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Declaracion de conflictos de interés




Opciones:
* Alternativa 1: Venetoclax - obinutuzumab x 1 ano

e Alternativa 2: Venetoclax - Acalabrutinib - obinutuzumab x 14
ciclos (Amplify)

* Alternativa 3: Venetoclax - IBTK guiado por minima residual
(estilo FLAIR)

e Alternativa 4: Venetoclax - IBTK x 1 ano



How will we determine whether doublets or triplets are better?

Doublets Triplets
Pros: Pros:
« Extensive trial « Potential for higher
experience rates of uMRD
« Manageable toxicity
Cons:

Cons:

« Shorter PFS for
patients with high
genomic risk disease

* More toxicity

» Less trial experience/
no real-world
experience

AMPLIFY will be helpful in long-term

hypothesis: Triplets will lead to deeper remissions in high-risk patients
BUT the risk:benefit ratio will only favor these for young or very fit patients

Adaptado de J Woyach. ASH Ed Program 2024.
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MRD was assessed in PB and BM by multiparameter flow cytometry
with a detection limit of 10-5. Munir at al. NEJM 2023 (Adaptado de Stilgenbauer et al. ASH Ed Program 2024)



Opciones:

* Alternativa 1: Venetoclax - obinutuzumab x 1 ano

e Alternativa 4: Venetoclax - IBTK x 1 ano



VENETOCLAX EN LLC: V + “X”

Terapia de duracion limitada y libre de quimioterapia en primera linea

Venetoclax Venetoclax Venetoclax
Obinutuzumab Ibrutinib Acalabrutinib

UNFIT CLL14

FIT CLL 13

Glow

Captivate

FLAIR

Disefio propio.
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Adaptado de J Woyach. ASH Ed Program 2024. J.R. Brown, NEJM 2025.
O. Al Sawaf et al, J Clin Oncol. 2021.



PFS rates at 48 months by age/fitness

OS rates at 48 months by age/fitness
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Al-Sawaf et al. Blood 2024; FiUrstenau et al. Lancet Onc 2024; Moreno et al. ASH 2023; Munir at al. NEJM 2023 (Adaptado de Stilgenbauer et al. ASH Ed Program 2024)



Cumulative progression-free survival
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Al-Sawaf et al. Blood 2024; Moreno et al. ASH 2023 (Adaptado)



Progression-free survival (2%)

Progression free survival by IGHV status
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FUrstenau et al. Lancet Onc 2024; Paolo Ghia, et al. ASH 2023. (Adaptado)



PFS (%)

PFS (%)

AMPLIFY: global progression free survival and by IGHV status
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Optimal balance of safety and efficacy

:."mm?mp. e m‘;‘"‘ adverse events, comorbidities and comedication
on efficacy and tolerability | |

- | g B 2 = §

- 82 B Sg = ¢ 3 g gi

T 2 2 - =

ARRRAL LI HE Rt LR L

= b £ & = o -

venetoclax

ibrutinib +
venetodiax

|
E

cotr o v o et oo [T T <.

1350

Adaptado de Stilgenbauer et al. ASH Ed Program 2024.




Opciones:

* Alternativa 1: Venetoclax - obinutuzumab x 1 ano

* Alternativa 4: Venetoclax - IBTK x 1 ano

» Sin diferencias en eficacia (MDR-SLP) en poblacion global y NM.
« Con un perfil de seguridad diferencial.

¢Porque no elegiria VO?



