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Superioridad de quimio-antiCD20 vs quimio en estudios
randomizados (CLL8 and CLL11)
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Superioridad de ibrutinib vs CIT

E1912:
FCR vs IR!
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Ibrutinib-Rituximab or Chemoimmunotherapy
for Chronic Lymphocytic Leukemia
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ALLIANCE:
Ibrutinib # R vs BR?

Ibrutinib Regimens versus Chemoimmunotherapy

in Older Patients with Untreated CLL
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ILLUMINATE:
GA101-lbrutinib vs
GA101-CBL3

Ibrutinib plus obinutuzumab versus chlorambucil plus
obinutuzumab in first-line treatment of chronic lymphocytic
leukaemia (ILLUMINATE): a multicentre, randomised,
open-label, phase 3 trial
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Shanafelt T et al. NEJM. 20109.
Woyach JA et al. NEJM. 2018.
Moreno C et al. Lancet Oncol.2019
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Alliance trial: Updated results no benefit of IR vs

Progression-free survival
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Best response (%)
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Estudio randomizado de ibrutinib vs ibrutinib plus
rituximab (MDAnNnderson)
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CLL14: Frontline Ven-Obin vs. Chl-Obin

Safety Run-in Phase
Venetoclax—
Obinutuzumab

Previously untreated
patients with CLL and
coexisting medical
conditions

CIRS > 6 or CrCl < 70mL/min

Venetoclax— Venetoclax
mmmd Obinutuzumab

6 cycles 6 cycles

~ Chlorambucil- Chlorambucil
—  Obinutuzumab —
; 6 cycles 6 cycles

\4

Follow-up Phase

Primary endpoint:
Progression-free survival

Key secondary endpoints:
Response, Minimal
Residual Disease, Overall
Survival




PROGRESSION-FREE SURVIVAL CLL14

Investigator-assessed PFS

100 —

Median PFS
Ven-Obi: 76.2 months
Clb-Obi: 36.4 months

90 —

80 —

70 —
6-year PFS rate
Ven-Obi: 53.1%
Clb-Obi: 21.7%

60 —

50 —

Cumulative progression-free survival
End of treatment

40 —
HR 0.40, 95% CI[0.31-0.52]
e P<0.0001
20 —
10 -4 Ven-Obi
Clb-Obi
0 i I I I I I I
0 12 24 36 48 60 72 84
Time to Event [PFS] from Randomization (months)
Ven-Obi 216 193 177 160 139 112 79 3
Clb-Obi 216 185 130 101 67 50 36 3 Al-Sawaf ICML 2023 #025



PROGRESSION-FREE SURVIVAL - IGHV status

Median observation time 76.4 months

Ven-Obi & IGHV mutated
Ven-Obi & IGHV unmutated
Clb-Obi & IGHV mutated
Clb-Obi & IGHV unmutated

20

10

Cumulative progression-free survival

CLL14

Median PFS
Ven-Obi & IGHVmMut: NR

Ven-Obi & IGHVunmut: 64.8 m
HR 0.38, 95%CI [0.23-0.61], p<0.001

Clb-Obi & IGHVmut: 62.2 m

Clb-Obi & IGHVunmut: 26.9 m
HR 0.33, 95% CI [0.23-0.47], p<0.001

Al-Sawaf ICML 2023. #25

PROGRESSION-FREE SURVIVAL - TP53 status
Median observation time 76.4 months

80 —

Median PFS
Ven-Obi & no TP53del/mut: 76.6 m

Ven-Obi & TP53del/mut: 51.9 m
HR 2.29, 95% CI [1.37-3.83], p=0.001

Clb-Obi & no TP53del/mut: 38.9 m

Clb-Obi & TP53del/mut: 20.8 m
HR 1.66, 95% CI [1.05-2.63], p=0.03

—— Ven-Obi & TP53 deletion and/or mutation
--=-- Ven-Obi & none
—— CIb-Obi & TP53 deletion and/or mutation
-==- Clb-Obi & none

Cumulative progression-free survival




MOST FREQUENT = GRADE 3 ADVERSE EVENTS CLL14

Venetoclax-obinutuzumab Chlorambucil-obinutuzumab
(N=212) (N=214)

