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eMethods. Detailed Methods* 

We assessed the risk of bias for all included RCTs with the Cochrane Risk of Bias Tool 1, which utilizes the following 
domains: random sequence generation, allocation concealment, blinding of participants and personnel, blinding of 
outcome assessment, completeness of outcome data, selectivity of reporting, and other bias, including baseline imbalance, 
protocol deviations, and inappropriate influence of funders. We judged each domain as low, high, or unclear risk of bias 
1. Three investigators (RMK, MS, AK) working in duplicate independently assessed all RCTs. Discordances were 
discussed with a third reviewer (MAW), and resolved by consensus. 

We used the Grading of Recommendations Assessment, Development, and Evaluation (GRADE) approach to assess 
confidence in estimates of effect (quality of evidence) associated with specific comparisons, including estimates from 
direct, indirect, and final network meta-analysis 2,3. Our confidence assessment addressed risk of bias (limitations in study 
design and execution), inconsistency (heterogeneity of estimates of effects across trials), indirectness (differences in 
population, interventions, or outcomes to the target of the network meta-analysis) and imprecision (e.g. 95% confidence 
intervals are wide and include or are close to null effect). Limitations in any of these domains resulted in rating down the 
certainty of evidence from high to moderate, low, or very low certainty by -1 (serious concern) or -2 (very serious concern). 
Indirect evidence was based on the most dominant loops (i.e. the shortest path between two treatments) and potentially 
rated down for intransitivity (differences in study characteristics that may modify treatment effect in the direct 
comparisons along the path). The final network meta-analysis confidence rating was obtained from the higher of the direct 
and indirect rating excluding imprecision and was potentially rated down for imprecision and incoherence (difference 
between direct and indirect estimates).   
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eFigure 1. Flowchart of Search Results 
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eFigure 2. Disease Control in pNET 



© 2019 American Medical Association. All rights reserved. 5 
 

 
 

eFigure 3. PFS in pNET 
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eFigure 4. Disease Control in GI-NET 
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eFigure 5. PFS in GI-NET 
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eFigure 6. Ranking of Treatment Efficacies for Disease Control and Progression-Free 
Survival. 
Plot of treatment efficacies in pancreatic neuroendocrine tumors (pNET, A) and gastrointestinal neuroendocrine tumors (GI-NET, B). 
Data is expressed as P-scores, measuring the extent of certainty that one therapy is better than another, averaged over all competing 
therapies. Black nodes are combination therapies with somatostatin analogues (SSA). Due to a lack of P-scores for disease control and 
progression-free survival, everolimus plus bevacizumab plus somatostatin analogue in pNET and streptozocin plus 5FU in GI-NET are 
not depicted. 
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eTABLE 1a. Search Strategy for PubMed 
 ("Neuroendocrine Tumors"[Mesh:NoExp] OR "Adenoma, Acidophil"[Mesh] OR "Adenoma, Basophil"[Mesh] OR 

"Adenoma, Chromophobe"[Mesh] OR "Apudoma"[Mesh] OR "Carcinoid Tumor"[Mesh] OR "Malignant Carcinoid 
Syndrome"[Mesh] OR "Carcinoma, Neuroendocrine"[Mesh] OR "Carcinoma, Medullary"[Mesh] OR "Carcinoma, Merkel 
Cell"[Mesh] OR "Somatostatinoma"[Mesh] OR "Vipoma"[Mesh] OR "Neurilemmoma"[Mesh] OR "Paraganglioma"[Mesh]) 
AND "Gastrointestinal Neoplasms"[Mesh]) OR ("Pancreatic Neoplasms"[Mesh:NoExp] AND neuroendocrine[tiab]) OR 
"Adenoma, Islet Cell"[Mesh] OR "Insulinoma"[Mesh] OR "Carcinoma, Islet Cell"[Mesh] OR "Gastrinoma"[Mesh] OR 
"Glucagonoma"[Mesh] OR ((gastroenteropancreatic OR gastro-enteric pancreatic OR gastro-entero-pancreatic OR 
pancreas OR pancreatic) AND (neuroendocrine AND (tumor OR tumors OR tumour OR tumours OR neoplasm OR 
neoplasms OR carcinoma OR carcinomas)) OR GEPNET* OR GEP-NET* OR GEPNEC* OR GEP-NEC* 
 

Therapy Search 
Filter 

therapy[sh] OR "diet therapy"[sh] OR "drug therapy"[sh] OR radiotherapy[sh] OR surgery[sh] OR segmentectomy OR 
resection OR debulk* OR cryoablat* OR cryosurger* OR radioablat* OR radiofrequency ablat* OR radio-frequency ablat* 
OR RFablat* OR thermoablat* OR "Cryosurgery"[Mesh] OR "Hepatectomy"[MeSH] OR Liver transplant OR local ablat* 
OR transarterial embolization OR transarterial embolisation OR transarterial chemoembolization OR transarterial 
chemoembolisation OR radioembolization OR radioembolisation OR somatostatin OR chemotherapy OR chemotherapies 
OR peptide receptor radiotherapy OR targeted molecular therapy OR radiopeptide OR DOTATOC OR DOTATATE OR 
PRRT 
 

Study design Filter randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR "drug therapy"[sh] 
OR randomly[tiab] OR trial[tiab] OR groups[tiab]) NOT ("animals"[mh] NOT ("humans"[mh] AND "animals"[mh]) 
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eTABLE 1b. Search strategy for Embase 
 ((Neuroendocrine tumor/ or (adenoma adj3 acidophil*).ti,ab. or (adenoma adj3 basophil).ti,ab. or Chromophobe adenoma/ 

or Apudoma/ or Carcinoid/ or Carcinoid syndrome/ or (carcinoma adj3 neuroendocrine).ti,ab. or Medullary carcinoma/ or 
Merkel cell tumor/ or Somatostatinoma/ or Vipoma/ or Neurilemoma/ or Paraganglioma/) and (Gastrointestinal tumor/ or 
Gastrointestinal stromal tumor/ or exp Intestine tumor/ or exp Pancreas tumor/ or exp Stomach tumor/)) or (Pancreatic 
neuroendocrine tumor/ or Pancreas islet cell tumor/ or Glucagonoma/ or Insulinoma/ or Pancreas islet cell carcinoma/ or 
Gastrinoma/ or Glucagonoma/) or (((gastroenteropancreatic or gastro-enteric pancreatic or gastro-entero-pancreatic or 
pancreas or pancreatic) and (neuroendocrine and (tumor* or tumour* or neoplasm* or carcinoma*))) or GEPNET or GEP-
NET* or GEPNEC* or GEP-NEC*).mp. 
 

Therapy Search 
Filter 
 

(dm or dt or su or th or rt).fs. or segmentectomy.mp. or resection.mp. or debulk*.mp. or cryoablat*.mp. or cryosurger*.mp. 
or radioablat*.mp. or radiofrequency ablat*.mp. or radio-frequency ablat*.mp. or RFablat*.mp. or thermoablat*.mp. or 
Cryosurgery/ or Liver resection/ or liver transplant.mp. or local ablat*.mp. or transarterial embolization.mp. or transarterial 
embolisation.mp. or transarterial chemoembolization.mp. or transarterial chemoembolisation.mp. or 
radioembolization.mp. or radioembolisation.mp. or somatostatin.mp. or chemotherapy.mp. or chemotherapies.mp. or 
peptide receptor radiotherapy.mp. or targeted molecular therapy.mp. or radiopeptide.mp. or DOTATOC.mp. or 
DOTATATE.mp. or PRRT.mp. 
 

