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El reto del manejo de la
paciente tras progresiona =
iPARP. Z & aib

;Qué estamos aprendiendo?

Fernando Galvez Montosa
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Solid tumor

NER-proficient cell — Associated with sensitivity
to trabectedin and reduced sensitivity to platinum

NER-deficient cell — Associated with sensitivity
to platinum and reduced sensitivity to trabectedin

Trabectedin

vlul

1. Initially the tumor has 2. Platinum treatment 3. After treatment with
NER-proficient cells reduces the population of trabectedin, NER proficient
(resistant to platinum) NER deficient cells and cells are reduced and the
and NER-deficient cells  increases the proportion of  tumor recovers sensitivity to
(sensitive to platinum). NER proficient cells platinum by accumulating
(sensitive to trabectedin) NER deficient cells.

Ray-Coquard I. Fut Onc. 2017



INOVATYON. Respuesta a platino subsecuente
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N=250 to 375 patients

Estudio LUPPA-1

Adaptative design 2" [ 34line of treatment
r - Stratification:
\ High grade ) : )
| serousfendometrioid Lurbinectedin (2.2 mg/m? D1 q3wk) I 1.
\ ovarian cancer + (3-2 mg/m? D1 (wild/mut)
q3wk)
case 2. PFI
‘ ECOG-PS: 0-1 ey (6-12vs>12
| N=125 ' tox, B
1-2 prior lines
l (= 1 platinum-paclitaxel based :ATRT;m
| combination) . .
' Randomization (PD after
\ completin
‘ PFl 2 6 months ' 1:1 tratment vs PD
(Platinum Free Interval) [ during
= =]} C treatment <18
Prior bevicizumab L inum combo (PLD Gem or Paclitaxel) vs >18 m)
Weekly Paclitaxel (20% of pts needed) i e
Prior PARPI Preference
N=125

Measurable disease

Until PD
' (RECIST v1.1) —
7 =5 . or toxicity
\ i Interim analysis SSR (Sample Size Rea ) =
nterinn an: mple Size Reassessment|
PI: A. Gonzélez-Martin 12wks after pt 60* At the end of Recruitment Final PFS analysis T
* Interim analysis based on ORR: (HO) that 15% or less patients responded (p < 0.15) versus the altematrve hypothesls (H1) that 35% or more patients are responders (p 2 0.35). At Ieast anm»n-m o
10 responses out of 30 pts and no detrimental difference in ORR are needed to continue recruitment. Gymaeeslegical Oncological Tl grosps

+ SSR (Sample Size Reassement) based on PFS




Oza et al. ESMO 2022

Median PFS (months)

N

- - s
© o N £
L

»

N

o

Platinum Resistant

Translational study identified a decrease in
BRCA reversion mutations in 3 of 4 paclitaxel-
treated patients with pre- and post-treatment
plasma samples available
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Randomised Randomised 1stsubsequent Crossover
rucaparib  chemotherapy treatment after  rucaparib
(n=120) (n=59) randomised (n=41)
rucaparib
(n=69)




Localizacion mutacion y respuesta a iPARP
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Aplicabilidad a la primera linea **

Tratamiento de mantenimiento en primera
linea

Resistencia a Resistencia a
iPARP IPARP?7?7?7?7?




Cuestiones por dilucidar

éReintroducir iPARP es posible?
éDespués de qué y cuanta quimioterapia?

éHay un intervalo de duracion libre de iPARP en el que podamos prever
una disminucion de la respuesta a platino y sea mejor una opcion sin
platino?

Si no usamos platino, ¢ monoterapia vs combos?
éBevacizumab influye en algo?



Conclusiones

El algoritmo terapéutico idoneo del cancer de ovario es una entelequia.

Los datos de los ensayos responden, generalmente, a preguntas del pasadoy no
se adecuan a la practica clinica habitual

Es importante disenar un plan terapéutico que permita a la paciente disponer de
las mejores opciones terapéuticas, lo que se traduce en adecuar el esfuerzo a
cada escenario y no hipotecar el futuro de las pacientes
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