During Treatment  After Treatment During Treatment  After Treatment

Neutropenia [ 51.9% h 4.0% 47.2% 1.9%
Thrombocytopenia L 13.7% , 0.5% 15.0% 0.0%
Anemia T 1.5% 6.1% 0.5%
Febrile neutropenia 4.2% 1.0% 3.3% 0.5%
Infusion-related reaction [ 9.0% ] 0.0% 9.8% 0.5%
Tumour lysis syndrome 1.4% 0.0% 3.3% 0.0%
Neoplasms 1.4% 6.4% 1.4% 1.9%
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Rationale for BTKi/BCL2i Combinations

Distinct and Complimentary Mechanisms of Action for Ibrutinib and Venetoclax in CLL'4

Lymph node :
Ibrutinib mobilizes CLL cells out of 1 Ibrutinib accelerates apoptotic cell
P lymph nodes and other protective | killing by sensitizing CLL cells to S
, ." lymphoid niches and inhibits n BCL2 inhibition .
Stromal «—v 'V, S proliferation :
CoR 5’ - -~ R Ibrutinib Venetoclax
Ibrutinib - o
\ Ibrutinib + venetoclax eliminates
Peripheral resting and dividing

@® Dividing CLL cells

blood CLL cell populations
® Resting CLL cells
o0 — DS '& Apoptotic CLL cells
0 D] X Dead CLL cells

1. Lu P et al. Blood Cancer J. 2021;11:39. 2. Deng J et al. Leukemia. 2017;31:2075-2084. 3. Herman ES et al. Clin Cancer Res. 2015;21:4642-4651.
4. Cervantes-Gomez F et al. Clin Cancer Res. 2015;21:3705-3715.



Phase 3 GLOW Study: Ibru + Ven vs Clb + Obinutuzumab

Prior results led to EMA approval of | + V for adults with previously untreated CLL";
updated findings recently reported after up to 5 years of follow-up?

ITT
100 100 4
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Time From Randomization, mo Time From Randomization, mo
No. at Risk No. at Risk
I+V 106 99 92 90 8 83 8 75 68 55 11 I+V 106 100 95 94 94 93 91 8 8 74 19
GCb 105 101 95 61 50 43 33 24 20 15 2 GCb 105 103 103 100 93 90 8 79 70 57 17
| +V reduced the risk of progression or death by 74% vs GCIb | + V reduced the risk of death by 55% vs GCIb
« HR(95% CI): 0.256 (0.172-0.382); P < .0001 + HR(95% CI): 0.453 (0.261-0.785); P = .0038

1. Kater A et al. NEJM Evid. 2022;1. 2. Moreno C et al. ASH 2023. Abstract 634. |

Follows G., et al. #634. ASH 2023; December 9-12, 2023; San Diego.
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No. at risk
1+V
FCR

NCHI

Progression-free and alive (%)

Primary end-point: PFS for FCR versus I+V

1907 “1*—H“___*mH“**"Hh4{H-#*&“-“HHHHKWF%HH*—+H*
90 — 1+V
80 —
70— Median follow-up:
60 43.7 months
50 — FCR
40 — .
Progression free at 3 years
30 4 I+V (n=260) 97.2% (95% Cl, 94.1-98.6)
-0 FCR (N=263) 76.8% (95% Cl, 70.8-81.7)
10 — HR: 0.13 [0.07, 0.24], p-value: <0.0001
0 —
| | | | | | |
0 12 24 36 48 60 Months 72
260 253 239 183 99 21 0
263 227 194 145 68 12 0
National il
e Hillmen et al., Abstract 631, ASH 2023 AR Cetru, | Efmnson
Institute AR VR | Unvemiyolteeds




FLAIR Study: Ibru + Ven vs FCR improved PFS and OS
with MRD directed therapy

Using MRD to direct duration of | + V maximizes outcome with a PFS of 97.2% at 3 years?

