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Introduction: Hot spots

• PARPi represent a new standard of care in the upfront treatment of advanced EOC. The majority of patients now 
receive a PARPi, alone or in combination with bevacizumab, as part of their first-line maintenance therapy.

• Concerns regarding post-PARPi progression treatment have emerged, highlighting an unmet need to define a 
valid algorithm strategy.

• PARPi and platinum agents share several mechanisms of resistance. The concept of platinum-free interval as a 
surrogate of platinum sensitivity should be questioned in patients exposed to PARPi.

• The impact on subsequent non-platinum chemotherapy and surgery also remains unclear.

• Understanding of ovarian cancer mechanism of progression may offer an opportunity for more personalized 
therapy and treatment de-escalation, especially in the case of oligoprogression. 



Efficacy of subsequent chemotherapy for patients with EOC progressing on PARP inhibitors

Post-hoc analyses of the SOLO2/ENGOT Ov-21 trial

Frenel et al JCO 2022
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Efficacy of subsequent chemotherapy for patients with EOC progressing on PARP inhibitors

Exploratory analyses of the ARIEL3

Coleman et al ESGO 2022



Efficacy of subsequent chemotherapy for patients with EOC progressing on PARP inhibitors

Mechanism of resistance to PARP inhibitors

Resistance occurs via one of three general 

mechanisms: 

• Alterations related to the drug/target

• Restoration of homologous 

recombination (HR)

• Restoration of replication fork stability

Dias et al Nature Review 2021



• Oligometastasis is considered as metastatic disease confined to a limited number of sites (often described as up 
to three or five sites) and can be synchronous or metachronous with the primary tumour presentation.

• Oligoprogression develops on a background of polymetastatic disease. OPD occurs following an initial response 
to systemic treatment where disease progression only occurs in a limited number of sites with the potential for 
the development of sub-clones of drug resistance.

Oligometastatis/Oligoprogression in patients with OC under PARPi maintenance

Nomenclature in the metastatic state

Patel et al Clin Oncol 2019



• The rationale is based on the supposed PARPi resistance developed in some clones from the original tumor 
growing as discrete nodules, whereas the rest of the disease is still under control.

• Local treatment (surgery or stereotactic body radiotherapy) of OPD sites may slow or prevent propagation of 
drug-resistant clones:

– increasing the likelihood to prolong therapeutic benefit from the current line of systemic therapy,

– or the response to subsequent treatments.

• In ovarian cancer, OLP under PARPi may still benefit from PARPi maintenance after local treatment instead of 
stopping the PARPi and undergoing new line of chemotherapy.

Oligoprogression in patients with OC under PARPi maintenance

Strategies of management



Gauduchon et al ESMO 2022
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Phase III randomized, open-label MITO 35b study

Olaparib beyond progression compared with platinum chemotherapy after secondary cytoreductive surgery in patients with 

recurrent ovarian cancer

Schettino et al.Int J Gynecol Cancer 2022



Conclusions

The Dandelion Dilemma Revisited for Oligoprogression: Treat the Whole Lawn or Weed Selectively

• The increasing use of PARPis in clinical practice highlights an emerging clinical issue, to overcome resistance.

• Oligoprogression after PARPi represents a new scenario and further data are needed before getting any 
definitive conclusion.

• Future research should focus on mutational analysis of surgically resected lesions to understand the molecular 
pattern of oligometastatic disease progression, such as PARPi resistance, and to propose a tailored target 
therapy.

• Effective de-escalation strategies might help to personalize patient care, reduce toxicity, improve the quality of 
life, and optimize treatment outcomes in specific patient subpopulation.
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