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Supplementary Methods

1. Information Sources and Search Strategy

A systematic literature search was conducted to identify studies. NMA was
used to overcome the multi-arm problem. The arms, including combined
therapies, were clustered together with monotherapy if the experimental
approach was the same (e.g., the arms included the Everolimus approach were
clustered together with Everolimus + SSA). For the search, we used Scopus,
PubMed/Medline, and ISI Web of Science databases. The last search was carried
out on October 1. The bibliographies of the studies and related reviews were
included for additional references. The following search terms were used in
several logical combinations for Pubmed/Medline: “("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, Neu
roendocrine"[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”. The search term was also used for Scopus and the ISI-
Web of Science. Thomson Reuters Endnote version X7® was used to remove the
duplicate studies.

2. Study Selection

Two independent investigators (GL and CI) carried out the selection
evaluating the studies in full-text form. Those articles that satisfied the eligibility
criteria were evaluated in the full-text form to verify the inclusion criteria
presence and the exclusion criteria absence. The inclusion criteria were based on
PICOS criteria [1]: a) the "Population” was represented by the patients having
non-resectable GEP-NENSs; b) the "Intervention" arms were any non-surgical
therapy; c) the "Control" group was the placebo arm; d) all studies reporting at
least PFS and grade 3—4 toxicity;e) All phase IIl RCTs including at least two arms,
Therefore, if two studies were reported by the same institution (or authors),
either the most recent study or the one of higher quality was included. Finally, a
PRISMA flowchart [2] was also formulated to demonstrate the transparency of
the authors conclusions.
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3. Data Collection Process and Item

The following data were extracted to describe the characteristics of each
study: first author, year of publication, acronym (if present), affiliation and
country, population (the type of NENSs), previous treatment with SSA,
chemotherapy (CHT), or other therapy, previous resection of the primary tumor,
study design, the sample size of each arm and the outcomes of interest reported.
As the primary endpoints, we evaluated: a) PFS as a measure of efficacy; b) the
grade 3 and 4 of toxicity as a measure of safety [3]. For PFS calculation, we
measured the incidence density rate (number of events for "at-risk patients" per
unit time) to overcome different follow-up duration problems. This measure can
be assimilated to the hazard rate for patients exposed. The rate ratio (RR)
obtained from the ratio of two incidence density rates can be assimilated to the
HR only for the exponential model (constant hazard functions) and absence of
large differences in the average follow-up durations between the groups.
Dedicated software was used (GetData Graphical Digitizer®, version 2.26) to
extract the crude number of events and the period of observation from Kaplan-
Meier curves. The secondary efficacy-related endpoints were a) rate of objective
radiological response (ORR) defined according to RECIST 1.0 or 1.1 as the sum
of partial and complete response (PR+ CR)[4,5]; b) rate of progressive disease
(PD) according to RECIST 1.0 or 1.1 [5,6]; c) overall survival. As secondary
endpoints of safety, we evaluated: a) adverse events (AEs) and serious adverse
events (SAEs) [3]; b) the "on-treatment” deaths (OTD) and the deaths drug-
related (DDR) defined as all deaths for any cause and related to the drug
administration, respectively; c) drug discontinuation due to AEs (DDAEs).

4. Geometry of Network

The network's geometry was plotted using one node for each arm and an
edge that connected two nodes for each trial. The size of the node represents the
number of patients included in each arm. The network geometry was
preliminarily explored for all outcomes of interest to evaluate the presence of
common nodes. When a common node was absent, the network was defined as
disconnected, and this condition precludes the analysis in network modality.
The network was also reported in a matrix form to obtain information about the
contribution of included studies.

5. Risk of Bias within Individual Studies

The risk of bias within the individual studies was evaluated using a revised
tool for assessing the risk of bias in randomized trials (Rob2) [7]. Two review
authors (CR and LA.) independently assessed the risk of bias for each study
using the criteria outlined in the Cochrane Handbook for Systematic Reviews of
Interventions [8]. Each study was classified as follows: low risk, some concerns,
or high risk.

6. Summary of Measures

All indirect and mixed estimates were reported as hazard ratios (HRs) or
odds ratios (ORs) for survival and dichotomous outcomes. The HRs and ORs
were expressed with 95% confidence intervals (CIs). An HR or OR with CIs
crossing 1 or 0, respectively, indicated that the two competitive scenarios were
equivalent. The network estimates (indirect and mixed) were reported in the
forest plot [9] with ClIs and predicting interval (Prl). The network results were
reported first as “relative ranking probability,” which represented the
probability that each arm would be the best, the second, the third, and the worst
with a certain degree of uncertainty for each outcome of interest. Thus, the
surface under the cumulative ranking (SUCRA) curves and mean ranks were
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obtained starting these values. The SUCRA value, expressed as a percentage,
showed the probability, without uncertainty, that each arm would be the best,
based on the outcome analyzed [10].

