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Dear SGO Members,

The landscape of PARP inhibitor indications in ovarian cancer has recently evolved as new overall survival data have emerged1. This can create confusion in clinical practice. Updated survival data have prompted recent revisions to the FDA approvals for PARP inhibitors for individuals with ovarian cancer and the issuance of “Dear Healthcare Provider” letters2-10.  A “Dear Healthcare Provider” letter is a communication sent by a drug manufacturer who has been made aware of a serious problem with its product or similar products or when the manufacturer needs to provide updated information on the use of the product. The SGO recognizes the importance of clear communication and guidance for its membership. 

Below is a brief summary of the newly updated FDA approved indications for PARP inhibitors in the management of epithelial ovarian cancer. 

· Indications for Maintenance Therapy
· 1st line maintenance following response to platinum-based chemotherapy for newly diagnosed, advanced stage, high-grade ovarian cancer patients
· Olaparib 
· Germline or somatic deleterious BRCA alteration
· Olaparib with bevacizumab
· Germline or somatic deleterious BRCA alteration and/or homologous recombination deficient (HRD) positive tumors
· Niraparib 
· All (Any BRCA or HRD status)
· 2nd or greater line maintenance following response to platinum-based chemotherapy for patients with recurrent platinum-sensitive ovarian cancer 
· Niraparib 
· Germline or suspected germline BRCA deleterious alteration 4,7  
· Olaparib 
· All (any BRCA or HRD status)**
· Rucaparib 
· Planned revision: Germline or somatic deleterious BRCA alteration ** 8 

Below is a brief summary of the newly withdrawn FDA approvals for PARP inhibitors in the management of epithelial ovarian cancer. 

· Withdrawn Indications for Maintenance Therapy 
· 2nd or greater line maintenance following response to platinum-based chemotherapy for recurrent platinum-sensitive ovarian cancer 
· Niraparib 
· Non-germline BRCA 4,7 no longer FDA approved in this setting 
· Anticipated Withdrawal of Indication for Maintenance Therapy 
· 2nd or greater line maintenance following response to platinum-based chemotherapy for recurrent platinum-sensitive ovarian cancer **
· Rucaparib 
· Non-BRCA8 will no longer be FDA approved in this setting 

· Withdrawn Indications for Single-agent Treatment
· Olaparib 3,6, rucaparib 2,5 and niraparib 9,10 no longer FDA approved in this setting 


Considerations:
· **Further revisions are anticipated to the approval for rucaparib and possibly olaparib in the 2nd or greater line maintenance therapy setting. 
· The continuation of PARP inhibitors in patients who are deriving clinical benefit from a PARP inhibitor in a setting that is no longer FDA approved should be done after a thorough discussion with the patient. 
· The Oncology Drugs Advisory Committee (ODAC) will continue to review the role of PARP inhibitors as new data emerges.
· The “Dear Healthcare Provider letters” provided preliminary overall survival results in subgroups of patients. Hazard ratios were used to estimate the overall survival in the various groups. The 95% confidence intervals for the overall survival hazard ratios crossed 1. Once published the corresponding peer-reviewed manuscripts for overall survival may provide additional insight into the survival outcomes for these subgroups. 


Below is a brief summary of the “Dear Healthcare Provider” letters issued in conjunction with the aforementioned FDA withdrawals for previously approved indications. 

· Maintenance Therapy Setting

NOVA study: New overall survival data prompted an initial “Dear Healthcare Provider” letter to be issued May 2022 4 and a second letter on November 2022 7 to announce the voluntary withdrawal of the FDA approval of niraparib as maintenance therapy for patients with recurrent platinum-sensitive ovarian cancer that is not germline BRCA associated. 
· Overall survival data from NOVA study: Reduced overall survival with niraparib in subgroup of patients with non-germline BRCA ovarian cancer compared to placebo. 
· Led to withdrawal of FDA approval of niraparib as maintenance for patients with platinum-sensitive, non-germline BRCA ovarian cancer following response to platinum-based chemotherapy

ARIEL3 study: Although a “Dear Healthcare Provider” letter has not yet been issued, the plan to voluntarily withdraw the FDA approval of rucaparib as maintenance therapy for patients with recurrent platinum-sensitive ovarian cancer that is not germline or somatic BRCA associated was announced on December 1st 2022.8 
· This will lead to withdrawal of FDA approval of rucaparib as maintenance for patients with platinum-sensitive, non BRCA associated ovarian cancer following response to platinum-based chemotherapy

· Single-agent Treatment Setting

ARIEL4, SOLO3 and QUADRA Studies: New overall survival data prompted the following “Dear Healthcare Provider” letters to be issued for rucaparib in June 2022, for olaparib in August 2022 and for niraparib in September 2022. These letters were followed by withdrawal of the FDA approval of PARP inhibitors as a single-agent treatment for recurrent ovarian cancer. 

· Overall survival data from ARIEL4 study: Reduced overall survival in subgroup of patients with platinum-resistant disease treated with rucaparib compared to the chemotherapy arm 5 
· Led to withdrawal of FDA approval of rucaparib as treatment for germline or somatic BRCA-associated ovarian cancer patients with 2+ prior lines of therapy

· Overall survival data from SOLO3: Reduced overall survival in subgroup of patients who had 3+prior lines and received treatment with olaparib 6
· Led to withdrawal of FDA approval for patients with germline BRCA associated ovarian cancer with 3+ prior lines of therapy 

· Quadra: A single arm study of niraparib in patients who had received 3+ prior lines of chemotherapy 9,10 The letter referred to the overall survival data for the randomized controlled trials of the other PARP inhibitors in this setting (ARIEL4 and SOLO3) that had suggested possible detrimental overall survival in certain subgroups when compared to chemotherapy.  
· Led to withdrawal of FDA approval for patients with recurrent platinum-sensitive, HRD positive with 3+ prior lines of therapy. 
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We hope that this interim guidance will aid our SGO membership. For questions or further guidance, please email sgo@sgo.org.
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Renata Urban, MD		Róisín O’Cearbhaill, MD
Chair				Vice Chair

*These recommendations are not meant to be a substitute for clinical judgement at the individual patient level, nor should they supersede other policies at the institutional level. All decisions should be made in the context of the unique circumstances where members practice, including other local resource considerations. We encourage members to work closely with their institutions to ensure that patients’ needs are being met.
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