Study design Filter (random* or factorial* or crossover* or (cross adj over*) or placebo* or (doubl* adj blind*) or (singl* adj blind) or assign* or 
allocat* or volunteer*).mp. or Crossover-procedure/ or Double-blind-procedure/ or Single-blind-procedure/ or 
Randomized-controlled-trial/ 
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eTABLE 1c. Search strategy for the Cochrane Central Register of Controlled Trials 
 ([mh ^"Neuroendocrine Tumors"] or [mh "Adenoma, Acidophil"] or [mh "Adenoma, Basophil"] or [mh "Adenoma, 

Chromophobe"] or [mh Apudoma] or [mh "Carcinoid Tumor"] or [mh "Malignant Carcinoid Syndrome"] or [mh "Carcinoma, 
Neuroendocrine"] or [mh "Carcinoma, Medullary"] or [mh "Carcinoma, Merkel Cell"] or [mh Somatostatinoma] or [mh 
Vipoma] or [mh Neurilemmoma] or [mh Paraganglioma]) and [mh "Gastrointestinal Neoplasms"]) OR 
(((Gastroenteropancreatic or Gastro-enteric pancreatic or Gastro-entero-pancreatic or pancreas or pancreatic) and 
(neuroendocrine and (tumor* or tumour* or neoplasm* or carcinoma*))) or GEPNET* or GEP-NET* or GEPNEC* or GEP-
NEC* 
 

Therapy Search 
Filter 
 

therapy or "diet therapy" or "drug therapy" or radiotherapy or surgery or segmentectomy or resection or debulk* or 
cryoablat* or cryosurger* or radioablat* or radiofrequency ablat* or radio-frequency ablat* or RFablat* or thermoablat* or 
Cryosurgery or Hepatectomy or "Liver transplant*" or "local ablat*" or "transarterial embolization" or "transarterial 
embolisation" or "transarterial chemoembolization" or "transarterial chemoembolisation" or radioembolization or 
radioembolisation or somatostatin or chemotherapy or chemotherapies or "peptide receptor radiotherapy" or "targeted 
molecular therapy" or radiopeptide or DOTATOC or DOTATATE or PRRT 
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eTable 2. Characteristics of Randomized Controlled Trials Included in the Network Meta-analysis 
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Trials in pNET: 
Raymond (2011) 4, Vinik (2016) 5, 
Faivre (2017) 6 

11 countries Sunitinib 37.5 mg/d 
Placebo 

4.6 
3.7 

n.d. 
n.d. 

99 Yes 86 
85 

Yes Yes Yes 

Yao (2011/2016) 7,8 18 countries Everolimus 10 mg/d 
Placebo 

8.8 
3.7 

17 
17 

62 Yes 207 
203 

Yes Yes Yes 

Kulke (2016) 9 USA Everolimus 10 mg/d 
Everolimus 10 mg/d + bevacizumab 10 mg/kg/2w 

13 
12 

n.d. 
n.d. 

100 Yes 75 
75 

No No n.d. 

Kulke (2017) 10 10 countries Everolimus 10 mg/d + pasireotide LAR 60 mg/28 d 
Everolimus 10 mg/d 

12.0 
11.1 

n.d. 
n.d. 

100 Yes 79 
81 

No Yes Yes 

Salazar (2017) 11 8 countries BEZ235 400 mg 2x/d 
Everolimus 10 mg/d 

5.3 
9.1 

n.d. 
n.d. 

100 No 31 
31 

No No Yes 

Trials in GI-NET:           
Kolby (2003) 12 Sweden Octreotide 2-3x100-200 µg/d 

Interferon alfa 3 MU 3-5d/w + octreotide 2-3x100-200 µg/d 
n.d. 
n.d. 

33-120 
33-120 

100 No 35 
33 

Yes No No 

Rinke (2009) 13 Germany Octreotide LAR 30 mg/28 d 
Placebo 

n.d. 
n.d. 

n.d. 
n.d. 

99 Yes 42 
43 

Yes Yes Yes 

Strosberg (2017) 14 8 countries 177Lu-DOTATATE 7.4 GBq/8 w + octreotide LAR 30 mg/28 d 
Octreotide LAR 60mg/4 w 

n.d. 
n.d. 

14 
n.d. 

100 Yes 116 
113 

Yes Yes Yes 

Trials in mixed populations: 
Oberg (1989) 15 Sweden Human leukocyte interferon 6 MU/d 

Streptozocin 1 g + 5FU 400 mg/m2 
6.6 
12 

6.6 
12 

90 Yes 10 
10 

No No n.d. 

Faiss (2003) 16 Germany Interferon alfa 5 MU 3x/w + lanreotide 3x1 mg/d 
Interferon alfa 5 MU 3x/w 
Lanreotide 3x1 mg/d 

12 
12 
12 

n.d. 
n.d. 
n.d. 

79 Yes 29 
28 
27 

Yes Yes Yes 

Arnold (2005) 17 Germany Interferon alfa 4.5 MU 3d/w + octreotide 3x200 µg/d 
Octreotide 3x200 µg/d 

n.d. 
n.d. 

n.d. 
n.d. 

96 Yes 55 
54 

Yes Yes Yes 

Yao (2008) 18 USA PEG Interferon alfa-2b 0.5 µg/kg/w + octreotide (prestudy dosage) 
Bevacizumab 15 mg/kg/3w+ octreotide (prestudy dosage) 

n.d. 
n.d. 

n.d. 
n.d. 

100 Yes 22 
22 

Yes No Yes 

Pavel (2011) 19 16 countries Everolimus 10 mg/d + octreotide LAR 30 mg/28 d 
Placebo + octreotide LAR 30 mg/28 d 

9.3 
9.2- 

n.d. 
n.d. 

100 Yes 216 
213 

Yes Yes Yes 

Caplin (2014) 20, 
Phan (2016) 21 

14 countries Lanreotide 120 mg/28 d 
Placebo 

24.0 
15.0 

n.d. 
n.d. 

100 Yes 101 
103 

Yes Yes Yes 

Yao (2016) 22, 
Pavel (2017) 23 

25 countries Everolimus 10 mg/d 
Placebo 

9.3 
4.5 

21 
21 

100 Yes 205 
97 

Yes Yes Yes 

Yao (2017) 24 USA PEG interferon alfa-2b 5 MU 3x/w + octreotide LAR 20 mg/3 w 
Bevacizumab 15 mg/kg/3 w + octreotide LAR 20 mg 

n.d. 
n.d. 

n.d. 
n.d. 

100 Yes 213 
214 

Yes Yes Yes 

Abbreviations: NANETS, North American Neuroendocrine Tumor Society; ENETS, European Neuroendocrine Tumor Society; 5FU, 5-Fluorouracil; n.d., not described; d, day; w, week. 
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eTable 3. Participants’ Characteristics of Randomized Controlled Trials Included in the Network Meta-Analysis 
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Trials in pNET:  
Raymond 
(2011) 4, 
Vinik (2016) 5, 
Faivre (2017) 
6 

Pancreas (100) 
Pancreas (100) 

Yes No G1 (8), G2 (34), 
n.d. (58) 
G1 (7), G2 (35), 
n.d. (58) 

Any (95), extrahepatic (24) 
Any (94), extrahepatic (40) 

29 
25 

51 
53 

Median: 
56 
Median: 
57 

Yao 
(2011/2016) 
7,8 

Pancreas (100) 
pancreas (100) 

Yes No G1 (82), G2 (17), 
unknown (1) 
G1 (84), G2 (15), 
unknown (1) 

Liver (92), LN (33), lung 
(14), bone (6), other (28) 
Liver (92), LN (36), lung 
(15), bone (17), other (28) 

n.d. 
n.d. 