7. Planned Method of Analysis, Inconsistency, Risk of Bias across the Study,
and Additional Analyses

The PRISMA extension statement incorporating Network Meta-Analyses of
Health Care Interventions was used to plan the analysis. Frequentist network
meta-analysis was employed to compare all scenarios building a network for
each outcome of interest [11]. The analysis was performed in two steps: first, all
pairwise (“head-to-head”) comparisons in each network were calculated to
obtain the indirect and mixed estimates. Second, we calculated relative ranking
probabilities, and thus SUCRA values were obtained [12]. The robustness of the
networks was assessed by evaluating inconsistency, heterogeneity, and
publication bias. The inconsistency was evaluated using the “loop” approach
[13]. On the other hand, the restricted maximum likelihood method was used to
estimate heterogeneity. The extent of heterogeneity in each network was
evaluated by comparing the magnitude of a common heterogeneity variance for
the network (tau [7]) with an empirical distribution of heterogeneity variances,
considering the range of expected treatment estimates (ORs and MDs). A 7 value
> 0.6 to was considered a high level of heterogeneity [14]. When the 7 value was
> (0.6, a multivariate meta-regression analysis was carried out to identify the
reason for the heterogeneity in the outcome under study. Thus, all the covariates
effects were reported using a small mean difference (SMD) coefficient and a p-
value. The algorithm adopted was based on the use of maximum residual
likelihood (REML). For each covariate, we described, only when significant, the
following parameters: SMD coefficient with standard error (SE). The SMD
coefficient + SE was related to the change of covariate value. If SMD was
different from zero value, an increased o reduction of the covariate produced a
positive or negative OR modification. A two-tailed p value <0.05 was considered
statistically significant. Considering the low number of included studies in
previous meta-analyses, the p-value was recalculated using Monte Carlo
permutation [15]. The number of permutation was 500 to obtain sufficient
precision [16]. Publication/reporting bias was reported using an adjusted funnel
plot. Each funnel plot was tested using Begg’s test to identify whether the
asymmetry was attributable to the small sample size effect. A two-sided p value
<0.05 indicated a significant small sample size effect [17].

8. Results
8.1. Secondary Endpoints

The treatment with the highest probability of improving OS was Sunitinib,
followed by 7Lu-Dotatate plus SSA with a SUCRA value of 93.6 (mean rank =
14) and 87.7 (mean rank = 1.7), respectively. The worst approach was
Bevacizumab plus SSA with a SUCRA value of 11.9 and a mean rank of 6.3. The
ORR was evaluable only in 8 studies but in all clustered arms. The approach
with the highest probability to obtain an ORR was Bevacizumab plus SSA
(SUCRA = 88.3; mean rank = 1.7), followed by Sunitinib (SUCRA = 74.2; mean
rank=2.5), 177Lu-Dotatate plus SSA (SUCRA = 68.6; mean rank=2.8), IFN-a plus
SSA (SUCRA =59.0; mean rank = 3.5), the Everolimus-based one (SUCRA = 32.0;
mean rank = 5.1), and SSA alone (SUCRA = 20; mean rank = 5.8). The approach
with the lowest chance to obtain an ORR was a placebo (SUCRA =6.9; mean rank
= 5.8). The therapy with the highest probability to prevent a radiological
progression of the disease was 77Lu-Dotatate plus SSA (SUCRA = 90.6; mean
rank = 1.6), followed by Bevacizumab plus SSA (SUCRA = 80.8; mean rank =2.2),
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IFN-a plus SSA (SUCRA = 61.3; mean rank = 3.3), the Everolimus-based one
(SUCRA =56.9; mean rank = 3.6), Sunitinib (SUCRA = 35.0; mean rank = 4.9),
and SSA alone (SUCRA = 22.8; mean rank = 5.6). The approach with the lowest
chance to prevent a PD was a placebo (SUCRA = 2.6; mean rank = 6.8). The
treatment with the highest probability to avoid any AE was SSA alone (SUCRA
=93.6; mean rank = 1.1), followed by placebo (SUCRA = 74.1; mean rank = 2.0),
Sunitinib (SUCRA value = 3.7; mean rank = 3.7), and ”7Lu-Dotatate plus SSA
(SUCRA = 18.3; mean rank = 4.3). Data about the IFN-a or Bevacizumab arm are
lacking. When considering SAEs, the worst approach according to the model is
Bevacizumab plus SSA therapy (SUCRA = 0; mean rank = 7.0) while the best is
SSA alone (SUCRA =76.4; meanrank =2.4) followed by 77Lu-Dotatate plus SSA
(SUCRA = 65.6; mean rank = 3.1) and placebo (SUCRA = 60.6; mean rank = 3.4).
Both IFN-a (SUCRA = 19.9, mean rank = 5.8) and Everolimus arm (SUCRA =
31.0, mean rank = 5.1) have less than 50% of the chances of being the safest
approach. The approach with the lowest probability of being related to OTD was
Sunitinib (SUCRA = 87.3; mean rank = 1.6) followed by placebo (SUCRA =61.3;
mean rank = 2.9), SSA alone (SUCRA = 56.8, mean rank = 3.2), IFN-a plus SSA
(SUCRA =43.8; mean rank = 3.8), ”7Lu-Dotatate plus SSA (SUCRA = 34.9; mean
rank =4.3), and the Everolimus-based one (SUCRA =15.9; mean rank =5.2). OTD
was not evaluable for the Bevacizumab arm. The probability of being the safest
approach minimizing the DDR was over the 50% for placebo (SUCRA = 64.3;
mean rank = 3.1), SSA alone (SUCRA = 58.5; mean rank = 3.5), Sunitinib (SUCRA
= 58.5; mean rank = 3.5), and 7Lu-Dotatate (SUCRA = 56.7; mean rank = 3.6).
DDR incidence could be higher when the therapy was based on Everolimus
(SUCRA = 42.0; mean rank = 4.5), IFN-a (SUCRA = 37.7; mean rank = 4.7), or
Bevacizumab (SUCRA = 32.4; mean rank = 5.1). The approaches with the highest
probability to avoid a "drug-discontinuation" were 77Lu-Dotatate (SUCRA =
86.7; mean rank = 1.8) and placebo (SUCRA = 85.7; mean rank = 1.9) followed by
SSA alone (SUCRA = 71; mean rank = 2.7), Sunitinib (SUCRA = 52.1; mean rank
=3.9), IFN-a (SUCRA = 25.0 mean rank = 5.5), Everolimus (SUCRA = 19.5; mean
rank = 5.8) and Bevacizumab (SUCRA = 10.0; mean rank = 6.4).

