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Is First-Line PRRT in GEP-NETs the Standard of Care

Or

Shall we apply NETTER-2 to all GEP-NETs



First line treatment of GEP-NET is complicated by tumor biology

• Presence of Somatostatin receptors 
• Tumor grade: Grade 1 and 2 (single digit Ki67) vs 

grade 2 (double digit Ki 67) and grade 3
• Primary site: Pancreas vs gastrointestinal lumen
• Options for treatment- W&W, octreotide, PRRT, 

other



CLARINET study

Phase III randomized double-blind, placebo-controlled study. 

Key Eligibility Criteria

R(1:1)
N=204

• Histologically confirmed GI and 
pancreas NET

• Well differentiated histology
• Ki-67 <10% (WHO classification 

2010)
• Inoperable/advanced
• *Non-functioning tumors. 

Lanreotide 120mg s.c every 28 days

Placebo

Primary Endpoint
Progression free survival



CLARINET – (Open-label extension) results

Endocrine. 2021; 71(2): 502–513.



PRRT is effective in the second line for G1 and G2 NET 

J Clin Oncol 34, 2016 (suppl; abstr 4005)



N Engl J Med 2017;376:125-135J Clin Oncol 34, 2016 (suppl; abstr 4005)

PRRT is effective in the second line for G1 and G2 NET 



For Grade 1-2 WD NET

• Lanreotide provides mPFS of 38.5 months vs 18 months for G1 and some G2 NET
• There are no prospective data for PRRT in the 1st line for G1 and G2 NET (Ki 67 

up to 10%) 
• NETTER-1 is compelling for 2nd line PRRT for G2 NET
• Considering the biology of this disease, and the AE profile of PRRT
• PRRT CANNOT be the 1st line option in this group. 



Grade 3 Neuroendocrine tumors
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First line management of advanced G2- G3 NET

We have a conflict of interest J 



The problems with NETTER-2. 

Is this appropriate?

This is the population in need

Methods

Results

Indolent disease

Where did the sick go?



Capecitabine Temozolomide as the alternative for G2  pNET



Capecitabine Temozolomide as the alternative for G2  pNET



Summary of 1st line treatment
Variable Score

1st line 
randomized

2

Phase 3 2
Phase 2 1
Clinical 
experience

1
Octreotide LA PRRT Cap/Tem

G1 Ki 67 < 3%

G2 Ki 67 3-10 %

G2 Ki 67 10- 
19%
G3 Ki 67 20-55%

Key
Green: 4 and above
Amber:3
2: Red



Is First-Line PRRT in GEP-NETs the Standard of Care

• Absolutely not.
• Grade 1 and 2 NET should be treated with Octreotide unless 

very symptomatic/large disease burden
• In which case consider PRRT
• Capecitabine and temozolomide may have a role in the 1st line 

especially for pNET
• PRRT should be first-line SoC for Grade 3 NET