47 
42 

Median: 
58 
Median: 
57 

Kulke (2016) 9 Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

Kulke (2017) 
10 

Pancreas (100) 
Pancreas (100) 

Yes No G1/G2 (100), G3 
(0) 
G1/G2 (97.5), G3 
(1.2), unknown 
(1.2) 

n.d. 
n.d. 

n.d. 
n.d. 

52 
42 

Median: 
57 
Median: 
59 

Salazar 
(2017) 11 

Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 

n.d 
n.d. 

n.d. 
n.d. 

45 
52 

Median: 
56 
Median: 
57 

Trials in GI-NET: 
Kolby (2003) 
12 

GI (100) 
GI (100) 

No Yes n.d. 
n.d. 

Liver (100) 
Liver (100) 

100 
100 

46 
67 

Mean: 
62 
Mean: 
63 

Rinke (2009) 
13 

GI (100) 
GI (100) 

No Yes G1 (98), G2 (2) 
G1 (93), G2 (7) 

Liver (83), LN (n.d.) 
Liver (88), LN (n.d.) 

41 
37 

52 
47 

Median: 
64 
Median: 
61 

Strosberg 
(2017) 14 

GI (100) 
GI (100) 

No Yes G1 (66), G2 (35) 
G1 (72), G2 (28) 

Liver (84) , LN (66), lung 
(9), bone (11), other (34) 
Liver (83) , LN (58), lung 
(4), bone (11), other (33) 

n.d. 
n.d. 

46 
53 

Mean: 
63 
Mean: 
64 

Trials in mixed populations: 
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Oberg (1989) 
15 

GI (n.d.), lung (n.d.) 
GI (n.d.), lung (n.d.) 

No Yes n.d. 
n.d. 

Liver (100) 
Liver (100) 

100 
100 

n.d. 
n.d. 

n.d. 
n.d. 

Faiss (2003) 
16 

Pancreas (n.d.), GI (n.d.), lung (n.d.), 
common bile duct (n.d.), unknown 
(n.d.) 
Pancreas (n.d.), GI (n.d.), lung (n.d.), 
common bile duct (n.d.), unknown 
(n.d.) 
Pancreas (n.d.), GI (n.d.), lung (n.d.), 
common bile duct (n.d.), unknown 
(n.d.) 

Yes Yes n.d. 
 
n.d. 
 
n.d. 

Liver (89), other (57) 
 
Liver (93), other (59) 
 
Liver (92), other (44) 

29 
 
33 
 
48 

36 
 
37 
 
52 

Median: 
58 
 
Median: 
56 
 
Median: 
60 

Arnold (2005) 
17 

Pancreas (41), GI (39), unknown 
(20) 
Pancreas (31), GI (51), unknown 
(18) 

Yes Yes n.d. 
n.d. 

n.d. (100) 
n.d. (100) 

44 
 45 

44  
47 

Median: 
57 
Median: 
58 

Yao (2008) 18 GI (68), lung (9), thymus (5), 
unknown (18) 
GI (64), lung (9), unknown (27) 

No Yes n.d. 
n.d. 

Liver (82 
Liver (95) 

n.d. 
n.d. 

41 
50 

Mean: 
55 
Mean: 
55 

Pavel (2011) 
19 

Pancreas (5), GI (61), lung (15), 
other (19) 
Pancreas (7), GI (65), lung (5), other 
(23) 

Yes Yes G1 (77), G2 (18), 
G3 (0), unknown 
(5) 
G1 (82), G2 (14), 
G3 (0), unknown 
(3) 

Liver (92), LN (37), lung 
(30), bone (16), other (48) 
Liver (92), LN (40), lung 
(24), bone (11), other (48) 

79 
81 

55 
42 

Median: 
60 
Median: 
60 

Caplin (2014) 
20, 
Phan (2016) 21 

Pancreas (42), GI (44), 
unknown/other (15) 
Pancreas (48), GI (42), 
unknown/other (11) 

Yes Yes G1 (68), G2 (32) 
G1 (70), G2 (28), 
unknown (2) 

Liver (84) 
Liver (83) 

2 
2 

48 
48 

Mean: 
63 
Mean: 
62 

Yao (2016) 22, 
Pavel (2017) 
23 

GI (69), Lung (31), other (0) 
GI (72), lung (28) 

No Yes G1 (63), G2 (37), 
unknown (0) 
G1 (67), G2 (33) 

Liver (80), LN (42), lung 
(22), bone (21), peritoneum 
(12) 
Liver (78), LN (46), lung 
(21), bone (16), peritoneum 
(8) 

0 
0 

57 
45 

Median: 
65 
Median: 
60 

Yao (2017) 24 GI (36), other (64) 
GI (35), other (64) 

No Yes G1 (85), G2 (15) 
G1 (84), G2 (15) 

Liver (86), LN (21), bone 
(17), other (47) 
Liver (86), LN (24), bone 
(19), other (47) 

59 
66 

55 
49 

Median: 
61 
Median: 
61 

Abbreviations: GI, gastrointestinal; pNET, pancreatic neuroendocrine tumor; LN, lymph nodes; n.d., not described. 
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eTable 4. Characteristics of Randomized Controlled Trials Not Included in the Network Meta-analysis 
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Trials in pNET: 
Moertel (1980) 25 5 countries Streptozocin 500 mg/m2 

Streptozocin 500 mg/m2 + 5FU 400 mg/m2 
n.d. 
n.d. 

n.d. 
n.d. 

82 No 42 
42 

No Yes n.d. 

Moertel (1992) 26 4 countries Streptozocin 500 mg/m2 + doxorubicin 50 
mg/m2 

Streptozocin 500 mg/m2 + 5FU 400 mg/m2 
Chlorozotocin 150 mg/m2 

n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 

97 No 38 
34 
33 

Yes Yes No 

Lange (1992) 27 USA Octreotide 3x150 µg/d 
Placebo 

n.d. 
n.d. 

n.d. 
n.d. 

100 No 10 
11 

No No n.d. 

* Ito (2012) 28 Japan Everolimus 10 mg/d 
Placebo 

15 
3 

16.1 
16.1 

100 No Total: 
410 
 

No No Yes 

* Phan (2015) 29 14 
countries 

Lanreotide 120 mg/28 d 
Placebo 

n.d. 
n.d. 

n.d. 
n.d. 

100 No Total: 
204 

No No Yes 

* Lombard-Bohas (2015) 
30 

18 
countries 

Everolimus 10 mg/d+ previous 
chemotherapy 
Placebo + previous chemotherapy 
Everolimus 10 mg/d + no previous 
chemotherapy 
Placebo + no previous chemotherapy 

9.0 
3.4 
10.5 
6.0 

n.d. 
n.d. 
n.d. 
n.d. 

100 No Total: 
410 

No No Yes 

Kunz (2018)31 USA Temozolomide 200mg/m2 

Temozolomide 200mg/m2 + capecitabine 
2x750mg/m2 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. Yes 72 
72 

No No No 

Trials in GI-NET: 
Saslow (1998) 32 USA Placebo, alosetron 2x0.1 mg/d 

Placebo, alosetron 2x0.5 mg/d 
Placebo, alosetron 2x2.0 mg/d 

1 
1 
1 

1 
1 
1 

92 No 8 
9 
9 

No No Yes 

Sakata (2006) 33 Japan Ligation device 
Conventional resection 

n.d. 
n.d. 

n.d. 
n.d. 

100 No 8 
7 

No No n.d. 

Maire (2012) 34 France Chemoembolization: doxorubicin 50 
mg/m2 

Hepatic arterial embolization: gelatin 
sponge particle 

n.d. 
n.d. 

17.2 
15.4 

100 Yes 12 
14 

Yes Yes Yes 
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* Castellano (2013) 35 17 
countries 

Everolimus 10 mg/d + octreotide LAR 30 
mg/28 d 
Placebo +octreotide LAR 30 mg/28 d 

8.8 
7.0 

n.d. 
n.d. 

