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ATM-depletion in breast cancer cells confers sensitivity to PARPi
and anthracycline



A Phase I, Open-Label Study to Assess the Safety, Tolerability,

Pharmacokinetics and Preliminary Efficacy of Ascending Doses 

of AZD0156 Monotherapy Or in Combination With irinotecan/FOLFIRI

or Olaparib in Patients With Advanced Malignancies (NCT02588105)
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ATM Inhibitor AZD0156 Potentiates Preclinically Olaparib 
Responses

Recruitment Completed
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Phase I Trial of First-in-Class ATR Inhibitor M6620 (VX-970) 
as Monotherapy or in Combination With Carboplatin in 
Patients With Advanced Solid Tumors
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Phase 1 study of the ATR inhibitor berzosertib (formerly 
M6620, VX-970) combined with gemcitabine ± cisplatin in 
patients with advanced solid tumours
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Antitumor effect of a WEE1 inhibitor and potentiation of 
olaparib sensitivity by DNA damage response modulation in 
triple-negative breast cancer
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Clinical efficacy and molecular response correlates of the WEE1 
inhibitor adavosertib combined with cisplatin in patients with 
metastatic triple-negative breast cancer (mTNBC)
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Phase I Dose-Escalation Trial of Checkpoint Kinase 1 
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PRIMARY RESISTANCE: PI3K/AKT ACTIVATION IN BRCA1-/-
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Phase I dose escalation study of the PI3kinase pathway inhibitor BKM120 
and the oral poly (adp ribose) polymerase (PARP) inhibitor olaparib for 

the treatment of high grade serous ovarian and breast cancer 
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Rad51 inhibition using CYT-0851, shows anti-cancer activity in cellular 
models of breast cancer and acts synergistically with PARP inhibitors















• ATMi provides sensitivity to PARPi inducing synthetic lethality in BC cells (Phase I study completed)

• CHEK2 inhibitors abrogate the G1/S cell cycle arrest induced by topoisomerase I inhibitor and gemcitabine

• ATRi bezosertib in addition with gemcitabine +/- cisplatin induces 26 % ORR and 43% SD in BRCAWT TNBC 

• ATRi RP-3500 provides ≥ 50% ctDNA decline in 41% of pts in phase I (mostly ATM,BRCA1/2, CDK12 and PALB2m)

• Ceralasertib + Olaparib show a significant improvement in ORR and DoR in non HRR mutated TNBC

• Adavosertib + Olaparib show toxicity grade ≥ 3 in 53% (mostly haematological)

• CHEK1i plus gemcitabine in phase I trial provide ORR in pancreatic and cholangiocarcinomas

• PI3Ki + Olaparib overcome resistance to PARP in BRCA mutated and wtBRCA

• RAD51i in phase I provides SD in about 50% of patients (mostly lymphoma and sarcome)

• Novobiocin inhibits POLQ inducing increased DSB end resection and toxic RAD51 levels

• Novobiocin plus DNA-PK inhibitors induce synthetic lethality in p53 mutant cells

Conclusions