Primary Analysis of PFSin FCRvs | +V OSinFCRvsI+V
100 - 100 M: mae
S et gy R T T TP,
80 ) 80 ' f s\
Median follow-up: 43 mo
70 Median follow-up: 43.7 mo 70 b
R 60 ; - 2 60
- “CR (- l + v FCR
‘D 50 b - 50 -
4. 8 4 | OSat3y. % 98 93
30 | I+V FCR 5 | OSatdy. % 94.9 87.3
20 |PFSat3y, % 97.2 76.8 Deaths to date 9 25
10 |PFSat4y, % 93.5 64.8 20 1 HR (95% Cl): 0.31 (0.15-0.67); P <.005
o |_HR (95% CI): 0.13 (0.07-0.24): P < 0001 10 1
v ¥ * o ! b 0 . L] . L L .
0 [ A A S 0 2 24 3% 48 60 72
Time From Randomization, mo OS Events,n Time From Randomization, mo
PFS Events, n I+v. 0 0 4 5 9 9 9
I+V 0 1 5 7 12 12 12 FCR 0 10 16 17 24 25 25
FCR 0 18 41 55 71 74 75

Hillmen P et al.. ASH 2023; December 9-12, 2023; San Diego.




| + V Regimen Comparisons, ASH 2023

MDACC, I+V 24 cycles FLAIR, UK, I+V 2-6 years CAPTIVATE, I+V 12 cycles

R ™™

Progression-free Survival (N=120)

| 43.7 months

e 54-Month PFS
. Rate, % (95% Cl)

All treated patients (n=159) 70 (62-77) — 4
| Unmutated IGHV (n=40)? 68 (50-80) Alltreated patients
del(11q) (n=11p 64 (30-85)
o/  Complex karyotype (n=31p 60 (41-75)
del(17pymutated TP53 (n=27) 45 (25-64)

40+ ;
Progression free at 3 years

£ 30 WV (n=260) 97.2%  (95%CJ, 94,1-98.6)
S .| FCR(N=263) 76.8%  (95% C1, 70.8-81.7)

HR: 0.13 [0.07, 0.24), p-value: <0.0001

18 24 30 36 42 48 54
Time, Months
132 130 115 113

N=120 N=260 N=139

Median age = 64.5 yrs Median age = 62 yrs Median age = 60 yrs
IGHV-UM = 86% IGHV-UM = 48% IGHV-UM = 56%
Del(17p) / TP53-m = 23% Del(17p) = excluded Del(17p) / TP53-m =17%

4.5 yrPFS =70%

Jain, ASH 2023 Hillmen, ASH 2023 Ghia, ASH 2023
@NitinJainMD Jan 4, 2024

o yr PFS = 89.8% 3 yr PFS =97.2%



5-year PFS in Firstline CLL

Approx 5-year PFS

IGHV-M IGHV-UM

RESONATE 2 Ibrutinib 80% 70%
ELEVATE TN Acalabrutinib 80% 70%

Acalabrutinib + Obin 84% 82%
CLL14 Ven + Obin (1yr) 74% 55%
MDACC Ibr + Ven (2yr) 86% 90%
CAPTIVATE Ibr + Ven (1yr) 80% 56%
FLAIR Ibr + Ven (2-6yr) 94% (3-yr) 98% (3-yr)

GLOW Ibr + Ven (1yr) 90% 59%




CLL17 Is Testing Time-Limited Targeted Combinations
Versus Continuous BTKi Therapy in TN CLL

/

Patients with . .
previously Ibrutinib until intolerance or PD (n = 294)
untreated CLL,
including fit and VenG
unfit patients and = (6 x VenG, 6 x venetoclax) (n = 294)
patients with
del(17p)/TP53m |+V
(N = ~862) (3 x ibrutinib, 12 x venetoclax + ibrutinib) (n = 294)

\- )

* Primary endpoint: PFS
« Key secondary endpoints: response, MRD, and OS




MAJIC Phase 3 Study Will Test Acalabrutinib + Venetoclax
Combination in an All-Comer CLL/SLL Population’

750 patients to b Key eligibility criteria
recrui:)eiilen S100¢ * TN CLL/SLL requiring treatment per 2018 iwCLL guidelines
+ 40 sites around the world * ECOGPS0-2
» Antithrombotic agents permitted except for warfarin or equivalent vitamin K antagonists
All treatment ends Follow-up
at 24 mo at 5 years