100 No Total: 
429 

No Yes Yes 

* Dasari (2015) 36 14 
countries 

Lanreotide 120 mg/28 d 
Placebo 

n.d. 
n.d. 

n.d. 
n.d. 

100 No Total: 
204 

No No Yes 

Trials in mixed populations: 
Oberg (1989) 37 Sweden Octreotide 2x50 µg/d 

Placebo 
12 h 
12 h 

36 h 
36 h 

100 No 20 
20 

 No No Yes 

Jacobsen (1995) 38 Norway Octreotide 2x100 µg/d 
Placebo 

1 
1 

1 
1 

82 Yes 11 
11 

No No n.d. 

O'Toole (2000) 39 France Octreotide 2-3x200 µg/d, lanreotide30 
mg/10 d 
Lanreotide 30 mg/10 d, octreotide 2-3x200 
µg/d 

2 
2 

2 
2 

85 No 16 
17 

Yes Yes n.d. 

Meyer (2014) 40, Meyer 
(2016) 41 

UK Capecitabine 2x625 mg/m2+ streptozocin 
1 g/m2 + cisplatin 70 mg/m2 

Capecitabine 2x625 mg/m2+ streptozocin 
1 g/m2 

n.d. 
n.d. 

41 
41 

100 Yes 42 
44 

No Yes No 

Wolin (2015) 42 15 
countries 

Pasireotide LAR 60 mg/28 d 
Octreotide LAR 40 mg/28 d 

n.d. 
n.d. 

n.d. 
n.d. 

63 Yes 53 
57 

No Yes Yes 

Vinik (2016) 43 12 
countries 

Lanreotide 120 mg/28 d 
Placebo 

n.d. 
n.d. 

n.d. 
n.d. 

100 Yes 59 
56 

Yes No Yes 

Kulke (2017) 44 12 
countries 

Telotristat ethyl 3x500 mg/d 
Telotristat ethyl 3x250 mg/d 
Placebo 

n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 

99 No 46 
45 
45 

Yes Yes Yes 

* Phan (2015) 45 14 
countries 

Lanreotide 120 mg/28 d (age < 65 y) 
Lanreotide 120 mg/28 d (age > 65 y) 
Placebo (age < 65 y) 
Placebo (age > 65 y) 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

100 No Total: 
204 

No No Yes 

* Fisher (2015/2016) 46,47, 
Anselmo (2016) 48 

12 
countries 

Lanreotide 120 mg/28 d + previous 
octreotide use 
Placebo + previous octreotide use 

n.d. 
n.d. 

n.d. 
n.d. 

100 No Total: 
115 

No No Yes 

* Wolin (2016) 48 14 
countries 

Lanreotide 120 mg/28 d (BMI 18.5 - <25.0) 
Placebo (BMI 18.5 - <25.0) 
Lanreotide 120 mg/28 d (BMI 25.0 - 30.0) 
Placebo (BMI 25.0 - 30.0) 
Lanreotide 120 mg/28 d (BMI ≥30) 
Placebo (BMI ≥30) 

n.d. 
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

90 No Total: 
204 

No No Yes 

Abbreviations: * Subgroup-analysis of randomized controlled trial, ENETS, NANETS, North American Neuroendocrine Tumor Society; European Neuroendocrine Tumor Society; 
5FU, 5-Fluorouracil; n.d, not described; d, day; w, week; BMI, body mass index [kg/m2]. 
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eTable 5. Participants’ Characteristics of Randomized Controlled Trials Not Included in the Network Meta-
analysis 
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Trials in pNET:         
Moertel (1980) 25 Pancreas (100) 

Pancreas (100) 
Yes No n.d. 

n.d. 
n.d. 
n.d. 

52 
45 

57 
45 

Mean: 52 
Mean: 54 

Moertel (1992) 26 Pancreas (100) 
Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 

47 
44 
52 

53 
41 
61 

Median: 53 
Median: 51 
Median: 57 

Lange (1992) 27 Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 

n.d. 
n.d. 

100 
100 

70 
27 

Median: 47 
Median: 46 

* Ito (2012) 28 Pancreas (100) 
Pancreas (100) 

Yes No G1 (100) 
G1 (94), G2 (6) 

n.d. 
n.d. 

n.d. 
n.d. 

44 
53 

Median: 45 
Median: 53 

* Phan (2015) 29 Pancreas (100)  
Pancreas (100) 

Yes No n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

Mean: 64 
Mean: 64 

* Lombard-Bohas (2015) 30 Pancreas (100) 
Pancreas (100) 
Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

Kunz (2018) 31 Pancreas (100) 
Pancreas (100) 

Yes No n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

n.d. 
n.d. 

Trials in GI-NET:         
Saslow (1998) 32 GI (100) 

GI (100) 
GI (100) 

No Yes n.d. 
n.d. 
n.d. 

n.d. (100) 
n.d. (100) 
n.d. (100) 

100 
100 
100 

38 
56 
22 

Mean: 65 
Mean: 65 
Mean: 71 

Sakata (2006) 33 GI (100) 
GI (100) 

No Yes n.d. 
n.d. 

n.d. 
n.d. 

0 
0 

38 
43 

Mean: 63 
Mean: 60 

Maire (2012) 34 GI (100) 
GI (100) 

No Yes n.d. 
n.d. 

Liver (100) 
Liver (100) 

67 
79 

42 
36 

Median: 65 
Median: 56 
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* Castellano (2013) 35 GI (100) 
GI (100) 

No Yes G1 (74), G2 (11), 
unknown (16) 
G1 (60), G2 (40) 

n.d. 
n.d. 

84 
95 

58 
40 

n.d. 
n.d. 

* Dasari (2015) 36 GI (100) 
GI (100) 

No Yes n.d. 
n.d. 

n.d. 
n.d. 

0 
0 

n.d. 
n.d. 

n.d. 
n.d. 

Trials in mixed populations: 
Oberg (1989) 37 GI (100) 

GI (100) 
No Yes n.d. 

n.d. 
Liver (100) 
Liver (100) 

100 
100 

50 
50 

Median: 
66 
Median: 
66 

Jacobsen (1995) 38 Pancreas (18), GI (82) 
Pancreas (18), GI (82) 

Yes Yes n.d. 
n.d. 

Liver (100) 
Liver (100) 

100 
100 

55 
55 

Mean: 57 
Mean: 57 

O'Toole (2000) 39 GI (63), lung (19), 
unknown (19) 
Pancreas (6), GI (76), 
other (18) 

Yes Yes n.d. 
n.d. 

n.d. (100) 
n.d. (100) 

100 
100 

50 
53 

Mean: 63 
Mean: 64 

Meyer (2014) 40, Meyer 
(2016) 41 

Pancreas (50), GI (19), 
unknown (31) 
Pancreas (46), GI (21), 
unknown (34) 

Yes Yes G1 (17), G2 (50), G3 
(17), unknown (17) 
G1 (11), G2 (50), G3 
(16), unknown (23) 

Regional (14), 
distant (86) 
Regional (5), 
distant (96) 

43 
30 

45 
39 

Median: 
59 
Median: 
57 

Wolin (2015) 42 Pancreas (2), GI (83), 
other (15) 
Pancreas (2), GI (84), 
lung (2), other (12) 

Yes Yes G1 (77), G2 (4), unknown 
(19) 
G1 (84), G2 (2), unknown 
(14) 

n.d. (87) 
n.d. (83) 

100 
100 

45 
40 

Median: 
61 
Median: 
63 

Vinik (2016) 43 n.d. 
n.d. 

n.d. n.d. n.d. 
n.d. 

