Ibr+Ven 67 (0) ) 0) (0) 0)
mIGHVClb+0 35(0)  34(0) 33(0) 25(1) 23(2) 20
ulGHVClb+0  57(0) ) 2) (3) 4)

3) 26(3) 17(12)  0(29)
2)  45(2) 33(14) 2(42)
2)  17(2) 7(9) 0(14)
4) 10(5) 6(6) 1(9)

Niemann et al, 2024



$bes Trial Comparison of Targeted Frontline CLL Regimens: IGHV & 17p/TP53
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PFS rates at 48 months by age/fitness

AHOIN [, 965t

wesdl/-d/T

AHOIL [, 5408

RESONATE-2
(1bru)

AHOIN [, seL

AHOIL | — et
wesdl/-dzT [ %eeL

AHOIN [ %99

Aol I %5
wesdL/~zT [ %08

AHOIN [ %9

wesdl/-d/T

Aol I %53

iLLUMINATE
(Obi-lbru)

AHOIN [, s6zL

AHOIU [ seos

AHOIW [ sets
AHOIN [ 6L
wesdl/-dz1 [, oL

ELEVATE-TN
(Acala)

AHOIN [ — %o
wesdl/-d.T I, sL

ARSIV — 68

ELEVATE-TN
(Obi-Acala)

AHOIN [ — s

wesdL/-dzT [ %L9

AHOIL I e

FLAIR
(Ritux-lbru)

AHOIN N s

AHOI | oeL8
wesdl/-d.T [ L

ECOG1912
(Ritux-lbru)

Barr et al. Blood Adv 2022; Woyach et al. Blood 2024; Moreno et al. Haematologica 2022; Ramakrishnan et al. ASH 2023; Sharman et al. ASH 2023; Hillmen Lancet Onc 2023;

Shanafelt et al. Blood 2022; Al-Sawaf et al. Blood 2024; Firstenau et al. Lancet Onc 2024; Moreno et al. ASH 2023; Munir et al. NEJM 2023

(missing columns: no data)



$bes Trial Comparison of Targeted Frontline CLL Regimens: IGHV & 17p/TP53
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PFS rates at 48 months by age/fitness
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[y
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X 33 S
R R §
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(Ritux-lbru)

Aol I %8
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AHolw | oS8
AHoIn N %69
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AHOIV |, 516

AHoIn |, 7:v.

WeSdL/-d.T

CLL13
(Obi-Ven)

AHOIV I —— 0s

AHOIN - [ %€9

1349
= 5 ~J
N4 OT7

IJ| =<3

o *

w w

3 3

GLOW FLAIR

(Ibru-Ven) | (Ibru-Ven)

Barr et al. Blood Adv 2022; Woyach et al. Blood 2024; Moreno et al. Haematologica 2022; Ramakrishnan et al. ASH 2023; Sharman et al. ASH 2023; Hillmen Lancet Onc 2023;
Shanafelt et al. Blood 2022; Al-Sawaf et al. Blood 2024; Firstenau et al. Lancet Onc 2024; Moreno et al. ASH 2023; Munir et al. NEJM 2023

(missing columns: no data)



® Vall
oai» d’Hebron

Bascelona o Hosotelzt

QGELLC German Guidelines

asyr?r:)at:tr:f::isch symptomatisch,
Erkrankung aktive Erkrankung?
del(17pil(§l)r}1e'P53mut gel(d7p1a)/TES3mut gebrechlich
watch & waitz ——— kein K ulnd / ?(daer (no go)
komplexer Karyotyp omplexer Karyotyp
IGHV mutiert4 IGHV unmutiert4 alle4
l i l * v w
Obinutuzumab + Ibrutinib + ey A Obinutuzumab + [oder] Ibrutinib + Acalabrutinib BSC3
Venetoclax Venetoclaxs Acalabrutinib +é- Obinutuzumab Venetoclax Venetoclaxé oder
OCEl: Zanubrutinib
Zant;%:;tinib an%dret:_ -
inibs
Ibrutinib +/- Obinutuzumabs Toeutnio
Acalabrutinib +é- Obinutuzumab
oder
Zanubrutinib umab + Ibrutinib +
oder Venetoclax Venetoclax6é

Ibrutinib +/- Obinutuzumabs
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Leucemia Uinfoctica Crénica
Grupo Espafiol de
Leucemia Linfocttica Crénica

