
Patients with metastatic, well-differentiated G1-G3 
GEP-NETs confirmed by biopsy and Ki-67 

proliferation index

Somatostatin analogues 
(octreotide or lanreotide)1,2

SSTR PET with 
68GA-DOTA-peptides or 

64Cu-DOTATATE

G1-G2 GEP-NETs (Ki-67 
proliferation index ≤20%)

G1-G2 panNETSG1-G2 GI-NETs

SSTR-positive or functional 
tumors

G3 GEP-NETs (Ki-67 
proliferation index >20%) 

PRRT + continuation of SSAs 
for functional tumors

Treatment with SSAs 
(octreotide or lanreotide)1,2

Progression

 PRRT 
Chemotherapy

Everolimus
Sunitinib
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SSTR-positive SSTR-negative

Everolimus3Candidate for PRRT 
Concerns regarding 

hematological toxicity (not a 
candidate for PRRT)

SSTR-positive or functional 
tumors with lower volume/

without symptoms related to 
tumor burden

Higher tumor volume and/or 
symptoms related to tumor 
burden regardless of SSTR 

expression

Chemotherapy
(e.g. CAPTEM)4

Progression

 Everolimus
Sunitinib

 PRRT 
Everolimus

Sunitinib

SSTR-positive SSTR-negative

1 Observation may be considered for patients with low volume or slow growing disease, and an absence of symptoms (from tumor burden or 
a functional tumor). 
2 In the less common circumstance of patients with SSTR-negative G1-G2 GI-NETs, everolimus may be considered as a first-line systemic 
treatment option. The role of SSAs in SSTR-negative tumors is uncertain. 
3 While the evidence-base for everolimus is in patients with non-functional tumors, this agent may also be considered as later-line therapy 
for functional tumors. 
4 In the rare circumstance of patients with higher volume panNETs and/or symptoms related to tumor burden who are not candidates for 
chemotherapy, PRRT for patients with SSTR-positive tumors, or sunitinib or everolimus are recommended. 

Note: At this time, there is insufficient evidence to recommend a particular sequence of therapy options following progression for patients 
with G1-G2 panNETs.  

Abbreviations. CAPTEM, capecitabine and temozolomide; G, grade; GEP, gastroenteropancreatic, GI, gastrointestinal; NET, neuroendocrine 
tumor; pan, pancreatic; PET, positron emission tomography; PRRT, peptide receptor radionuclide therapy; SSAs, somatostatin analogs, 
SSTR, somatostatin receptor

The range of systemic options recommended for 
G1 or G2 NETs may be recommended for well-

differentiated G3 GEP-NETs, with treatment 
decision-making based on patient characteristics 

such as rate of proliferation, symptoms, tumor 
burden and rate of growth. Trials are underway to 
improve the evidence-base for treatment-related 
decision making in this relatively newly defined 

GEP-NETs patient population. 

Systemic Therapy for Tumor Control in Well-Differentiated GEP-NETs Algorithm

This algorithm is derived from recommendations in Systemic Therapy for Tumor Control in Metastatic Well-differentiated Gastroenteropancreatic Neuroendocrine Tumors: ASCO Guideline. This is a tool based on an ASCO Guideline and is not intended to substitute for the independent professional judgment of the treating physician. Practice 
guidelines do not account for individual variation among patients. This tool does not purport to suggest any particular course of medical treatment. Use of the guideline and this tool are voluntary.

www.asco.org/gastrointestinal-cancer-guidelines  ©American Society of Clinical Oncology 2023.  All rights reserved.
For licensing opportunities, contact licensing@asco.org


	GEP-NETs-Algorithm-Draft-Formatted.vsdx
	GEP NETs Algorithm


