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BACKGROUND: Sporadic pancreatic neuroendocrine tumors (pNETs) are
typically unifocal and the incidence of multifocality and its impact on prognosis
in sporadic pNETs is unknown.

METHODS: Patients who underwent resection of pNETs at Mayo Clinic from

2000 to 2019 were identified and clinical data obtained from records. Syndromic
disease was defined as pNETs in the setting of MEN1, VHL, or NF1 and charts
carefully reviewed to exclude the presence of an undiagnosed hereditary
syndrome by clinical or familial criteria. Statistical comparisons were made using
Chi-square and Kruskal-Wallis tests and survival assessed using the Kaplan-Meier
method.

RESULTS: 661 patients with sporadic and 59 with syndromic pNETs were
identified. 4.8% (n=32) of sporadic patients and 84.7% (n=50) of syndromic
patients had multifocal disease (p<0.001). Of those with multifocal sporadic
disease, 22 had two tumors and 10 three or more tumors. 26.4% of patients

with unifocal sporadic disease and 25.0% of those with multifocal sporadic
disease had functional tumors (p>0.999). Patients with one or two sporadic
tumors had similar clinicopathologic features, while those with three or more
sporadic tumors had slightly more favorable features (though non-significant),
such as lower Ki-67 (30.0% <3% compared to 19.2% for unifocal and 18.2% for
two tumors, p=0.841) and lower stage (90.0% stage 1-2 compared to 63.1% for
unifocal and 63.6% for two tumors, p=0.511). Kaplan-Meier curves were similar
for recurrence-free (p=0.100) and overall (p=0.300) survival. 5-year overall survival
was 82.9% (95% Cl 79.2-86.7) for unifocal sporadic and 89.9% (95% CI 77.6-100.0)
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for multifocal sporadic disease.

CONCLUSION: Multifocal sporadic pNETSs are rare and multifocality is not
associated with worse survival or increased recurrence risk. Hereditary cancer
syndromes should be carefully ruled out in patients with multifocal tumors.
Patients with multifocal sporadic pNETs can likely be safely managed with a
combination of resection and observation as indicated for each tumor.
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