LLC 12 LINEA Version sept 2023

Abreviaturas
LLC:  Leucemia Linfocltica Crénica

del:  Delecién

mut: Mutacién
IGHV: Cadena pesada de inmunoglobulina

No de’(l 7p)/mutTP53 Obi:  Obinutuzumab

FCR: Fludarabina + Ciclofosfamida + Rituximab

del(17p)/mutTP53

BR: Bendamustina + Rituximab

I
IGHV mutada®

[ Ibrutinib+Venetoclax

Acalabrutinib
Zanubrutinib

IGHV no mutada

Acalabrutinib

Ibrutinib+Venetoclax
Venetoclax-Obinutuzumab
Zanubrutinib

Ibrutinib

Venetoclax-Obinutuzumab

Ibrutinib+Venetoclax
Venetoclax-Obinutuzumab Acalabrutinib
Zanubrutinib

Nota
En pacientes muy fragiles, considerar tratamiento de soporte (clorambucilo, ciclofosfamida o corticoides)

Modificado de A. Medina et al., Medicina Clinica 2025 (en prensa)
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Leucemia Uinfoctica Crénica
Grupo Espafiol de
Leucemia Linfocttica Crénica

LLC 12 LINEA Version sept 2023

Abreviaturas

LLC:  Leucemia Linfocltica Crénica

del:  Delecién

mut: Mutacién

IGHV: Cadena pesada de inmunoglobulina

No de’(l 7p)/mutTP53 Obi:  Obinutuzumab

FCR: Fludarabina + Ciclofosfamida + Rituximab

del(17p)/mutTP53

BR: Bendamustina + Rituximab

I
IGHV mutada®

[ Ibrutinib+Venetoclax

Acalabrutinib
Zanubrutinib

IGHV no mutada

|
Acalabrutinib+ Venetoclax

Ibrutinib

Ibrutinib+Venetoclax
Venetoclax-Obinutuzumab
Zanubrutinib

Venetoclax-Obinutuzumab
|

Ibrutinib+Venetoclax Acalabrutinib+ V. I
Venetoclax-Obinutuzumab e
Zanubrutinib
Ibrutinib

Nota
En pacientes muy fragiles, considerar tratamiento de soporte (clorambucilo, ciclofosfamida o corticoides)

Modificado de A. Medina et al., Medicina Clinica 2025 (en prensa)
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Continuous

Fixed
Duration

Ibrutinib

Acalabrutinib
Zanubrutinib
Venetoclax +

Obinutuzumab

Venetoclax +
Ibrutinib

Venetoclax +
Acalabrutinib

Selecting 1L treatment in CLL (2025)

Impaired  Cardiovasc  Bleeding mIGHV  ulGHV  Del(17p) CK>5
Renal risk risk TP53mut
Function




oo Febron Case study

[ 73-year-old male

J Fit, engages in regular exercise (hiking, skiing)

J Medical history: Hypertension, well-controlled with valsartan
[ Lives 1 hour from the hospital

CLL, Stage C(lll), UM-IGHV, normal FISH, TP53"!

Ibrutinib + Venetoclax

Neutropenia grade 3, no infections

CR with U-MRD (3 months)
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GELLC Historical evolution of PFS in CLL

...........

PFS at 4 years

LFC (CLLA)
LFCR (CLL4) o
2RFCM + R (GELLC4) BN Fit patients
Chl+0 (CLL11) Unfit patients

* Ibrutinib (Resonate2)

® Ibrutinib + Rituximab (FLAIR)

® Ibrutinib + Rituximab (Alliance)

" Ibrutinib + Rituximab (ECOG1912)
8Venetoclax + O (CLL14)

® Acalabrutinib (Elevate TN)
®Acalabrutinib + O (Elevate TN)
%Venetoclax + O (CLL13)

9 1brutinib + Venetoclax +O (CLL13)
11 |brutinib + Venetoclax (Glow) @ 3 years

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Chl, chlorambucil; FCR, Fludarabine, cyclophosphamide and rituximab; O, obinituzumab; PFS, progression-free survival; R, rituximab; R-FCM, rituximab, fludarabine, cyclophosphamide and mitoxantrone

1. Fischer K, et al. Blood.2016;127:208-215; 2. Bosch F. et al. JCO 2011; 3. Goede, et al. Presented at EHA 2018; abstract S151; 4. Burger JA, et al. Leukemia.2020;34:787-798; 5. Hillmen et al; ASH 2021; 6. Woyack,
et al.Presented at ASH 2021; abstract 639; 7. Shanafeld et al. Blood 2022, 140:112-20; 8. Al-Sawaf, et al. Presented at EHA 2021; abstract S146; 9. Sharman, et al. Presented at ASCO 2022: 10. Eichhorst B. et al,
EHA 2022; 11. Kater et al, NEJM evid 2022
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Treatment schedule:

CLL17

Stratification according to
fitness, del17p/TP53, IGHY
RANDOMIZATION

Ibrutinib d1 420 mg po daily until PD or intolerance

Venetoclax 400 mg po daily (c1 d22 — c12 d28)
Obinutuzumab 1000 mg iv (c1d1(2)/8/15, ¢ 2-6 d1)