Scheme 1. Covariates potentially source of bias and heterogeneity in included studies.

Extra
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CI)
Arnold -3.00 (-7.41 1.05 (0.74 0.81(0.29 1.89 (0.61
etal. to 0.81) to1.49) NE NE NE NE NE NE NE to2.25)  to05.89)
Rinke et 1.80 (-2.79 0.89 (0.58 0.94 (0.79 0.34 (0.04 0.13 (0.02 to 1.10 (0.81
al. t06.39) to1.39) tol.12) to3.15) NE NE NE 0.98) * 1.49) NE NE
Pavelet 0(-1.82to 0.77(0.64 0.83 (0.71 0.94 (0.85 1.21 (0.89 1.44 (0.89 NE 0.74 (0.17 to NR 1.03 (0.93 1.19(0.95
al. 182)  t0593) t0097)* t01.03) t05.30) to2.33) 3.27) t01.13)  to 1.49)
Yao et al 1.00 (-1.03 0.92 (0.77 1.02 (0.89 0.97 (0.89 0.97 (0.57 0.42 (0.23 NE 8.83 (0.48 to NR 0.98 (0.81 1.00 (0.82
" t03.03) to1.10) to1.18) to1.06) to1.48) t00.79)* 162.90) to 1.19)  to1.21)
Raymon -1.00 (-3.78 1.04 (0.76 1.28 (0.97 1.15 (0.40 NE NE 0.61 (0.39 1.98 (0.18 to 0.98 (0.88 0.93 (0.62 0.92 (0.76
detal. to178) tol42) tol.68) to3.29) to 0.96)* 21.39) t01.08) to1.38) to1.13)
Caplin et 1.10 (-1.77 1.10 (0.77 0.98 (0.81 1.02 (0.15 to 0.82 (0.69 1.02 (0.54
al. t03.97)  to1.30) NE to 1.17) NE NE NE 7.10) t00.97)  to 1.93) NE
Yao et al 5.00 (2.56 0.79 (0.63 0.97 (0.84 0.94 (0.79 1.06 (0.67 1.32(0.77 NE 0.47 (0.03 to 0.82 (0.69 0.96 (0.77 1.11 (0.73
" to744)* t01.01) tolll) toll2) tol70) to2.27) 7.49) t0 0.97)* to1.19)  to1.70)
Strosberg-1.00 (-3.47 1.16 (0.89 0.93 (0.78 2.68 (0.88 1.06 (0.50 NE 0.40 (0.50 to 1.01 (0.88 000 0.77 (0.36
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0.10 (-2.04 1.12(0.91 1.09 (0.91 1.00 (0.92 1.12 (0.74 NE NE NE 1.01 (0.84 1.13(0.82

Yao et al.
OCA 15224)  t0138) t0132) to1.09) to 1.72) t01.19)  to1.57)

Legend: WMD = Weighted Mean Difference; BMI = Body Mass Index; 95 % CI= confidence interval at 95 %;
RR =risk ratio; SSA = somatostatin analogues; CHT = systemic chemotherapy; NR= data Not Reported; NE =
data reported but Not Extractable; * = the difference between experimental and referent arm was significant;
°°°= all patients in both arms;.

Table 2. The ranking of the therapies for all outcomes.

Rank Placebo SSA Everolimus Sunitinib W7Lu-DOTATATE IFN-a  Bevacizumab
PFS
Best 0 0 0.0 2.0 96.9 0.3 0.8
2nd 0.1 8.1 2.7 47.3 2.6 21.3 17.9
3ud 0.3 19.5 11.9 14.6 0.4 31.7 21.6
4th 1.8 28.7 154 17.3 0.1 20.1 16.6
5th 9.8 31.1 24.0 10.0 0 12.1 13.0
6th 19.1 10.8 39.6 7.0 0 10.2 13.3
Worst 68.9 1.8 6.4 1.8 0 43 16.8
(@5
Best 0 0 0 59.2 40 0.7 0.1
2nd 0.3 0.1 0.9 38.2 55.8 4.0 0.7
3td 94 40.4 25.8 2.0 2,7 16.6 3.1
4th 20.0 27.0 31.3 0.5 1.0 9.2 11.0
5th 39.2 22.7 23.0 0.1 0.5 8.2 6.3
6th 13.5 7.8 14.3 0 0 54 10.4
Worst 17.6 2.0 4.7 0 0 7.3 68.4
ORR (CR+PR)$
Best 0 0 0 36.3 12.5 0.1 51.1
2nd 0 0.1 0.8 19.4 26.8 21.3 31.6
3ud 0.3 0.6 3.7 17.0 29.6 34.1 14.7
4th 1.6 5.3 15.2 16.7 28.5 30.9 1.8
5th 6.5 30.4 49.0 4.3 2.1 7.3 0.4
6th 224 40.2 294 3.8 0.4 3.4 0.4
Worst 69.2 234 1.9 25 0.1 2.9 0
PD
Best 0 0 1.7 1.6 62.9 1.9 31.9
2nd 0 0.1 15.6 3.8 22.0 18.1 40.4
3td 0 0.6 20.8 9.5 11.7 42.4 15.0
4th 0.1 34 47.3 14.8 2.6 23.7 8.1
5th 1.1 34.7 13.6 34.9 0.7 11.7 3.3
6th 12.9 54.5 1.0 28.9 0.1 1.9 0.7
Worst 85.9 6.7 0 6.5 0 0.3 0.6
AE
Best 8.4 89.0 0 2.6 0 * *
2nd 78.7 9.5 0.7 7.5 3.6 * *
3td 12.3 1.5 28.6 40.5 17.1 * *
4th 0.6 0 48.1 25.6 25.7 * *
5th * * * * * * *
6{}\ * * * * * * *
Worst 0 0 22.6 23.8 53.6 * *
SAE
Best 04 55 0 85.3 8.6 0.2 0
2nd 14.6 48.2 0 9.1 27.3 0.8 0
3ud 38.0 37.6 0 4.3 19.8 0.3 0
4th 45.7 8.6 1.2 1.3 42.0 1.2 0
5th 1.3 0.1 83.7 0 2.2 12.7 0
6th 0 0 15.1 0 0.1 84.8 0