Liver (100) 
Liver (100) 

100 
100 

54 
63 

Mean: 58 
Mean: 59 

Kulke (2017) 44 n.d. 
n.d. 
n.d. 

n.d. n.d. n.d. 
n.d. 
n.d. 

n.d. (100) 
n.d. (100) 
n.d. (100) 

100 
100 
100 

44 
53 
47 

Mean: 65 
Mean: 62 
Mean: 63 

* Phan (2015) 45 n.d. 
n.d. 
n.d. 
n.d. 

Yes Yes n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

n.d. 
n.d. 
n.d. 
n.d. 

* Fisher (2015/2016) 46,47, 
Anselmo (2016) 48 

n.d. 
n.d. 

n.d. n.d. n.d. 
n.d. 

Liver (100) 
Liver (100) 

100  
100 

n.d. 
n.d. 

n.d. 
n.d. 

* Wolin (2016) 48 n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

Yes Yes n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

n.d.  
n.d. 
n.d. 
n.d. 
n.d. 
n.d. 

Abbreviations: * Subgroup-analysis of randomized controlled trial; GI, gastrointestinal; pNET, pancreatic neuroendocrine tumor; LN, lymph nodes; n.d., not described; BMI, body mass 
index [kg/m2]. 
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eTable 6. Risk of Bias Summary: Authors' Judgments About Each Risk of bias item for Each Included Study 
 Random 

sequence 
generation 
(selection 

bias) 

Allocation 
concealment 

(selection 
bias) 

Blinding of 
participants and 

personnel 
(performance 

bias) 

Blinding of 
outcome 

assessment 
(detection bias) 

Incomplete 
outcome data 
(attrition bias) 

Selective 
reporting 
(reporting 

bias) 

Other 
bias 

Raymond (2011), 4 
Vinik (2016) 5, 
Faivre (2017) 6 

? ? - - ? - ? 

Yao (2011/2016) 
7,8 

- - - - - - ? 

Kulke (2016) 9 ? ? ? ? - - ? 
Kulke (2017) 10 ? ? ? ? - - - 
Salazar (2017) 11 ? ? ? ? - - ? 
Kolby (2003) 12 ? ? ? ? - - ? 
Rinke (2009) 13 - - - - - - - 
Strosberg (2017) 14 - - + + - - ? 
Oberg (1989) 15 + ? ? ? - - ? 
Faiss (2003) 16 - - + + - - - 
Arnold (2005) 17 - - ? ? - - - 
Yao (2008) 18 ? ? + + - - - 
Pavel (2011) 19 ? - - - - - ? 
Caplin (2014) 20, 
Phan (2016) 21 

- - - - - - ? 

Yao (2016) 22, 
Pavel (2017) 23 

- - - - - - - 

Yao (2017) 24 - - + + - - ? 
Moertel (1980) 25 ? ? ? ? ? - ? 
Moertel (1992) 26 ? ? ? ? + - ? 
Lange (1992) 27 ? ? - - - - ? 
Ito (2012) 28 - - - - - - ? 
Phan (2015) 29 - - - - - - ? 
Lombard-Bohas 
(2015) 30 

- - - - - - ? 

Kunz (2018)31 ? ? ? ? ? - ? 
Saslow (1998) 32 ? ? - - ? + ? 
Sakata (2006) 33 - ? ? ? - + ? 
Maire (2012) 34 - - + + - + ? 
Castellano (2013) 
35 

? - - - - - ? 

Dasari (2015) 36 - - - - - + ? 
Oberg (1989) 37 ? ? - - - - ? 
Jacobsen (1995) 38 ? ? - - - - ? 
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O'Toole (2000) 39 ? ? + + ? + ? 
Meyer (2014) 40, 
Meyer (2016) 41 

- ? ? ? - + - 

Wolin (2015) 42 - - - - - - ? 
Vinik (2016) 43 - - - ? - - - 
Kulke (2017) 44 ? ? - - - - ? 
Phan (2015) 45 - - - - - - ? 
Fisher (2015/2016) 
46,47, Anselmo 
(2016) 48 

- - - ? - - - 

Wolin (2016) 48 - - - - - - ? 
Each domain was judged as 'low risk of bias' (-), 'high risk of bias' (+), or 'unclear risk of bias' (?) in each study according to the Cochrane Handbook for Systematic Reviews of 
Interventions 1. 
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eTable 7. Estimates of Effects and Quality Ratings for Disease Control in Pancreatic Neuroendocrine Tumors (pNET)  
Direct evidence Indirect evidence Network meta-analysis 

Comparison OR (95% CI) Quality of 
evidence 

OR (95% CI) Quality of 
evidence 

OR (95% CI) Quality 
of 
evidence 

BEZ235 vs everolimus 0.17 (0.04 - 0.68) Low*§ 
  

0.17 (0.04 - 
0.68) 

Low§ 

BEZ235 vs everolimus + SSA 
  

0.19 (0.04 - 0.87) Low|§ 0.19 (0.04 - 
0.87) 

Low§ 

BEZ235 vs interferon + SSA 
  

0.19 (0.04 - 1.04) Very low||¶§ 0.19 (0.04 - 
1.04) 

Very low§ 

BEZ235 vs interferon 
  

0.22 (0.03 - 1.41) Very low||§§ 0.22 (0.03 - 
1.41) 

Very low§§ 

BEZ235 vs SSA 
  

0.24 (0.05 - 1.07) Low|§ 0.24 (0.05 - 
1.07) 

Low§ 

BEZ235 vs sunitinib 
  

0.32 (0.07 - 1.58) Very low|§§ 0.32 (0.07 - 
1.58) 

Very low§§ 

BEZ235 vs placebo 
  

0.56 (0.13 - 2.37) Very low|§§ 0.56 (0.13 - 
2.37) 

Very low§§ 

Everolimus vs everolimus + SSA 1.41 (0.65 - 3.08) Moderate§ 0.86 (0.35 - 2.08) Very low|¶§ 1.14 (0.63 - 
2.04) 

Moderate
§ 

Everolimus vs interferon + SSA 
  

1.14 (0.44 - 2.95) Very 
low||¶§§ 

1.14 (0.44 - 
2.95) 

Very low§§ 

Everolimus vs interferon 
  

1.27 (0.36 - 4.49) Very low||§§ 1.27 (0.36 - 
4.49) 

Very low§§ 

Everolimus vs SSA 
  

1.40 (0.79 - 2.46) Low|§ 1.40 (0.79 - 
2.46) 

Low§ 

Everolimus vs sunitinib 
  

1.91 (0.90 - 4.06) Low|§ 1.91 (0.90 - 
4.06) 

Low§ 

Everolimus vs placebo 3.08 (2.01 - 4.72) High 5.06 (1.68 - 15.2) Very low|¶¶§ 3.29 (2.21 - 
4.90) 

High 

Everolimus + SSA vs interferon + SSA 
  

1.00 (0.41 - 2.46) Very 
low||¶§§ 

1.00 (0.41 - 
2.46) 

Very low§§ 

Everolimus + SSA vs interferon 
  

1.12 (0.33 - 3.79) Very 
low||¶§§ 

1.12 (0.33 - 
3.79) 

Very low§§ 

Everolimus + SSA vs SSA 1.36 (0.80 - 2.30) Low‡§ 0.83 (0.29 - 2.37) Very low|§§ 1.23 (0.77 - 
1.97) 

Very low#§ 

Everolimus + SSA vs sunitinib 
  

1.68 (0.71 - 4.00) Low|§ 1.68 (0.71 - 
4.00) 

Low§ 

Everolimus + SSA vs placebo 
  

2.89 (1.61 - 5.19) High 2.89 (1.61 - 
5.19) 

