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Background:

Pancreatic adenocarcinoma is an aggressive malignancy with a 

limited number of therapeutic options. One subset of patients (up to 

15%) carries germline and/or somatic mutations in homologous 

recombination repair genes, most 

notably BRCA1, BRCA2 and PALB2 amongst others, that confer 

sensitivity to PARP inhibition. Combinations of PARP inhibitors with 

anti-PD1 immunotherapy have shown activity in breast and ovarian 

cancer and have not yet been thoroughly studied in pancreatic 

cancer.

Methods:

We designed a single-arm phase 2 investigator-initiated study 

utilizing the combination of niraparib, a highly selective PARP 

inhibitor and a dostarlimab, an anti PD1 antibody, in the subset of 

pancreatic cancer patients with germline or somatic mutations 

in BRCA1/2, PALB2, BARD1, RAD51C, or RAD51D. Additional 

inclusion criteria include metastatic pancreatic adenocarcinoma, 

receipt of a platinum agent in 1st or 2nd line unless contraindicated, 

and at least 1 but not more than 2 prior lines of systemic therapy 

not including maintenance. Prior PARP inhibition is allowed, but not 

immediately prior to enrollment. Exclusion criteria include active 

unstable autoimmune disease or prior malignancy requiring active 

treatment within 2 years. Patients are treated with niraparib orally 

once daily on days 1 through 21 of a 21 day cycle. Dostarlimab is 

administered IV every 3 weeks for the 1st 4 cycles and then IV 

every 6 weeks subsequently. The primary endpoint of the study is 

the disease control rate at 12 weeks using standard iRECIST

criteria. Twenty patients will be enrolled to ensure 19 evaluable. 

The design has 80% power to detected improvement in disease 

control rate from 25-50% with significance level of 0.10. Descriptive 

factors include gene mutated for inclusion, germline/somatic, and 

platinum refractoriness. Given the size of the study along with 

genetic heterogeneity there will be no interim analysis. Patients are 

being enrolled at 3 Mayo clinic sites in Rochester Minnesota, 

Phoenix Arizona, Jacksonville Florida. To date, 17 patients have 

been enrolled across all 3 sites. Full accrual is anticipated by early 

2023. Correlative studies include genomic characterization of 

baseline tumors, assessment of immune infiltration of tumor 

microenvironment, tumor collection for organoid/xenograft, and 

serial circulating cell-free DNA and immune biomarkers. 

Trial Identifiers: NCT04493060, Mayo: MC1841.

This Investigator-Initiated Trial (IIT) is supported by GSK.
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Primary Goal

To determine antitumor activity as measured by disease control rate at 12 weeks

(DCR12) as assessed using iRECIST in select homologous recombination repair

(HRR) deficient pancreatic cancer patients with HRR deficiency (defined as

mutations in BRCA 1/ 2, or PALB2)

Secondary Goals

To assess adverse events according to the current National Cancer Institute

(NCI) Common Terminology Criteria for Adverse Events (CTCAE) and

other safety parameters.

To assess the time to next treatment (TTNT), objective response rate

(ORR), time to and duration of response and duration of confirmed stable

disease according to iRECIST.

To assess progression-free survival.

To assess overall survival

• To assess germline DNA and serum markers of immune response.

• To determine changes in circulating tumor DNA (ctDNA) profile after

therapy with a PARPi and a PD-1 inhibitor.

• To study mechanisms of resistance in ctDNA profile after therapy with a

PARPi and a PD-1 inhibitor.

• To assess the tumor microenvironment for immune related changes

(immune infiltration, PD-L1 and PD-1 expression, tumor-infiltrating

lymphocytes [TIL]).

• To assess genetic profile of the tumor pre- and post-treatment.

• To determine changes in the cytokine profile pre- and post-treatment.

SCHEMA

Niraparib

Niraparib is an orally available, potent, highly selective poly (adenosine diphosphate 

[ADP]-ribose) polymerase (PARP)1 and PARP2 inhibitor being developed as a 

monotherapy agent for tumors with defects in the homologous recombination (HR) DNA 

repair pathway

Dostarilimab Dostarlimab is a humanized monoclonal antibody (mAb) of the 

immunoglobulin G4 (IgG4) isotype that binds with high affinity to PD-1, resulting in 

inhibition of binding to PD-L1 and PD-L2. Dostarlimab is produced by recombinant DNA 

technology in a mammalian expression system using a stable Chinse hamster ovary 

(CHO) cell line.

KEY INCLUSION/EXCLUSION CRITERIA

Inclusion

Presence of either a germline deleterious mutation or somatic deleterious mutation in any of BRCA1/2, 

PALB2, BARD1, RAD51c, RAD51d

Age ≥ 18 years

Histological/cytological confirmation of diagnosis of metastatic pancreatic ductal adenocarcinoma

At least one but no more than two prior lines of systemic therapy for metastatic disease (maintenance 

therapy is not considered a line of treatment). Note: Patients who have not had any prior chemotherapy can 

refuse chemotherapy and be considered eligible. This refusal and their reason for refusal would have to be 

documented. 

Received a platinum agent as part of first or second line treatment (unless contraindicated).

ECOG performance status of 0 or 1

Adequate hematologic and end-organ function

Exclusion

Known hypersensitivity to any component of study treatments (either niraparib and/or dostarlimab or similar 

medications)

Prior treatment with the combination of PARP inhibition and immunotherapy (either CTLA-4 or anti-PD1/PD-

L1 therapies). Prior treatment consisting of monotherapy with either PARP inhibitors and/or with 

immunotherapy are allowed. Treatment with PARPi or PD1 inhibitor as the most recent treatment prior to 

enrollment is not allowed. 

Patient experienced ≥ Grade 3 immune-related AE with prior immunotherapy, with the exception of non-

clinically significant lab abnormalities.

Known brain metastases, uncontrolled seizure disorder, or active neurologic disease which in the opinion of 

the investigator would impede participation within the trial. Subjects with treated brain metastases are 

allowed to enroll.

Participant has known active hepatitis B (e.g., hepatitis B surface antigen [HBsAg] reactive) or hepatitis C 

(e.g., hepatitis C virus [HCV] ribonucleic acid [qualitative] is detected).

Active, known or suspected unstable auto-immune disease, are excluded from this study. Exceptions to this 

criterion are all auto-immune disease that have remained stable within the past 3 months on corticosteroids 

(≤ prednisone 20 mg or equivalent) prior to first study treatment are allowed to enroll. Patients with 

autoimmune diseases that do not require active immunosuppression are also allowed to enroll.

Prior malignancy which required active systemic treatment within 2 years prior to first study treatment. 

Exceptions are successfully treated squamous cell carcinoma of the skin, superficial bladder cancer, and in 

situ carcinoma of the cervix. Since patients with BRCA 1/2 or PALB2 can have other tumors, as long as they 

have been definitively treated, it would not be considered an exclusion. 
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