Worst 0 0 0 0 0 0 100
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Grade 3-4 toxicity®
Best 27.8 72 0 0.1 44 2.3 58.2
2nd 15.6 23.3 0 1.4 7.3 45.2 7.2
3 34.3 27.9 0 4.9 21.5 5.6 5.8
4th 15.8 31.6 0.1 18.5 18.1 6.5 9.4
5th 6.4 9.5 7.3 13.2 38.7 13.1 11.8
6th 0.1 0.5 7.1 60.4 10.0 14.8 7.1
Worst 0 0 85.5 15 0 12.5 0.5
On treatment deaths
Best 6.2 6.7 0 72.7 2.3 12.1 *
2nd 43.2 18.3 0.9 13.2 7.4 17.0 *
3d 20.4 37.6 6.6 6.1 15.3 14.0 *
4th 149 25.2 20.6 4.1 20.2 15.0 *
5th 12.0 11.5 21.8 2.3 34.0 18.4 *
6t}\ * * * * * * *
Worst 3.3 0.7 50.1 1.6 20.8 23.5 *
Deaths Drug-related
Best 149 8.4 4.2 30.4 324 3.6 6.1
2nd 27.6 20.5 9.1 15.7 10.0 9.4 7.7
3ud 23.4 21.9 15.1 9.9 9.8 11.0 8.9
4th 15.0 23.3 194 8.8 8.4 14.0 11.1
5th 11.3 16.3 17.3 10.4 9.0 222 13.5
6th 6.6 6.5 18.1 10.6 7.7 27.2 23.3
Worst 1.2 3.1 16.8 14.2 22.7 12.6 294
Discontinuation for SAE
Best 41.2 5.9 0 2.1 50.3 0.5 0
2nd 34.6 29.3 0 10.7 24.8 0.1 0.5
3td 22.8 47.7 0 13.0 15.1 1.0 04
4th 0.9 16.7 15 63.2 9.1 7.8 0.8
5th 0.5 0.2 49.1 5.0 0.7 33.1 114
6th 0 0.2 13.6 5.0 0 50.3 30.9
Worst 0 0 35.8 1.0 0 7.2 56.0

Legend: The probability in percentages of the therapy's ranking from best to worst is reported in the column.
PFS= Progression-free survival; OS= Overall Survival; SSA = somatostatin analogs therapy; AE = Adverse Event
defined according to the National Cancer Institute Common Terminology Criteria for Adverse Events; SAE =
Severe Adverse Event defined according to the National Cancer Institute Common Terminology Criteria for
Adverse Events; Lu = Lutetium; ORR = Objective Radiological Response; CR = Complete Response; PR = Partial
Response; PD = Progressive Disease; § = evaluated according to Response Evaluation Criteria In Solid Tumors;
* =not computable; ° = the datum was calculated as the number of events per patients.
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Table 3. Meta-regression analysis for progression-free survival.

Legend: SMD = standard mean difference; 95 CI = confidence interval at 95%; SSA = Somatostatin analogs; IFN-a =

Progression Free survival

SMD (95 CI; p value)
C 1 t 177 L -
ovariates Placebo  SSA Alone Everolimus  Sunitinib Dotatl;te IFN-a Bevacizumab +
+SSA Alone +SSA SSA
+SSA
. -0.33 (-1.08 to . . . . .
Low risk study (No vs Yes) Referent 0.41; 0.385)
. 0.18 (-0.63to  -0.40 (-1.07 to . . . .
Pancreatic NENs (No vs Yes)  Referent 1.01; 0.665) 0.26;0.237)
Relevant difference in mean age Referent . 042 (-0.14 to . . . .
(No vs. Yes) 0.99; 0.140)
. oo -1.81 (-5.02to  -0.91 (-6.78 to . . . .
Proportion of male patients Referent 1.41;0.271) 496;0.761)
Proportion of patients with ECOG Referent . . . . . .
PS equal to 0°°
Proportion of patients with G1 Referent 0-35(-1.53 to  -0.68 (-36.6 to . . . .
neoplasm®® 2.24;0.713) 35.2; 0.970)
At risk for difference in bone or Referent -0.74 (-1.21 to- -0.27 (-0.61 to . . -0.61 (-122 to .
lung metastasis rate (No vs. Yes) 0.26; 0.002) 0.07;0.117) 121;0.992)
Proportion of Patlgnts with Referent 1.10 (0.24 to 0.99 (0.87 to . . . "
protocol violation®® 5.04; 0.895) 1.14;0.995)
PI‘C?pOI"[IOl’I of patlents. with Referent 0.27 (-0.57 to - . . . . .
primary tumor resection®® 1.11; 0.534)
Proportion of patients with -0.26 (-1.11 to
R f t * * * * *
previous SSA-based therapy©® eleren 0.58; 0.534)
Proportion of patients with Referent -0.16 (-314.5to  2.46 (-0.62 to . . . .
previous Chemotherapy®° 314; 0.999) 5.56; 0.118)
Rate of “Naive” patients (low vs. 0.55 (0.33 to . . . . .
high) Referent 93, 0.028)
2.02(-0.01t 1.13 (-0.01t
Mono versus polytherapy Referent 500(;0.998) 0 500;(1'000)0 * * * *