High 

Interferon vs interferon + SSA 1.07 (0.31 - 3.72) Very 
low*‡§§ 

0.39 (0.03 - 5.94) Very 
low||¶§§ 

0.90 (0.29 - 
2.79) 

Very 
low#§§ 
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Interferon vs SSA 0.93 (0.28 - 3.16) Very 
low*‡§§ 

2.63 (0.15 - 46.2) Very 
low||¶§§ 

1.09 (0.36 - 
3.37) 

Very 
low#§§ 

Interferon vs sunitinib 
  

1.50 (0.37 - 5.98) Very low||§§ 1.50 (0.37 - 
5.98) 

Very low§§ 

Interferon vs placebo 
  

2.58 (0.75 - 8.81) Very low||§§ 2.58 (0.75 - 
8.81) 

Very low§§ 

Interferon + SSA vs SSA 1.22 (0.57 - 2.61) Very low*‡§ 
  

1.22 (0.57 - 
2.61) 

Very low§ 

Interferon + SSA vs sunitinib 
  

1.67 (0.55 - 5.07) Very 
low||¶§§ 

1.67 (0.55 - 
5.07) 

Very low§§ 

Interferon + SSA vs placebo 
  

2.88 (1.16 - 7.13) Very low||¶§ 2.88 (1.16 - 
7.13) 

Very low§ 

Placebo vs SSA 0.38 (0.21 - 0.67) Moderate‡ 0.62 (0.22 - 1.75) Very low|¶§§ 0.42 (0.26 - 
0.70) 

Low# 

Placebo vs sunitinib 0.58 (0.31 - 1.10) Moderate* 
  

0.58 (0.31 - 
1.10) 

Low§ 

SSA vs sunitinib 
  

1.37 (0.61 - 3.08) Low|§ 1.37 (0.61 - 
3.08) 

Low§ 

The confidence assessment addressed *risk of bias, †inconsistency, ‡indirectness, §imprecision, and #incoherence. Indirect estimates were potentially rated down for ¶intransitivity. Severe limitations 
are indicated by two symbols. Contributing direct evidence was of |moderate, ||low or |||very low quality. Abbreviation: SSA, somatostatin analogues. 
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eTable 8. Estimates of Effects and Quality Ratings for Progression-Free Survival in pNET  

Direct evidence Indirect evidence Network meta-analysis 
Comparison HR (95% CI) Quality of evidence HR (95% CI) Quality of  

evidence 
HR (95% CI) Quality of 

evidence 
BEZ235 vs interferon + SSA 

  
1.75 (0.57 - 5.41) Very low||§§ 1.75 (0.57 - 5.41) Very low§§ 

BEZ235 vs everolimus + SSA 
  

1.52 (0.66 - 3.49) Low|§ 1.52 (0.66 - 3.49) Low§ 
BEZ235 vs everolimus 1.53 (0.72 - 3.25) Low*§ 

  
1.53 (0.72 - 3.25) Low§ 

BEZ235 vs interferon 
  

1.46 (0.48 - 4.44) Very low||§§ 1.46 (0.48 - 4.44) Very low§§ 
BEZ235 vs sunitinib 

  
1.28 (0.51 - 3.21) Very low|§§ 1.28 (0.51 - 3.21) Very low§§ 

BEZ235 vs everolimus + 
bevacizumab + SSA 

  
1.22 (0.49 - 3.03) Very low|§§ 1.22 (0.49 - 3.03) Very low§§ 

BEZ235 vs SSA 
  

1.16 (0.50 - 2.69) Very low|§§ 1.16 (0.50 - 2.69) Very low§§ 
BEZ235 vs placebo 

  
0.54 (0.24 - 1.19) Low|§ 0.54 (0.24 - 1.19) Very low§§ 

Everolimus vs interferon + SSA 
  

1.14 (0.49 - 2.65) Very low||§§ 1.14 (0.49 - 2.65) Very low§§ 
Everolimus vs everolimus + SSA 1.01 (0.65 - 1.57) Moderate§ 0.97 (0.54 - 1.72) Low|¶ 0.99 (0.70 - 1.41) Moderate§ 
Everolimus vs interferon 

  
0.96 (0.42 - 2.16) Very low||§ 0.96 (0.42 - 2.16) Very low§§ 

Everolimus vs sunitinib 
  

0.84 (0.50 - 1.41) Low|§ 0.84 (0.50 - 1.41) Low§ 
Everolimus vs everolimus + 
bevacizumab + SSA 

  
0.79 (0.47 - 1.33) Low|§ 0.79 (0.47 - 1.33) Low§ 

Everolimus vs SSA 
  

0.76 (0.53 - 1.09) Moderate| 0.76 (0.53 - 1.09) Moderate 
Everolimus vs placebo 0.35 (0.27 - 0.45) High 0.37 (0.18 - 0.72) Very low|¶¶ 0.35 (0.28 - 0.45) High 
Everolimus + bevacizumab + 
SSA vs interferon + SSA 

  
1.44 (0.60 - 3.47) Very low||¶¶§§ 1.44 (0.60 - 3.47) Very low§§ 

Everolimus + bevacizumab + 
SSA vs everolimus + SSA 

1.25 (0.86 - 1.82) Low*§ 
  

1.25 (0.86 - 1.82) Low§ 

Everolimus + bevacizumab + 
SSA vs interferon 

  
1.20 (0.51 - 2.84) Very low||¶¶§§ 1.20 (0.51 - 2.84) Very low§§ 

Everolimus + bevacizumab + 
SSA vs sunitinib 

  
1.05 (0.52 - 2.13) Very low|¶§§ 1.05 (0.52 - 2.13) Very low§§ 

Everolimus + bevacizumab + 
SSA vs SSA 

  
0.96 (0.61 - 1.50) Very low|¶§ 0.96 (0.61 - 1.50) Very low§ 

Everolimus + bevacizumab + 
SSA vs placebo 

  
0.44 (0.26 - 0.75) Very low|¶¶ 0.44 (0.26 - 0.75) Very low 

Everolimus + SSA vs interferon 
+ SSA 

  
1.15 (0.52 - 2.55) Very low||¶§§ 1.15 (0.52 - 2.55) Very low§§ 

Everolimus + SSA vs interferon 
  

0.96 (0.45 - 2.08) Very low||¶§§ 0.96 (0.45 - 2.08) Very low§§ 
Everolimus + SSA vs sunitinib 

  
0.84 (0.47 - 1.52) Low|§ 0.84 (0.47 - 1.52) Low§ 

Everolimus + SSA vs SSA 0.77 (0.59 - 1.00) Moderate‡ 0.74 (0.37 - 1.45) Low|§ 0.77 (0.60 - 0.98) Moderate 
Everolimus + SSA vs placebo 

  
0.35 (0.25 - 0.51) High 0.35 (0.25 - 0.51) High 

Interferon vs interferon + SSA 1.20 (0.57 - 2.52) Very low*‡§§ 
  

1.20 (0.57 - 2.52) Very low§§ 
Interferon vs sunitinib 

  
0.88 (0.34 - 2.23) Very low||§§ 0.88 (0.34 - 2.23) Very low§§ 
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Interferon vs SSA 0.80 (0.38 - 1.65) Very low*‡§§ 
  

0.80 (0.38 - 1.65) Very low§§ 
Interferon vs placebo 

  
0.37 (0.16 - 0.83) Very low||§ 0.37 (0.16 - 0.83) Low 

Interferon + SSA vs sunitinib 
  

0.73 (0.28 - 1.90) Very low||§§ 0.73 (0.28 - 1.90) Very low§§ 
Interferon + SSA vs SSA 0.66 (0.31 - 1.42) Very low*‡§§ 