Ibrutinib 420 mg po daily (c1 d1—c15 d28)

== | Venetoclax 400 mg po daily (c4 d1—c15 d28)
months I 1 1 »
6 28 1Sy §i18
Restaging

CLL16: Patients with
previously untreated CLL

fit and unfit pts

only CKT/ del17p/TP53 mut

Stratification

according to del17p/TP53 (TP53 mutation and/or 17p deletion,
neither TP53 mutation nor 17p deletion) and age (< 65 years, >

CLL16

65 years)

2

Total 178 pts
Primary endpoint:

Progression-free survival
Key secondary endpoints:
MRD level in the peripheral blood at staging
5 and 9 in both cohorts, overall survival

DEUTSCHE
STUDIENGRUPPE

G

GELLC

Grupo Espafiol de
Leucemia Linfacttica Crénica



WHAT ABOUT TP53 ABERRATIONS?
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QGELLC TP53 mutation landscape by del(17p)
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Del(17p): n=917/1824* No del(17p): n=761/1824*
Mutation type N (%) P - Qraie- Mutation type N (%) @rase Eraic
Missense 605 (66%) S e @ Missense 559 (73.5%) Soiis @ @rzras
i 9 @H179D OrR273L Frameshift 82 (10.7%)  oriig @R273G
Frameshift 152 (16.6%) p— @17 @R248W eciss s, ©rasec Orora
Nonsense 66 (7%) Do @ri7ov Orersc Nonsense 49 (6.4%) orirs 8352;;:0 @R248W 0R273C
i i Spli it 51 (6.79
splicesite 63 (6.9%) DR175HG o ER248QEIR273H | splicesite E7%) @R175H@ 24 rPR248Q EB)R273H
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Other 16 (1.8%) Other 15 (2%) \ ; (}//
~ a @P G n =
Oﬁ@(««oc‘f«ﬁﬁ'ﬁ@\ 0 «%teo 0.0 C‘%‘ ‘ X « g@'@«oo o
Yo |_nuwhunin v vy wie I I Il L L Inuwy 1yl LY mﬂ il I 0 T 1 I
NM_000346 | How 100 | w0 | | I il s 100 _] m 300} 80 | ‘

Visualisation via https://pecan.stjude.cloud

* Same distribution of mutations and number of mutations per patient
with/without del(17p)

* Del(17p) associated with higher VAF (44% vs. 20%, p<0.001)

*del(17p) NA: 146/1824 Bertossi et al, EHA 2024
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QGELLC TP53 mutation landscape by del(17p)
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PFS

TP53 wt, no del(17p)

“T1P53 mut, no de1p)

-+

R o

TP53 wt, del(17p)

TP53 mut, del(17p)

08

06

02

0.0

Prognostic impact by TP53mut and del(17p)

oS

TP53 wt, no del(17p)

W (del17p)

g
TP53 wt, del(17p) -

—

TP53 mut, del(17p)

TP53

= NoO del(17p) — TP53 mut (n=177) 7
- No del(17p) — TP53 wt (n=3276)

Del(17p) — TP53 mut (n=157)

Dell7p — TP53 wt (n=31)

96 120 months

HR 1.609, p<0.001

HR 1.010, p=0.96

24 48 72 96 120 months

No del(17p) — TP53 mut (n=177)

HR 1.82,
No del(17p) — TP53 wt (n=3276)

p<0.001

Del(17p) — TP53 mut (n=157)
HR 2.51, p=0.004

Dell7p — TP53 wt (n=31)
Bertossi et al, EHA 2024



"i""’*"'*"“" Predictive value of common genetic lesions in CLL:
“““““““ Targeted therapies

Study UM- TP53 NOTCH1 BIRC3 | CKT | ATM | BRAF
IGHV >3

Pooled (2 trials)!  Ibrutinib

Resonate? Ibrutinib 2L
ELEVATE3 Acalabrutinib 1L
CLL14% VEN + G -

1L

LB +G R ]

Glow® Ven + | 1L -
Captivate® Ven + | 1L
(FD&MRD)

7
mono

Not Significant - Significant

"Burger J, et al Leuk, Lymphoma (2022); 2John C. et al, Blood, 2019,3 Sharman et al., ASH 2023; 4Tausch et al, Blood (2020) 135
(26): 2402-2412; 5Kater et al, EHA 2023; ¢Jain N et a., CCR 2024; "Roberts AW et al., Blood 2019
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PFS

Prognostic impact by type of therapy:

CIT vs Venetoclax

Ven, TP53 wt

Ven, TP53 mut

08

06

04

Bertossi et al, EHA 2024

0os

Ven, TP53 wt

Ven, TP53 mut

CIT, TP53 wt ™%,

CIT, TP53 wt 0z CIT, TP53
ey " mut
CIT, TP53 00
o 24 e 72 96 mut = months 0 2 48 2 96 120 months
== CIT — TP53 mut (n=237) == CIT - TP53 mut (n=237)
HR 3.00,
— CIT = TP53 wt (n=2403) J HR2:55, — CIT-TP53wt (n=2403) 4~~~
p<0.001 p<Y.
— — = == \/en — TP53 mut (n=39) 7
Ven — TP53 mut (n=39) HR 2.12, HR 2.84,
— Ven — TP53 wt (n=673) ~ p<0.001 == Ven —TP53 wt (n=673) - p=0.003
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High efficacy of cBTKi in aberrant TP53 gene

Ibrutinib
Pooled-analysis

PCYC-1122e .
(NIH study) RESONATE-2 iLLUMINATE ECOG1912
N 34 11 18 26
'Regimen Ibr Ibr Ibr + Obinu Ibr + Ritux
Pati del(17p)/ TP53mut del(17p)/ TP53mut
| TP53mut TP53mut
Progression-free Survival Overall Survival
100+
- A
T gy : . Uyt a4
o o
79% at 4 yrs Vo - 88% at 4 yrs
+—iH »
w0
30
0 Mot
10
0

O 6 12 18 24 30 3 42 48 54 60 66 72 78 84 % 9%

Months Months

0 6 12 18 24 30 36 42 48 54 60 66 72 78 B4 90 9

100

80

40

Progression-Free Survival (%)

20

Acalabrutinib
Elevate TN

Del(17p) and/or Mutated TP53

!
H
H
| Median PFSNR
H

e g et
75%,
A0 i OvClb H
RS (95% 1) 0.17 V
0.07,042) !
P<0.0001% '
'
Avi 0sCIb. .
WIS (95% C1): 0.18 '
0,07, 046) H
£<0,0001* '
— A0 V
'
A '
ocib '
'

LA B S S S S S e S S S S S S S S s e
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 4B 51 54 57 59
Months
BN NN NN WK R I 10O
21020 20 20 19 18 18 18 18 18 15 15 11 9 5 2 1 0
9 19 18 15 10 9 9 9 6 6 S 5 4 3 2 0 0 00

Ahn et al. 2020. NEJM; Allan et al. ASH 2020

Sharman J, EHA 2022
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BCL2i + antiCD20:
lower activity in del17p/mutTP53

Cumulative progression-free survival

CLL14 (6y)

Median PFS:

-del17p/TP53 51.9m

-No del17p/TP53 76.6m
(p=0.001)

s
+
s TS
i+
—— Ven-Obi & TP53 deletion and/or mutation Ty
---- Ven-Obi & none +Hh
—— Clb-Obi & TP53 deletion and/or mutation
=== Clb-Obi & none
T T T I T T T
0 12 24 36 48 60 72 84

Time to Event [PFS] from Randomization (months)

CLL13

Excluded del17p & mutTP53

Al-Sawaf O. et al., Blood et al 2024
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Leucemia Linfocttica Crénica Grupo Espafiol de
Leucemia Linfocttica Crénica

LLC 12 LINEA Version sept 2023

Abreviaturas

LLC:  Leucemia Linfocitica Crénica

. . del:  Delecion

mut: Mutacion

IGHV: Cadena pesada de inmunoglobulina

No de’(l 7p}/mutTP53 Obi:  Obinutuzumab

FCR: Fludarabina + Ciclofosfamida + Rituximab

del(17p)/mutTP53

BR: Bendamustina + Rituximab

|
Acalabrutinib I

Zanubrutinib IGHVY mutada! IGHV no mutada
Ibrutinib | |
Ibrutinib+Venetoclax Acalabrutinib
Venetoclax-Obinutuzumab Ibrutinib+Venetoclax

| Venetoclax-Obinutuzumab
Zanubrutinib

Ibrutinib+Venetoclax
Venetoclax-Obinutuzumab [ Acalabrutinib ]

Zanubrutinib

Nota
En pacientes muy fragiles, considerar tratamiento de soporte (clorambucilo, ciclofosfamida o corticoides)

Modificado de A. Medina et al., Medicina Clinica 2025 (en prensa)
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QEELLC CONCLUSIONS

Treatment strategy: a multiparametric approach

CLL Therapy Trends: Shift toward fixed-duration treatment
strategies

High-Risk Genetic CLL: Still a challenge in effective management

Future Directions: Focused research on addressing and
eliminating residual persistent cells
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