Interferon- alfa; ECOG PS= Eastern Cooperative oncology group perfomance status.
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Eligibility Screening Identification

Included

Records identified through Additional records identified
database searching through other sources
(n=71,477) (hn=0)

Records after duplicates removed

(n=36,306)
v
Records screened Records excluded
(n=36,306) (n=36,128)
v
Full-text articles assessed Full-text articles excluded (n = 169)
for eligibility »| - Reviews/metanalysis (n=72)
(n=178) - randomized trial without inclusion
criteria or with exclusion one (n=38)
- non-randomized trials (n= 59)
v

Studies included in
qualitative synthesis
(n=9)

A 4

Studies included in
quantitative synthesis
(meta-analysis)
(n=9)

Figure 1. PRISMA Flow Diagram illustrating study selection.
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Figure 2. Quality of included study.

Figure 3 (Panel A—]): Contribution plots of all outcomes. In the columns, all available
direct comparisons (comparisons evaluated in at least one study) are reported while, in
the rows, the following are reported: 1) the mixed comparisons (namely the estimates
already available in the literature but implemented by the network) and 2) the indirect
comparisons (namely the comparisons not available in the literature but generated by the
network). The table should be read from left to right; each row contains the contribution
of each direct comparison in the network (mixed and indirect) estimates and, thus, the
cumulative sum of the contributions is 100 (in percentages). In the plots, the contribution
of each direct comparison in building the entire network is also reportedPanel B: Grade 3-
4 toxicity; Panel C: Overall survival; Panel D: Objective Radiological Response; Panel E:
Progressive Disease; Panel F: Adverse Event; Panel G: Severe Adverse Event; Panel H:
On treatment deaths; Panel I: Deaths Drug-related; Panel ]: Discontinuation for SAE
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Direct comparisons in the network

1vs2 1vs3 1vs4d 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 342 329 329
1vs3 190 62.0 19.0
1vsd 100.0
2vs3 216 216 56.9
@ 2vs5 100.0
£ 2vs6 99.9
,E 6vs7 100.0
3 _______________________ —
@ Indirect estimates
ES 1vs5 205 197 197 402
g 1vs6 205 197 19.7 401
‘.'g 1vs7 146 141 14.0 286 286
g 2vs4 2005 197 402 197
x 2vs7 50.0 50.0
g 3vs4 105 342 447 105
b 3vs5 121 1241 319 440
= 3vs6 121 1241 31.9 43.9
3vs7 84 84 221 305 305
4vs5 146 141 286 141 286
4vs6 146 141 287 140 28.6
4vs7 13 109 223 109 223 223
5vs6 50.0 50.0
5vs7 333 333 383
Entire network 19 138 126 154 126 210 126
Included studies 2 2 1 1 1 1

Panel A: Progression-free survival

Direct comparisons in the network

1vs2  1vs3 1vs4d 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 17”3 414 41.4
1vs3 124 (75.2 12.4
1vsd 100.0
2vs3 13.2 133 i35
» 2vs5 100.0
% 2vs6 0.1 0.1 0.1 0.2 051” §99:38 4l
-E 6vs7 100.0
3 _______________________ 4
g Indirect estimates
> 1vs5 10.9 261 261 37.0
g 1vs6 10.9 261 26.0 369 0.1
8 1vs7 79 191 19.0 269 27.0
“E’ 2vs4 10.9 2611 37.0 261
x 2vs7 0.1 0.1 49.8 499
g 3vs4 6:6 401 46.7 66
® 3vs5 71 71 394 46.5
= 3vs6 71 74 393 463 01
3vs7 4:8 4:9 269 317 317
4vs5 79 190 27.0 190 270
4vs6 79 190 27.0 190 269 0.1
4vs7 6:3 150 213 150 212 243
5vs6 0.1 0.1 499 498 0.1
5vs7 0.1 @ @2 @\S
Entire network 6:7 164 124 192 124 205 124
Included studies 2 2 1 1 1 1 1

Panel B: Grade 3—4 toxicity
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Direct comparisons in the network

1vs2  1vs3 1vs4d 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 358 321 321
1vs3 276 448 276
1vs4 100.0
2vs3 128 1238 74.4
o 2vs5 100.0
£ 2vs6 100.0
_g 6vs7 100.0
g _______________________ —
3 Indirect estimates
> 1vs5 203 191 191 404
g 1vs6 203 191 191 404
8 1vs7 152 136 13.6 28:8 288
E 2vs4 203 191 404 191
x 2vs7 50.0 50.0
g 3vs4 16.0 260 420 16.0
° 3vs5 6:8 6:8 39.7 466
= 3vs6 68 68 39.7 466
3vs7 4:7 4:7 271 318 318
4vs5 152 136 28:8 136 288
4vs6 152 136 28:8 13.6 28:8
4vs7 118 106 224 10.6 2214 224
5vs6 50.0 50.0
5vs7 333 333 333
Entire network 18 1v9 127 169 127 212 127
Included studies 2 2 1 1 1 1 1
Panel C: Overall survival
Direct comparisons in the network
1vs2 1vs3 1vs4 2vs3 2vs6 2vs6 6vs7
Mixed estimates
1vs2 1863 423 423
1vs3 o1 81.7 A
1vsd O @SSNA Q.
2vs3 141 142 LT
2vs5 100.0
2vs6 0.1 99.8 2
6vs7 100.0
k E Indirect estimates
2> 1vs5 97 269 2619 366
1vs6 07 26:9 26:8 36.5
s 1vs7 71 197 197 268 268
2vs4 97 26:8 366 269
x 2vs7 499 500
3vs5 76 76 386 462
r 3vs6 76 76 38.6 46.1
b 3vsd 48 428 476 48
3vs7 52 5:2 264 316 316
5vs6 50.0 499
Svs4 71 197 268 197 268
Bvs7 333 333 333
6vs4 71 197 26:8 197 26:8
4vs7 5:6 185 211 1585 201 241
Entire network 6:1 171 123 193 123 205 123
Included studies il 2 | i 1 1 1