  
0.66 (0.31 - 1.42) Very low§§ 

Interferon + SSA vs placebo 
  

0.31 (0.13 - 0.71) Low|| 0.31 (0.13 - 0.71) Low 
Placebo vs sunitinib 2.38 (1.49 - 3.79) Moderate* 

  
2.38 (1.49 - 3.79) Moderate 

Placebo vs SSA 2.13 (1.36 - 3.32) Moderate‡ 2.22 (1.25 - 3.95) Low|¶ 2.16 (1.52 - 3.07) Moderate 
SSA vs sunitinib 

  
1.10 (0.61 - 1.97) Low|§ 1.10 (0.61 - 1.97) Low§ 

The confidence assessment addressed *risk of bias, †inconsistency, ‡indirectness, §imprecision, and #incoherence. Indirect estimates were potentially rated down for ¶intransitivity. Severe limitations 
are indicated by two symbols. Contributing direct evidence was of |moderate, ||low or |||very low quality. Abbreviation: SSA, somatostatin analogues. 
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eTable 9. Estimates of Effects and Quality Ratings for Disease Control in Gastrointestinal Neuroendocrine Tumors (GI-
NET)  

Direct evidence Indirect evidence Network meta-analysis 
Comparison OR (95% CI) Quality of 

evidence 
OR (95% CI) Quality of 

evidence 
OR (95% CI) Quality of 

evidence 
Lutetium-177-DOTATATE + SSA vs 
bevacizumab + SSA 

  
0.68 (0.05 - 10.1) Very low|||¶¶§§ 0.68 (0.05 - 10.1) Very low§§ 

Lutetium-177-DOTATATE + SSA vs 
interferon + SSA 

  
5.33 (1.42 - 20.0) Very low|||¶§ 5.33 (1.42 - 20.0) Very low§ 

Lutetium-177-DOTATATE + SSA vs 
everolimus + SSA 

  
7.67 (1.81 - 32.4) Low|§ 7.67 (1.81 - 32.4) Low§ 

Lutetium-177-DOTATATE + SSA vs 
interferon 

  
7.55 (1.37 - 41.6) Very low||¶§ 7.55 (1.37 - 41.6) Very low§ 

Lutetium-177-DOTATATE + SSA vs 
SSA 

10.4 (3.59 - 30.1) Moderate* 
  

10.4 (3.59 - 30.1) Low§ 

Lutetium-177-DOTATATE + SSA vs 
everolimus 

  
12.0 (2.33 - 62.1) Very low|¶§ 12.0 (2.33 - 62.1) Very low§ 

Lutetium-177-DOTATATE + SSA vs 
placebo 

  
30.4 (8.19 - 113) Very low|¶§ 30.4 (8.19 - 113) Very low§§ 

Lutetium-177-DOTATATE + SSA vs 
streptozocin + 5FU 

  
229 (6.16 - 8512) Very low||¶¶§§ 229 (6.16 - 8512) Very low§§ 

Bevacizumab + SSA vs interferon + 
SSA 

7.88 (0.74 - 83.5) Very low**‡§§ 
  

7.88 (0.74 - 83.5) Very low§§ 

Bevacizumab + SSA vs everolimus + 
SSA 

  
11.3 (0.78 - 164) Very low|||¶¶§§ 11.3 (0.78 - 164) Very low§§ 

Bevacizumab + SSA vs interferon 
  

11.2 (0.74 - 168) Very low|||¶¶§§ 11.2 (0.74 - 168) Very low§§ 
Bevacizumab + SSA vs SSA 

  
15.4 (1.28 - 185) Very low|||¶¶§§ 15.4 (1.28 - 185) Very low§§ 

Bevacizumab + SSA vs everolimus 
  

17.8 (1.10 - 288) Very low|||¶¶§§ 17.8 (1.10 - 288) Very low§§ 
Bevacizumab + SSA vs placebo 

  
45.0 (3.32 - 609) Very low|||¶¶§ 45.0 (3.32 - 609) Very low§§ 

Bevacizumab + SSA vs streptozocin + 
5FU 

  
338 (5.14 - 22282) Very low|||¶¶§§ 338 (5.14 - 22282) Very low§§ 

Everolimus vs interferon + SSA 
  

0.44 (0.10 - 1.94) Very low|||¶§§ 0.44 (0.10 - 1.94) Very low§§ 
Everolimus vs everolimus + SSA 

  
0.64 (0.13 - 3.11) Very low|¶§§ 0.64 (0.13 - 3.11) Very low§§ 

Everolimus vs interferon 
  

0.63 (0.10 - 3.91) Very low||¶§§ 0.63 (0.10 - 3.91) Very low§§ 
Everolimus vs SSA 

  
0.87 (0.25 - 3.02) Very low|¶§§ 0.87 (0.25 - 3.02) Very low§§ 

Everolimus vs placebo 2.53 (0.95 - 6.79) Moderate‡ 
  

2.53 (0.95 - 6.79) Low§ 
Everolimus vs streptozocin + 5FU 

  
19.1 (0.48 - 752) Very low||¶¶§§ 19.1 (0.48 - 752) Very low§§ 

Everolimus + SSA vs interferon + SSA 
  

0.69 (0.20 - 2.43) Very low|||¶§§ 0.69 (0.20 - 2.43) Very low§§ 
Everolimus + SSA vs interferon 

  
0.98 (0.19 - 5.13) Very low||¶§§ 0.98 (0.19 - 5.13) Very low§§ 

Everolimus + SSA vs SSA 1.36 (0.51 - 3.59) Very low‡§§ 
  

1.36 (0.51 - 3.59) Very low§§ 
Everolimus + SSA vs placebo 

  
3.97 (1.15 - 13.7) Very low|¶§ 3.97 (1.15 - 13.7) Very low§ 
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Everolimus + SSA vs streptozocin + 
5FU 

  
29.9 (0.82 - 1082) Very low||¶¶§§ 29.9 (0.82 - 1082) Very low§§ 

Interferon vs interferon + SSA 1.07 (0.24 - 4.74) Very low*‡§§ 0.13 (0.01 - 2.66) Very low|||¶§§ 0.71 (0.18 - 2.70) Very low#§§ 
Interferon vs SSA 0.93 (0.21 - 4.06) Very low*‡§§ 8.42 (0.35 - 201) Very low|||¶§§ 1.38 (0.36 - 5.22) Very low#§§ 
Interferon vs placebo 

  
4.03 (0.86 - 18.8) Very low||¶§§ 4.03 (0.86 - 18.8) Very low§§ 

Interferon vs streptozocin + 5FU 30.3 (1.25 - 735) Very low‡§§ 
  

30.3 (1.25 - 735) Very low§§ 
Interferon + SSA vs SSA 1.95 (0.89 - 4.29) Very low*†‡§ 

  
1.95 (0.89 - 4.29) Very low§§ 

Interferon + SSA vs placebo 
  

5.71 (1.90 - 17.2) Very low|||¶§ 5.71 (1.90 - 17.2) Very low§ 
Interferon + SSA vs streptozocin + 
5FU 

  
43.0 (1.35 - 1365) Very low||¶§§ 43.0 (1.35 - 1365) Very low§§ 

Placebo vs SSA 0.34 (0.16 - 0.74) Moderate‡ 
  

0.34 (0.16 - 0.74) Moderate 
Placebo vs streptozocin + 5FU 

  
7.52 (0.22 - 259) Very low||¶¶§§ 7.52 (0.22 - 259) Very low§§ 

SSA vs streptozocin + 5FU 
  

22.0 (0.70 - 698) Very low||¶§§ 22.0 (0.70 - 698) Very low§§ 
The confidence assessment addressed *risk of bias, †inconsistency, ‡indirectness, §imprecision, and #incoherence. Indirect estimates were potentially rated down for ¶intransitivity. Severe limitations 
are indicated by two symbols. Contributing direct evidence was of |moderate, ||low or |||very low quality. Abbreviation: SSA, somatostatin analogues; 5FU, 5-Fluorouracil. 
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eTable 10. Estimates of Effects and Quality Ratings for Progression-Free Survival in GI-NET  

