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Well differentiated Pancreatic Neuroendocrine Tumor
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PROGNOSTIC RELEVANCE

Ki67 —5.6%

Kie7 <3%

mf/10HPF <2

Rindi, Kloeppel, Ahlman,...Wiedenmann et al 2006, 2007
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NF-P-NETs in patients with MEN1

* Only a small number of patients with NF-P-NETs have MEN1 syndrome
* But NF-P-NETs occur 1n 20-55% of patients with MEN1

 Earlier onset

* Their hallmark is multiplicity in contrast to solitary sporadic P-NET's

* Life expectancy 1s shortened (mean age at death 55y), in 40-45% the cause 1s P-

NET related

Sadowski SM, Triponez F. Management of pancreatic neuroendocrine
tumors in patients with MEN 1. Gland Surg. 2015 Feb;4(1):63-8
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Back to the patient...

* Normal PTH, calcitonin, calcium (parathyroid adenoma)

* Normal prolactin, FSH, LH, IGF-1 (pituitary adenoma)

* No other MEN1-related endocrine tumors (lung carcinoid, adrenocortical tumor)
* No first-degree relative with MEN1

* Genetic consultation —Negative for MEN1 mutation



Back to the patient...

* 68 Ga-DOTANOC PET/CT demonstrates bilateral uptake in Thyroid gland
* US and FNA —papillary thyroid carcinoma

* Papillary thyroid tumors are unrelated to MEN1

* M/P incidental finding

* Thakker RV, Newey PJ, Walls GV. Clinical Practice Guidelines for Multiple Endocrine
Neoplasia Type 1 (MEN1). J Clin Endocrinol Metab. 2012 Sep;97(9):2990-3011




IN CONCLUSION

* Multiple NF-P-NET

e G2 (low?)

* Sporadic (non MEN1)

* asymptomatic



eI T T

nof focuf?

= - That'sthe

— = - = z =
- —— — /’////, -
- P

{ion.




TTI2 VA7 "719'0 pnaAx reatment rollow-up

Tumor <2 cm

Option 1. Surveillance

1, low G2, asymptomatic, mainly
in the head, no radiclogical signs

- Clinical presentation suspicious for malignancy, patient - EUS, MRI (or CT) every 6-12 months?
. fact sonal wish - )
- Biology n‘:mirl-;i{ﬁ:;f}?a R —* - No change, surveillance
- Chromogranin A, PP / | - Increase in size (>0.5 cm) or final
] . Option 2. Surgery @ >2 cm - surgery
- Imagin
== . _RESECtabIE G2, symptoms, patient wishes
- CT/MRI No distant metastases
- EUS (+/- EUS-guided biopsy) \ Tumor >2 cm

- Somatostatin receptor imaging

_ Surgery?
. Sﬂ.m?tﬂﬂatm receptor Limited resection only if conditions | —» ° Surveillance depending on final
scintigraphy (e.g. favorable to preserve organ pathology
Gﬂfﬂﬂﬁ"fa n®) function (otherwise, oncological
or ®¥Gallium PET/CT resection)
Unresectable :
. (or resectable , * See section on treatment for
distant metastases) advanced disease

Fig. 3. Algorithm for treating NF-P-NETs. * Iflow Ki-67 value and stability after the initial 6 monthly evaluations.

b Specific additional tests may be required to accurately stage the tumor (e.g. intraoperative US, intraoperative
frozen section).

Falconi M, Eriksson B, Kaltsas G, et al. ENETS Consensus Guidelines Update for the Management of Patients with Functional Pancreatic Neuroendocrine
Tumors and Non-Functional Pancreatic Neuroendocrine Tumors. Neuroendocrinology. 2016;103(2):153-71
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Treatment

Tumor <2 cm

Option 1. Surveillance

G1, low G2, asymptomatic, mainly
In the head, no radiological signs
suspicious for malignancy, patient
factors (personal wishes, age, co-
morbidities,...);

Option 2. Surgery

G2, symptoms, patient wishes

—

Follow-up

« EUS, MRI (or CT) every 6-12 months

- No change, surveillance
- Increase in size (>0.5 cm) or final
@ >2 cm — surgery
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Management of P-NETSs in patients with MEN1

* The management of small MEN1 associated NF-P-NETs, all authors
currently agree that:
* Tumors <1 cm cansshould be followed conservatively

 Tumors >2 cm should be resected.

* The management of tumors 1-2 cm of size remains a matter of debate; either

resection or follow-up seems to be a safe management option for patients with

MEN]1

Sadowski SM, Triponez F. Management of pancreatic neuroendocrine
tumors in patients with MEN 1. Gland Surg. 2015 Feb;4(1):63-8



Pancreatic neuroendocrine tumors (P-NETSs)

* Pancreatic neuroendocrine tumors (P-NETs), also known as 1slet cell tumors, are
rare neoplasms that arise in the endocrine tissues of the pancreas

* P-NETs are overall rare; they have an incidence of <1 case per 100,000 individuals
per year and account for 1 to 2 percent of all pancreatic tumors

* They can secrete a variety of peptide hormones, including insulin, gastrin,
glucagon, and vasoactive intestinal peptide (VIP), resulting in myriad clinical
syndromes.

* The pathological definition of these neoplasms as of neuroendocrine origin refers
to the immunohistochemical positivity of synaptophysin and chromogranin A

(CgA).



Pancreatic NF-NETs

* Defined by the absence of a clinical symptoms of hormonal hypersecretion.
* The majority of pancreatic NETs are NF (60-90%)

* The incidence increase with age, peaks in the 6™ and 7™ decade of life.

Falconi M, Bartsch DK, Eriksson B, et al. ENETS Consensus Guidelines for the
Management of Patients with Digestive Neuroendocrine Neoplasms of the
Digestive System: Well-Differentiated Pancreatic Non-Functioning

Tumors. Neuroendocrinology 2012;95:120-134




Pancreatic NF-NETs

* Symptomatic d/t compression, invasion to other organs or metastases

* When symptomatic, the most common:

* Abdominal pain (35—78%),
* Weight loss (20—35%),

 Anorexia and nausea (45%).

* Intra-abdominal hemorrhage (4—20%),

e Jaundice (17—50%)

 Palpable mass (7—40%)

Falconi M, Bartsch DK, Eriksson B, et al. ENETS Consensus Guidelines for the
Management of Patients with Digestive Neuroendocrine Neoplasms of the
Digestive System: Well-Differentiated Pancreatic Non-Functioning

Tumors. Neuroendocrinology 2012;95:120-134




