SUPPLEMENTARY MATERIAL

Figure Supplementary 1. Tumor size changes by RECIST 1.1. Spider plot showing changes in tumor size from baseline for each patient. Patients having as their best response a complete response are shown in dark green, those with a partial response in light green, those with stable disease in yellow, and those with progression disease in red. A) Typical / atypical lung carcinoids; B) low grade (Grade 1-2) gastrointestinal NENs; C) low grade (Grade 1-2) pancreatic NENs; D) High grade (grade 3) gastroenteropancreatic NENs.
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Table Supplementary 1. Durvalumab plus Tremelimumab activity

	
	Lung-NENs
(N = 27)*
	G1/2 GI-NETs
(N = 31)*
	G1/2 pan-NETs
(N = 32)*
	G3 GEP-NENs
(N = 33)*
	DUNE trial
(N = 123)

	RECIST 1.1
	Best Overall response, n (%)

	
	CR
	0 (0)
	0 (0)
	0 (0)
	1 (3)
	1 (0.8)

	
	PR
	3 (11.1)
	0 (0)
	2 (6.3)
	2 (6.1)
	7 (5.7)

	
	SD
	15 (55.6)
	23 (74.2)
	17 (53.1)
	6 (18.2)
	61 (49.6)

	
	PD
	7 (25.9)
	6 (19.4)
	10 (31.3)
	20 (60.6)
	43 (35)

	
	ORR; % (95% CI)
	11.1
(3.2-26.8)
	0 (0)
	6.3
(1.3-18.6)
	9.1 (2.6-22.3)
	6.5 (3.1-11.9)

	
	DCR; % (95% CI)
	66.7 (47.9-82.1)
	74.2 (57.1-87.0)
	59.4 (42.2-75.0)
	27.3 (14.4-43.9)
	56.1 (47.3-64.6)

	
	DCR 9m Rate; % (95% CI)
	25.9 (12.4-44.3)
	35.5 (20.5-53.0)
	25 (12.6-41.7)
	6.1 (1.3-18.1)
	22.8 (16.0-30.8)

	ir
RECIST 1.1
	Best Overall response, n (%)

	
	CR
	0 (0)
	0 (0)
	0 (0)
	1 (3)
	1 (0.8)

	
	PR
	3 (11.1)
	0 (0)
	2 (6.3)
	2 (6.1)
	7 (5.7)

	
	SD
	18 (66.7)
	23 (74.2)
	18 (56.3)
	7 (21.2)
	66 (53.7)

	
	PD
	6 (22.2)
	8 (25.8)
	12 (37.5)
	23 (69.7)
	49 (38.8)

	
	ORR; % (95% CI)
	11.1 (3.2-26.8)
	0 (0)
	6.3 (1.3-18.6)
	9.1 (2.6-22.3)
	6.5 (3.1-11.9)

	
	DCR; % (95% CI)
	77.8 (59.8-90.2)
	74.2 (57.1-87.0)
	62.5 (45.2-77.6)
	30.3 (16.8-47.1)
	60.2
(51.4-68.5)

	
	DCR 9m Rate; % (95% CI)
	25.9 (12.4-44.3)
	35.5 (20.5-53.0)
	25 (12.6-41.7)
	6.1 (1.3-18.1)
	22-8 (16.0-30.8)

	DoR; median (range); m
	3 
(2.7 -15.5)
	-
	16.3 (10.6-22)
	10.1 (3.9-24.3)
	10.4 (2.7-24.3)

	p Value (RECIST 1.1 vs irRECIST 1.1)1
	<0.001
	<0.001
	<0.001
	<0.001
	<0.001


1 Cohen's kappa test comparing the distribution of best objective responses within each cohort and in the full dataset. The test measures the agreement between both methods, A significant p-value (<0.05) means that the agreement is significant and both methods are equivalent at the statistical level.
* Two patients in C1 and C2, three patients in C3, and four patients in C4 were only evaluated by irRECIST and not by RECIST.

Abbreviations: ORR, Objective Response Rate; DCR, Disease Control Rate; DoR, Duration of the Response; CR, Complete Response; PR, Partial Response; SD, Stable Disease; PD, Progression disease; RECIST, Response evaluation criteria in solid tumors; GEP, Gastroenteropancreatic; GI, gastrointestinal; NECs, neuroendocrine carcinomas; NENs, neuroendocrine neoplasms; NETs, neuroendocrine tumors; pan, pancreatic.




Table Supplementary 2. ORR vs PD-L1

	
	Lung-NENs
(N = 27)
	G1/2 GI-NETs
(N = 31)
	G1/2 pan-NETs
(N = 32)
	G3 GEP-NENs
(N = 33)

	PD-L1 CPS
	Negative
	Positive
	Negative
	Positive
	Negative
	Positive
	Negative
	Positive

	ORR
n (%)
	Yes
	0 (0)
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)
	1 (20)
	1 (7.1)
	0 (0)

	
	No
	13 (100)
	4 (66.7)
	22 (100)
	3 (100)
	16 (100)
	4 (80)
	13 (92.9)
	7 (100)

	p-value 1
	0.088
	-
	0.238
	1.000



ORR: calculated as the best response during treatment by irRECIST 1.1; PD-L1 CPS assessed by centralized review. 1: Fisher Exact test




Table Supplementary 3. OS vs PD-L1

	Characteristic
	No long-survivors (OS <12m)
(N = 23)
	Long-survivors (OS >12m)
(N = 10)
	p-value

	Median age (range); years
	55 (34-78)
	57 (42-75)
	0.875 1

	Sex; n (%)

	Male
	14 (60.9)
	8 (80)
	0.430 2

	Female
	9 (39.1)
	2 (20)
	

	ECOG PS; n (%)

	score 0
	7 (30.4)
	6 (60)
	0.139 2

	score 1
	16 (69.6)
	4 (40)
	

	Histopathological diagnosis (central review); n (%)

	NET
	12 (52.2)
	3 (30)
	0.283 2

	NEC
	11 (47.8)
	7 (70)
	

	Clinical stage, n (%)

	III
	1 (4.3)
	2 (20)
	0.073 2

	IV
	22 (95.7)
	8 (80)
	

	Ki-67; n (%)

	> 20
	9 (39.1)
	4 (40)
	1.000 2

	> 50 
	14 (60.9)
	6 (60)
	

	Extranodal locations; n (%)

	0-2
	3 (13)
	4 (40)
	0.276 2

	> 2
	5 (21.7)
	1 (10)
	

	Uk
	15 (65.2)
	5 (50)
	

	PD-L1 Combined Positive Score (central review); n (%) 

	Negative (0 - 1)
	10 (43.5)
	4 (40)
	0.624 2

	Positive (> 1)
	6 (26.1)
	1 (10)
	

	Uk
	7 (30.3)
	5 (50)
	



1: U of Mann–Whitney test; 2: Fisher Exact test
Abbreviations: NECs, neuroendocrine carcinomas; NETs, neuroendocrine tumors; OS, overall survival; PD-L1, programmed death ligand 1; ECOG PS, Eastern Cooperative Oncology Group performance status
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