Direct evidence Indirect evidence Network meta-analysis 

Comparison HR (95% CI) Quality of 
evidence 

HR (95% CI) Quality of 
evidence 

HR (95% CI) Quality of 
evidence 

Lutetium-177-DOTATATE + SSA vs 
bevacizumab + SSA 

  
0.38 (0.07 - 1.94) Very low|||¶¶§§ 0.38 (0.07 - 1.94) Very low§§ 

Lutetium-177-DOTATATE + SSA vs 
interferon + SSA 

  
0.32 (0.08 - 1.32) Very low||¶§§ 0.32 (0.08 - 1.32) Very low§§ 

Lutetium-177-DOTATATE + SSA vs 
everolimus + SSA 

  
0.27 (0.08 - 0.95) Low|§ 0.27 (0.08 - 0.95) Low§ 

Lutetium-177-DOTATATE + SSA vs 
interferon 

  
0.26 (0.06 - 1.09) Very low||¶§ 0.26 (0.06 - 1.09) Very low§ 

Lutetium-177-DOTATATE + SSA vs SSA 0.21 (0.08 - 0.53) Moderate* 
  

0.21 (0.08 - 0.53) Moderate 

Lutetium-177-DOTATATE + SSA vs 
everolimus 

  
0.18 (0.04 - 0.73) Very low||¶§ 0.18 (0.04 - 0.73) Very low§ 

Lutetium-177-DOTATATE + SSA vs 
placebo 

  
0.08 (0.03 - 0.26) Very low||¶ 0.08 (0.03 - 0.26) Very low 

Bevacizumab + SSA vs interferon + SSA 0.83 (0.38 - 1.80) Very 
low**‡§§ 

  
0.83 (0.38 - 1.80) Very low§§ 

Bevacizumab + SSA vs everolimus + 
SSA 

  
0.72 (0.15 - 3.48) Very low|||¶¶§§ 0.72 (0.15 - 3.48) Very low§§ 

Bevacizumab + SSA vs interferon 
  

0.69 (0.18 - 2.64) Very low|||¶§§ 0.69 (0.18 - 2.64) Very low§§ 

Bevacizumab + SSA vs SSA 
  

0.55 (0.14 - 2.11) Very low|||¶¶§§ 0.55 (0.14 - 2.11) Very low§§ 

Bevacizumab + SSA vs everolimus 
  

0.46 (0.08 - 2.60) Very low|||¶¶ 0.46 (0.08 - 2.60) Very low§§ 

Bevacizumab + SSA vs placebo 
  

0.22 (0.05 - 0.99) Very low|||¶¶§ 0.22 (0.05 - 0.99) Very low§ 

Everolimus vs interferon + SSA 
  

1.79 (0.38 - 8.36) Very low||¶§§ 1.79 (0.38 - 8.36) Very low§§ 

Everolimus vs everolimus + SSA 
  

1.55 (0.39 - 6.07) Very low||¶§§ 1.55 (0.39 - 6.07) Very low§§ 

Everolimus vs interferon 
  

1.50 (0.32 - 6.90) Very low||¶§§ 1.50 (0.32 - 6.90) Very low§§ 

Everolimus vs SSA 
  

1.19 (0.40 - 3.51) Very low||¶§§ 1.19 (0.40 - 3.51) Very low§§ 

Everolimus vs placebo 0.48 (0.20 - 1.13) Low‡§ 
  

0.48 (0.20 - 1.13) Very low§§ 

Everolimus + SSA vs interferon + SSA 
  

1.16 (0.29 - 4.60) Very low||¶§§ 1.16 (0.29 - 4.60) Very low§§ 

Everolimus + SSA vs interferon 
  

0.97 (0.25 - 3.79) Very low||¶§§ 0.97 (0.25 - 3.79) Very low§§ 

Everolimus + SSA vs SSA 0.77 (0.33 - 1.78) Low‡§ 
  

0.77 (0.33 - 1.78) Low§ 

Everolimus + SSA vs placebo 
  

0.31 (0.11 - 0.90) Very low||¶§ 0.31 (0.11 - 0.90) Very low§ 

Interferon vs interferon + SSA 1.20 (0.40 - 3.55) Very low*‡§§ 
  

1.20 (0.40 - 3.55) Very low§§ 

Interferon vs SSA 0.80 (0.27 - 2.34) Very low*‡§§ 
  

0.80 (0.27 - 2.34) Very low§§ 

Interferon vs placebo 
  

0.32 (0.09 - 1.14) Very low||¶§§ 0.32 (0.09 - 1.14) Very low§§ 

Interferon + SSA vs SSA 0.66 (0.22 - 1.99) Very low*‡§§ 
  

0.66 (0.22 - 1.99) Very low§§ 
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Interferon + SSA vs placebo 
  

0.27 (0.07 - 0.96) Very low||¶§ 0.27 (0.07 - 0.96) Very low§ 

Placebo vs SSA 2.48 (1.28 - 4.80) Low†‡ 
  

2.48 (1.28 - 4.80) Low 
The confidence assessment addressed *risk of bias, †inconsistency, ‡indirectness, §imprecision, and #incoherence. Indirect estimates were potentially rated down for ¶intransitivity. Severe limitations 
are indicated by two symbols. Contributing direct evidence was of |moderate, ||low or |||very low quality. Abbreviation: SSA, somatostatin analogues. 
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eTable 11. Overall Survival in Months According to the Treatment 
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Raymond (2011) 4, Vinik (2016) 5, 
Faivre (2017) 6 

29.1 
(16.4-36.8) 

38.6 
(25.6-6.4) 

- - - - - - - - - - - - 

Yao (2011/2016) 7,8 37.7 
(29.1-45.8) 

- 44.0 
(35.6-51.8) 

- - - - - - - - - - - 

Kulke (2016) 9 - - - 35 36.7 - - - - - - - - - 

Arnold (2005) 17 - - - - - 51 35 - - - - - - - 

Moertel (1980) 25 - - - - - - - 16.4 26 - - - - - 

Moertel (1992) 26 - - - - - - - - 16.8 26.4 18 - - - 

Kunz (2018)31 - - - - - - - - - - - 38 - - 

Meyer (2014) 40, Meyer (2016) 41 - - - - - - - - - - - - 26 27 

Values represent the median survival (95% confidence interval). 



© 2019 American Medical Association. All rights reserved. 30 
 

 

eTable 12. Changes in Quality of Life During Treatment Based on EORTC QLQ-30 
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Rinke (2009) 13 0.0 ± 18.5 -2.1 ± 15.8 - - - - - 

Raymond (2011) 4, Vinik (2016) 5, Faivre (2017) 6 - -2.7 - -4.6 - - - 

Arnold (2005) 17 11.4 ± 18.6 - -6.4 ± 18.6 - - - - 

Caplin (2014) 20, Phan (2016) 21 -5.2 ± 3.7 -4.9 ± 3.7 - - - - - 

Meyer (2014) 40, Meyer (2016) 41 - - - - -3.8 2.2 - 

Vinik (2016) 43 5.3 ± 2.1 1.2 ± 2.6 - - - - - 

Kulke (2017) 44 - 8.5 - - - - 21.6 
19.2 

Values are mean ± standard deviation. Abbreviation: EORTC QLQ-30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire C30; GHQ-30. 
Two values are indicated for telotristat, as the two dosages 3x500mg/d and 2x250mg/d have been evaluated separately in the study of Kulke (2017) 44. 
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