Panel D: Objective Radiological Response
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Direct comparisons in the network

1vs2  1vs3  1vs4d 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 299 3RO 35.0
1vs3 13.6 (72.8 13.6
1vs4 100.0
2vs3 2813 283 53.5
. 2vs5 100.0
< 2vs6 100.0
-E 6vs7 100.0
g _______________________ 4N
g Indirect estimates
> 1vs5 181 212 212 394
E 1vs6 181 2102 212 39.4
& 1vs7 13.0 152 15.2 283 283
E 2vs4 181 212 394 212
x 2vs7 50.0 50.0
g 3vs4 7:3 3941 463 73
a 3vs5 132 132 30.3 434
= 3vs6 13.2 132 30:3 434
3vs7 92 92 211 303 303
4vs5 13.0 152 283 152 283
4vs6 13.0 152 283 152 283
4vs7 101 19 220 1*9 22.0 220
5vs6 50.0 50.0
5vs7 @S W\ W\
Entire network 109 151 125 155 125 2009 125
Included studies 2 2 1 1 1 1 1

Direct comparisons in the network

Panel E: Progressive Disease

1vs2 1vs3 1vs4 2vs3 2vs5
Mixed estimates
1vs2 51.6 24:2 24:2
2 1vs3 308 384 308
©
E 1usd 100.0
I3
@ 2us3 191 191 61.9
4
= 2vs5 100.0
c
B e st i S So—n i | Wi, o i o/ N’ gt
©
] . )
£ Indirect estimates
£ 3
§ 1vs5 204 138 138 431
§ 2vs4 294 13.8 431 13.8
3vs4 18:2 22:7 40.9 182
3vs5 10.5 10.5 34.2 44.7
4vs5 20:5 96 301 96 301
Entire network 219 15.3 205 19:8 215
Included studies 1 2 1

Panel F: Adverse Event
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Direct comparisons in the network

1vs2  1vs3  1vs4 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 521 289 2819
1vs3 344 313 344
1vsd 100.0
2vs3 139 1389 72.2
@ 2vs5 100.0
& 2vs6 100.0
-E 6vs7 100.0
g _______________________ —
3 Indirect estimates
> 1vs5 296 136 13.6 432
g 1vs6 206  13.6 13.6 432
& 1vs7 2017 95 95 302 302
‘GE-; 2vs4 296 136 432 136
x 2vs7 50.0 50.0
g 3vs4 2007 189 396 2018
@ 3vs5 75 75 38.8 463
= 3vs6 75 75 388 463
3vs7 5:1 5:1 26.5 316 316
4vs5 2017 95 302 95 302
4vs6 2017 95 302 95 30.2
4vs7 15.9 73 282 73 282 2@2
5vs6 50.0 50.0
5vs7 333 333 3383
Entire network 155 89 130 150 13.0 2M6 13.0
Included studies 2 2 1 1 1 1 1
Panel G: Severe Adverse Event
Direct comparisons in the network
1vs2  1vs3 1vs4d 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 @8 283 22:2 0.1
1vs3 125 WSl 12,5
1vs4 0.1 99.8
2vs3 3.3 36.3 23 0.1
a 2vs5 0.1 99.7 ) <
£ 2vs6 99.9
,g 6vs7 99.9
g _______________________ AN
% Indirect estimates
> 1vs5 312 126 125 437
g 1vs6 A2 125 12,5 437
s 1vs7 207 87 8:7 304 304
g 2vs4 311 125 437 125 0.1
x 2vs7 50.0 50.0
g 3vs4 66 40.0 466 67
k) 3vs5 222 2212 16.7 38.9
= 3vsb 222 222 16.7 38.9
3vs7 16.0 16.0 12.0 28.0 280
4vs5 207 87 304 87 304
4vs6 207 87 304 87 304
4vs7 166 6:7 283 67 23:3 283
5vs6 499 50.0
5vs7 333 333 333
Entire network 176 134 128 92 128 203 128
Included studies 2 2 1 1 1 1 1

Panel H: On treatment deaths.
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Direct comparisons in the network

1vs2  1vs3 1vs4  2vs3  2vs5  5vs6
Mixed estimates
1vs2 2001 40.0 40.0
1vs3 171 85.7 171
~ 1vsd 100.0
& 2vs3 193 193 773
£ 2vs5 100.0
; 5vs6 100.0
él _________________________
g Indirect estimates
g 1vs5 125 250 260 375
£ 1vs6 91 18:2 182 273 273
A“6 2vs4 125 2610 375 2610
E 2vs6 500 50.0
3vs4 94 359 453 94
3vs5 6:0 6:0 41.0 470
3vs6 4:1 4:1 279 320 320
4vs5 91 182 273 182 273
4vs6 72 143 214 143 204 214
Entire network 8:3 176 148 2008 287 14.8
Included studies 2 2 1 1 1 1

Panel I: Deaths Drug-related.