AV arm
(2-cycle A lead-in)

/L Yy
1 1 1 1 I I LI/ A 1 1

36 60

Primary endpoint: PFS
(event-driven analysis)

Ven cont




Ven + iBTK
(voy suave)

Terapia Finitas como elijo

Ven + Obinu
(agresivo)

V Toxicidad CV

v’ Terapia enteramente oral
(facil inicio)

v SLP muy Buena

v FLAIR mejor SLP a la fecha
adapatado a EMR !!

V Internacion

V Manjeo de SLT

V Reacciones infusionales Obinu
grado 3/4

V Neutropenia / plaguetopenia

v Evitamos toxicidad CV

v’ Reservo iBTK para recaida
v Mayor EMR




Conclusiones (como trato)

* Los estudios muestran que no hay beneficio de Rituximab en el
tratamiento de LLC en la era de las terapias target

 Rituximab NO

* Obinutuzumab mas eficaz, pero mas toxico y requiere internaciones para
manejo de reacciones infusionales

* Prefiero combinaciones orales para pacientes mas jovenes (I+V o A+V)
* Monoterapia oral continua con IBTK de 2G para pacientes mayores
 Pacientes con 17p/P53 IBTK continuo

» Aguardar estudios CLL17 y MAJIC (tratamiento guiado x EMR)
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6"LAG-CLL 2026

Latin American Group on Chronic Lymphoctic Leukemia
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Mendoza, April 2026.
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FUNDALEU - PROTOCOLOS DE INVESTIGACION ABIERTOS
AL ENROLAMIENTO 3-2025

Patologia Protocolo Investigado
r
Principal
LLC RR MK1026-003 (MK-1026) | Fase 2 para evalua eficacia y seguridad de MK-1026, inhibidor no Miguel
covalente de BTK (Nemtabrutinib) en LLC RR con tratamiento Pavlovsky

previo con BTKi covalente irreversible y un BCL2i.

MM RECAIDO | 64407564MMY 3009 Fase 3, aleatorizado,compara talquetamab - pomalidomida (Tal-
MonumenTAL-6 P), talguetamab - teclistamab (Tal-Tec) y la eleccion del Guillermina
investigador de elotuzumab, pomalidomida y dexametasona (EPd) Remaggi

o pomalidomida, bortezomib y dexametasona (PVd) en MM RR
que han recibido de 1 a 4 L previas, incluido un anticuerpo anti-

CD38 y lenalidomida

LMA ONCOPRECISION Plataforma de oncologia de precision para la seleccién de M.José Mela
tratamientos en LA Osorio

Fase 3, aleatorizado, doble ciego, evalua eficacia y seguridad de
belumosudil en combinacion con corticosteroides vs placebo en
combinacion con corticosteroides en pacientes con Dx reciente de
enfermedad de injerto contra huésped cronica.

cGVHD EFC17757 ROCKnrol Gonzalo

Bentolilla




PROTOCOLOS DE INVESTIGACION
PROXIMOS A INICIAR EN 2025

Patologia Protocolo Investigado
r

Principal

Fase 3, abierto, randomizado de Zanubrutinib hasta progresion/ intolerancia

Linfoma del 14117- 302 + Sonrotoclax x 24 ciclos comparado Zanubrutinib hasta progresion/ Miguel

Manto intolerancia + placebo x 24 ciclos en pacientes con Linfoma del Manto RR. Pavlovsky

LLC 16673-302 Fase 3, abierto, randomizado de BGB-16673 comparado con la eleccién Carolina
del investigador (Idelalisib + Rituximab o Bendamustine+ Rituximab o Pavlovsky

Venetoclax + Rituximab) en pacientes con LLC o LLP previamente
expuestos a IBTK yiBCL2

LDCGB Olympia 4 Fase 3, abierto, evalua eficacia y seguridad de Odronextamab Astrid
(REGN1979), Biespecifico Anti CD20xAntiCD30 vs SOC en pacientes con Pavlovsky
LDCGB RR




