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resistencia a iPARP?
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Mecanismos de resistencia a iPARP
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RING domain-deficient BRCA1 promotes PARP
inhibitor and platinum resistance
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BRCAT®>"/At tumors may acquire therapy resistance
through expression of RING-less BRCA1
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BRCA ReversionMutations in Circulating
Tumor DNA Predict Primary and Acquired
Resistance to the PARP Inhibitar Rucaparib
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BRCA Reversion Mutations and Resistance to PARP Inhibitor
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Pacientes BRCA mutadas del

estudio ARIEL2 (fase II)

tratadas con rucaparib, se les
recogio muestra de tumory

CtDNA pre-tto y post-tto

En la muestra de ctDNA pretto:
18% de las platino-refractarias
13% de las platino-resistentes

2% de las platino-sensibles

Tenian reversion de la mutacién

BRCA

Las pacientes con reversion tenian una
PFS mucho mas corta a rucaparib que
las que no habian revertido BRCA

antes de iniciar rucaparib



Clinical Cancer Research

EVOLVE: A Multicenter Open-Label Single-Arm Clinical and

Translational Phase Il Trial of Cediranib Plus Olaparib for
Ovarian Cancer after PARP Inhibition Progression

Stephanie Lheureux, Ana Oaknin, Swati Garg, et al.
Clin Cancer Res Published OnlineFirst May 22, 2020.
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Array

EVOLVE trial

Olaparib + Cediranib
treatment

Array
BRCA and RAD51c mutations reversion
19%
CCNE1 amplification 16%
ABCB1 upregulation 15%
SLFN11 downregulation 11%
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dNTP
deoxyriboNucleosideTriPhosphate

dNTP

Nitrogenous Base (A, T, G, C)

DNA




dNTP pool
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of ANTP
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Decreased pool
of dNTP



dNTP pool balance

SAMHD1P]

Degradation

Poolll
dNTPE

Sinthesis

RNR: Ribonucleotide Reductase
SAMHD1.: Sterile Alpha Motive and HD domain protein 1



Array

EVOLVE trial

Olaparib + Cediranib
treatment

Array
BRCA and RAD51c mutations reversion
19%
CCNE1 amplification 16%
ABCB1 upregulation 15%
SLFN11 downregulation 11%
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A Replication stress biomarker is associated
with response to gemcitabine versus combined
gemcitabine and ATR inhibitor therapy in ovarian
cancer
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¢Existe una resistencia
cruzada PARPi-platino?




Nucleoside excision
repair system

Increased nucleotide-excision repair
[for exarmple, increased ERCCT)

BER and Homologous
recombination repair
systems

Carboplatin + PARPI

Platinum DNA damage

1. PLATINUM
CHEMOTHERAPY
Inflicts DNA damage
via adducts and
DNA crosslinking

4. REPLICATION
FORK COLLAPSE
Double strand
DMA break

G
7" @.... &
AT PARP
N BSI201 \ots
¢ —
i ; 3. INHIBITION GC
“ OF PARP1
Disables DMA
2. PARP1 base excision
UPREGULATION repair

Base excision
repair of DNA
damage

CELL SURVIVAL

ERCA1
BRCAZ

CELL DEATH

Kelland LI Nat Rev Cancer 2007
Reedijk J Platinum Metals Rev 2008
O Shaughnessy J et al. JCO 2009 (abstract 3)




Array

EVOLVE trial

Olaparib + Cediranib
treatment

Comparte
mecanismos

de resistencia
con el platino

Array
BRCA and RAD51c mutations reversion
19%
CCNE1 amplification 16%
ABCB1 upregulation 15%
SLFN11 downregulation 11%




¢ Existe unaresistencia cruzada PARPi-platino?

PARPi mechanism of resistance (EVOLVE) | Is a cross-resistant mechanism
with Platinum?

HRD phenotype
- BRCA mutation reversion Yes
- RAD51c reversion mutations yes

Multidrug resistance:
- ABCB upregulation No?

Cell-cycle regultaion:
- CCNE1 upregulation Yes
- SLFN11 downregulation ?
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Efficacy of subsequent chemotherapy for patients with BRCA1/2-mutated
recurrent epithelial ovarian cancer progressing on olaparib versus placebo
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Maintenance olaparib rechallenge in patients with
ovarian carcinoma previously treated with a PARP
inhibitor: Phase lllb OReO/ENGOT Ov-38 trial

Eric Pujade-L auraine, ' Frédéric Selle, 2 Giovanni Scambia,?Bernard Asselain,* Frederik Marmé, Kristina
Lindemann,® Nicoletta Colombo,” Radoslaw Madry,? Rosalind Glasspool,® Coraline Dubot, ' Ana
Oaknin," Claudio Zamagni, 2 Florian Heitz, '* Laurence Gladieff,™ Maria Jesus Rubio-Pérez, ' Paolo
Scollo, s Christopher Blakeley,'” Bob Shaw, 7 Isabelle Ray-Coquard, '8 Andrés Redondo?®

A statistically significant PFS benefit was observed with olaparib in the

BRCAmM cohort

A proportion of patients derived clinically relevant long-term benefit

BRCAmcohort

HR 0.57 (%5% CI 0.37-0.87); P=0.022
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A statistically significant PFS benefit was observed with olaparib in the
non-BRCAm cohort

A proportion of patients derived clinically relevant long-term benefit
Non-BRCAmecohort

Olaparib

(N=T2)
Median follow-up for PFS, months 29 28
Events, n (%) 48 (67) 30 (83)
Median PFS, months 53 28

and death (%)
4

HR 043 (%5% C10.26-0.71); P=0.0023
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¢, Qué podemos hacer tras progresiéon platinosensible
a PARPIi?

éEvitar reintroduccion de é¢Reintroducir platino?
platinos?

Trabectedina-DLP Reintroducir platino y luego
reintroducir iPARP (OREOQ)

Nuevas drogas?:

- Mirvetuximab Reintroducir platino y asociar

- Otros Bevacizumab (Carbo-Caelyx-Bev
o Carbo-Gem-Beva)

Si oligometastatica:

citorreduccion secundaria y Citorreduccion secundaria 2>
mantener mismo iPARP??? platino + una de las dos
anteriores
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