Direct comparisons in the network

1vs2  1vs3  1vs4 2vs3 2vs5 2vs6 6vs7
Mixed estimates
1vs2 10.0 445 445
1vs3 94 (813 9:4
1vsd 100.0
2vs3 8:7 87 826
» 2vs5 100.0
] 2vs6 99.9
E 6vs7 100.0
g _______________________ 4
% Indirect estimates
> 1vs5 71 286 286 357
g 1vs6 71 286 286 35.7
8 1vs7 52 21 211 26.3 263
g 2vs4 71 286 357 286
x 2vs7 50.0 50.0
g 3vs4 4:9 426 475 49
o 3vs5 4:5 4:5 432 477
= 3vs6 45 46 432 477
3vs7 3:1 3:1 292 P @
4vs5 52 211 2613 2®1 263
4vs6 52 201 26:3 211 26.3
4vs7 4:1 16.7 20:8 16.7 20:8 20:8
5vs6 50.0 50.0
5vs7 P¥s P8 @\
Entire network 44 125 122 2009 122 204 122
Included studies 2 2 1 1 1 1 1

Panel J: Discontinuation for SAE.
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Figure 4 (Panel A—]J): Forest plots of all outcomes. The results are reported as Odds
ratios (ORs) and 95% confidence intervals (Cls). The blue line (line of null effect) is equal
to 1. The solid black lines represent the CIs while the diamond summarises the ORs. For
each pairwise comparison, the forest plot should be read as following: if the diamond with
the entire Cls did not reach the blue line of null effect, there is a significant difference. If
the entire Cl is on the left of the null effect, the mortality rate is significantly higher in the
“intervention arm” while, when the entire Cl is on the right, the event is statistically more
frequent in the “reference arm.” When the entire CI crosses the null effect line, the
difference between the two procedures compared is not statistically significant. Besides, a
red line reports the Predictive Interval (PrI), namely the interval within which the estimate
of a future study is expected to be. Panel A: Progression-free survival; Panel B: Grade 3-4
toxicity; Panel C: Overall survival; Panel D: Objective Radiological Response; Panel E:
Progressive Disease; Panel F: Adverse Event; Panel G: Severe Adverse Event; Panel H:
On treatment deaths; Panel I: Deaths Drug-related; Panel J: Discontinuation for Severe
Adverse Event.

Network estimates HR (LCL,UCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo —® 0.58 (0.34,0.98) (0.00,163.02)
Everolimus vs Placebo —_— 0.70 (0.44,1.12) (0.00,161.76)
Sunitinib vs Placebo o 0.11(0.04,0.32) (0.00,480.11)
177-LU-Dotatate vs Placebo . 4 0.11 (0.04,0.31) (0.00,320.19)
IFN-a vs Placebo 4 0.50 (0.18,1.36) (0.00,1337.52)
Bevacizumab vs Placebo . 4 0.55 (0.16,1.91) (0.00,5637.21)
Everolimus vs SSA 1.20 (0.69,2.10) (0.00,387.80)
Sunitinib vs SSA 4 0.19 (0.06,0.63) (0.00,1594.71)
177-LU-Dotatate vs SSA \ 4 0.20 (0.08,0.47) (0.00,258.26)
IFN-a vs SSA 0.86 (0.37,2.02) (0.00,1073.35)
Bevacizumab vs SSA 0.95 (0.31,2.93) (0.00,5102.57)
Sunitinib vs Everolimus 4 0.16 (0.05,0.51) (0.00,1179.39)
177-LU-Dotatate vs Everolimus +——+ 0.16 (0.06,0.46) (0.00,506.90)
IFN-a vs Everolimus g+ 0.72 (0.26,1.99) (0.00,2118.75)
Bevacizumab vs Everolimus 0.79 (0.22,2.78) (0.00,8801.54)
177-LU-Dotatate vs Sunitinib 1.05 (0.24,4.65) (0.00,43688.33)
IFN-a vs Sunitinib . o 4.61(1.05,20.24) (0.00,184753.12)
Bevacizumab vs Sunitinib . 4 5.06 (0.97,26.47) (0.00,571548.96)
IFN-a vs 177-LU-Dotatate \ g 4.38 (1.31,14.72) (0.00,37509.04)
Bevacizumab vs 177-LU-Dotatate L 4 4.81(1.16,19.91) (0.00,135810.07)
Bevacizumab vs IFN-a 1.10 (0.52,2.30) (0.00,794.28)
T T
0.00001 1 100000

