Sample Appeal Letter MBC and PALB2 and olaparib– Updated August   2025

HEALTH INSURER
123 Insurance Way
Anywhere, IL  012345
DATE
RE:	Claim # XXXXXXXXXXX
Claimant:	NAME (ID# and DOB: Mo-Day-Year)
To Whom It May Concern:
I am writing to appeal to [Health Plan Name]’s decision to deny coverage of treatment of my metastatic breast cancer with Olaparib which took place on [date] at [facility]. It is my understanding that [Health Plan Name] covers medically necessary services that are not expressly excluded. [Attach or reference relevant section(s) from health insurer’s Policy or Evidence of Coverage, if possible.]
In Augusts of 2021, the American College of Medical Genetics and Genomics published Management of individuals with germline variants in PALB2: a clinical practice resource of the American College of Medical Genetics and Genomics (ACMG)1 and Exhibit A.  
Inherited mutations in PALB2 are associated with increased breast cancer risk and smaller increased risk of pancreatic and likely ovarian cancer. The ACMG recognized it was necessary to publish these clinical practice guidelines for management of people with inherited mutations in PALB2 because resources for healthcare providers on managing people with PALB2 mutations were and remain limited.
· ACMG recommends PALB2 heterozygotes should be considered for the same therapeutic regimens and trials as those for BRCA1/2.
In addition to the ACMG recommendation, the National Comprehensive Cancer Network (NCCN)’s Breast Cancer Treatment Guidelines 4.2025 states the preferred treatment for BRCA1 and BRCA2 metastatic cancer are the PARP inhibitors Olaparib and Talazoparib while the treatment for PALB2 metastic breast cancer, Olaparib is the recommended regimen (Exhibit B).
Thank you for your consideration. Your prompt attention to this matter is greatly appreciated.
Sincerely,
[Signature]





___________________________________________________________________________________________________________________________
1Tischkowitz M, Balmaña J, Foulkes WD, et al. Management of individuals with germline variants in PALB2: a clinical practice resource of the American College of Medical Genetics and Genomics (ACMG). Genetics in Medicine:  Volume 23, Issue 8, 2021, Pages 1416-1423, https://doi.org/10.1038/s41436-021-01151-8.
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To date there are no randomized controlled trials specifically targeting patients with pathogenic germline PALB2 variants. Given
the mechanistic similarities and presentation with BRCA1/BRCA2-associated cancers, it is not surprising that oncologists have in
recent years used similar regimens as those that have been successful in patients with germline BRCA1/2 P/LP variants (see
supplementary Table 1). Notably, some pancreatic adenocarcinoma trials have included patients with pathogenic germline PALB2
variants alongside BRCA1/2 patients, and some trials in patients with metastatic breast cancer and an associated germline variant
or somatic variant in homologous recombination repair pathway genes beyond germline BRCA1/2 have also provided very
promising data among PALB2 heterozygotes.**55 Within the talazoparib trial, 13 patients had breast cancer and five had a germline
PALB2 variant.5* Among them, four had high HRD scores by Myriad MyChoice genomic score and three had a partial response after
treatment with talazoparib. In the olaparib trial, of 11 patients with advanced breast cancer and a PALB2 variant, 9 achieved a
partial response (82%) and 2 had stable disease.5* Overall, the median duration of response was nine months. Interestingly, the
majority were ER+/HER2- and one was HER2+. These preliminary findings provide strong rationale to warrant further clinical
development of PARPI in this population. Finally, among patients with advanced prostate cancer and homologous recombination

repair pathway deficiency, clinical evidence is accumulating to show that PARPi are effective in this population where PALB2

variants achieved the second
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