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BACKGROUND: Although family history of cancer has been associated with

risk of developing neuroendocrine tumors (NETSs), the prognostic impact of
family history is unknown. We evaluated the association between family history
of cancer in a first-degree relative and overall survival (OS) in patients with
gastrointestinal and pancreatic NETs (GEP-NETS).

METHODS: We conducted a retrospective cohort study involving patients with
GEP-NETs evaluated at the Dana-Farber Cancer Institute between 2003-2015.
Patients with familial NET syndromes and poorly differentiated histologies were
excluded. Primary exposure was first-degree family history of malignancy, as
self-reported on a questionnaire administered at the time of first appointment.
Primary outcome was OS; recurrence-free survival (RFS) was also assessed for
patients with non-metastatic disease. Kaplan-Meier survival analysis and log-
rank tests were used. Cox proportional hazards models were applied to adjust for
covariates.

RESULTS: Among 572 patients, 214 (37%) had a first-degree relative with cancer.
Family history was positive in 168/404 (42%) patients with metastatic disease and
46/168 (27%) of those with non-metastatic disease. There was no difference in
OS according to family history in both patients with metastatic disease (HR 0.99,
95% CI0.75-1.33) and non-metastatic disease (HR 0.81, 95% CI 0.17-3.90). Among
patients with non-metastatic disease, there was also no difference in RFS based
on family history (HR 1.02, 95% Cl 0.44-2.37). There remained no association
between family history and OS in patients with metastatic disease after adjusting
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for primary site, stage, age, sex, smoking, alcohol use, and time-period of
diagnosis.

CONCLUSION: There was no difference in OS and RFS in patients with sporadic
GEP-NET with and without a family history of malignancy. Although there may be
an association between family history and risk of developing NET, there do not
appear to be differences based on family history affecting patient outcomes.
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