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bb Cytotoxic chemotherapy options include cisplatin + 

etoposide, carboplatin + etoposide, or 

temozolomide. There are limited data on the efficacy

of chemotherapy for stage III atypical

bronchopulmonary NET.



bb Cytotoxic chemotherapy options include cisplatin + 

etoposide, carboplatin + etoposide, or 

temozolomide. There are limited data on the efficacy

of chemotherapy for stage III atypical

bronchopulmonary NET.

 Why cis/carboplatin/etoposide ?

 Why not also oxaliplatin-based?

 Why not everolimus?

 How long?



Which one ?

How long?Which proliferation index

threshold ?



Limitations:

The majority of these studies include patients with 

distant metastases, hereditary syndromes or high 

grade neuroendocrine carcinoma

Studies investigating predictors for recurrence after curative 

surgery of panNET

Genc et al., Ann Surg 2017



211 pts with resected G1-G2 panNET - mFup 51 months

Genc et al., Ann Surg 2018

Recurrence rate = 17%

Lymph node involvement

G2

Perineural invasion

Predictors of recurrence

DSS = 98% at 5y and 84% at 10y



3 centers – 1992-2016 – 241 pts with resected G1-2 panNET

Recurrence rate = 14% with Ki-67 </= 5% (median 34 months)

41% with Ki-67 6-20% (median 16 months)



Single-center – 245 pts with G1-2 panNET
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Single-center – 143 resected panNET

TNM and grading = two independent factors related to cure fraction



Lymph node involvement

Additional organ resected

Male sex

Thirty-five patients (35%) developed recurrent disease; most of which (20 [57%]) were seen in the liver.

Greater probability of tumor recurrence

99/249 patients with T3/T4 panNETS and no distant metastatic disease

• MEN-1 = lower risk of recurrence

• Functioning tumors = not higher risk of recurrence



«Patients had an excellent overall survival at 5 years of 91%, with an associated good

quality of life, as indicated by low ECOG scores, and an overall recurrence rate of only 35%. 

Our findings suggest that surgical resection of locally advanced PNETS without distant

metastatic disease is indicated.»

Titan et al., JAMA Netw Open, Nov 2020

Vascular involvement was also not associated with an increased risk of recurrence, 

further suggesting that vascular resection and reconstruction is warranted



2. A prognostic factor of relapse is not necessarly a 

predictive factor of response to an adjuvant therapy

CAVEAT

1. High risk of recurrence does not necessarly mean

efficacy of an adjuvant therapy



SSA

Everolimus / 

Sunitinib

Chemotherapy

PRRT

• What systemic therapy should we use in adjuvant setting for a panNET? 

• Should we base the decision on the metastatic setting evidence?

• What about duration?



• Pathological characterization of the disease may be different

between preop and postop

• What did systemic staging include? (morphological; functional

(SSTR + FDG?)

• Which setting  Neo-adjuvant or adjuvant approach?

Adjuvant / neo-adjuvant therapy for intermediate grade 

pancreatic / lung NETs: further issues



Concluding remarks

 Adjuvant therapy could be useful for a minority of radically resected pancreatic NET 

and atypical lung carcinoids

 No adjuvant therapy is justified outside clinical trials for pancreatic or lung NETs

 The neo-adjuvant setting can be an interesting context for proof-of-concept studies

 Adjuvant therapy trials should be designed in specific subgroups of panNETs on the

basis of the hypotheses came out from several retrospective studies
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