Panel A: Progression-free survival
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Network estimates HR (LCLUCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo 1.17 (0.63,2.16) (0.00,417.17)
Everolimus vs Placebo . 4 11.12 (6.02,20.55) (0.03,3956.12)
Sunitinib vs Placebo 4 3.25(1.30,8.11) (0.00,4981.82)
177-LU-Dotatate vs Placebo L 4 1.64 (0.57,4.72) (0.00,5409.85)
IFN-a vs Placebo #1.10 (0.02,62.69) (0.00,3.71e+11)
Bevacizumab vs Placebo \ 4 #0.53 (0.01,32.69) (0.00,2.91e+11)
Everolimus vs SSA \ 4 9.53 (4.91,18.48) (0.02,4215.82)
Sunitinib vs SSA @ »2.78 (0.93,8.38) (0.00,11751.22)
177-LU-Dotatate vs SSA 1.41(0.59,3.32) (0.00,1623.35)
IFN-a vs SSA #0.95 (0.02,51.22) (0.00,2.35e+11)
Bevacizumab vs SSA 2 #0.46 (0.01,26.73) (0.00,1.85e+11)
Sunitinib vs Everolimus 0.29(0.10,0.88) (0.00,1229.84)
177-LU-Dotatate vs Everolimus +——+ 0.15 (0.05,0.44) (0.00,568.92)
IFN-a vs Everolimus \ g 0.10 (0.00,5.68) (0.00,3.50e+10)
Bevacizumab vs Everolimus 4 #0.05 (0.00,2.96) (0.00,2.74e+10)
177-LU-Dotatate vs Sunitinib 4 0.50 (0.12,2.04) (0.00,11539.87)
IFN-a vs Sunitinib < #0.34 (0.01,21.35) (0.00,2.20e+11)
Bevacizumab vs Sunitinib . 2 #0.16 (0.00,11.11) (0.00,1.70e+11)
IFN-a vs 177-LU-Dotatate #0.67 (0.01,39.94) (0.00,3.01e+11)
Bevacizumab vs 177-LU-Dotatate 2 #0.33 (0.01,20.81) (0.00,2.34e+11)
Bevacizumab vs IFN-a . 4 0.48 (0.22,1.06) (0.00,381.92)
T T
0.00001 1 10000
Panel B: Grade 3—4 toxicity
Network estimates HR (LCI,UCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo —— 0.90 (0.65,1.25) (0.07,11.43)
Everolimus vs Placebo —— 0.92 (0.70,1.20) (0.10,8.75)
Sunitinib vs Placebo - 0.32(0.19,0.54) (0.01,12.70)
177-LU-Dotatate vs Placebo —+ 0.45 (0.24,0.84) (0.01,31.61)
IFN-a vs Placebo 1.16 (0.48,2.78) (0.00,404.46)
Bevacizumab vs Placebo 1.43 (0.55,3.71) (0.00,815.85)
Everolimus vs SSA —— 1.02 (0.74,1.41) (0.08,12.69)
Sunitinib vs SSA — 0.36 (0.19,0.66) (0.01,24.67)
177-LU-Dotatate vs SSA — 0.50 (0.30,0.85) (0.01,20.08)
IFN-a vs SSA 1.29 (0.57,2.91) (0.01,303.69)
Bevacizumab vs SSA L 4 1.59 (0.65,3.90) (0.00,632.65)
Sunitinib vs Everolimus — 0.35(0.19,0.63) (0.01,20.43)
177-LU-Dotatate vs Everolimus — 0.49 (0.27,0.91) (0.01,33.90)
IFN-a vs Everolimus 1.26 (0.53,3.02) (0.00,435.29)
Bevacizumab vs Everolimus L g 1.55 (0.60,4.03) (0.00,878.68)
177-LU-Dotatate vs Sunitinib 1.42 (0.63,3.18) (0.01,325.38)
IFN-a vs Sunitinib —— 3.63(1.31,10.06) (0.00,3153.82)
Bevacizumab vs Sunitinib ——+ 4.47 (1.51,13.28) (0.00,5978.26)
IFN-a vs 177-LU-Dotatate . 4 2.56 (0.97,6.73) (0.00,1594.19)
Bevacizumab vs 177-LU-Dotatate & 3.15(1.12,8.92) (0.00,3085.48)
Bevacizumab vs IFN-a —— 1.23 (0.85,1.80) (0.07,20.97)
T T
0.00001 1 10000

Panel C: Overall survival



Cancers 2021, 13, x

18 of 25

Network estimates HR (LCL,UCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo 2 »1.62 (0.38,6.88) (...)
Everolimus vs Placebo s g #2.23 (0.83,5.96) (.,.)
Sunitinib vs Placebo L 4 #18.52 (1.05,326.10) (.,.)
177-LU-Dotatate vs Placebo % #10.93 (1.62,73.96) (...)
IFN-a vs Placebo * »8.28 (0.60,113.43) (...)
Bevacizumab vs Placebo . 2 #26.80 (1.72,416.72) (...)
Everolimus vs SSA 19 #1.37 (0.41,4.62) (.,.)
Sunitinib vs SSA < »11.41 (0.46,283.21) (...)
177-LU-Dotatate vs SSA * »6.73 (1.93,23.56) (...)
IFN-a vs SSA L 4 $5.10 (0.57,45.24) (.,.)
Bevacizumab vs SSA \ 4 »16.51 (1.60,170.21) (...)
Sunitinib vs Everolimus 2 8.31(0.40,172.41) (...)
177-LU-Dotatate vs Everolimus 2 #4.90 (0.86,28.06) (...)
IFN-a vs Everolimus . 4 3.71(0.31,45.14) (...
Bevacizumab vs Everolimus \ 4 #12.02 (0.87,166.81) (...)
177-LU-Dotatate vs Sunitinib L 4 0.59 (0.02,18.55) (...)
IFN-a vs Sunitinib L 2 #0.45 (0.01,21.72) (...)
Bevacizumab vs Sunitinib 1.45 (0.03,76.66) (...)
IFN-a vs 177-LU-Dotatate 0.76 (0.06,9.38) (...)
Bevacizumab vs 177-LU-Dotatate \ 4 #2.45 (0.17,34.62) (...)
Bevacizumab vs IFN-a @+ $3.24 (1.42,7.38) (...)
T T
0.00001 1 10000

Panel D: Objective Radiological Response

Network estimates

HR (LCLUCI 95 %) (LPrl,UPTrl 95 %)

0.55 (0.26,1.17) (0.00,568.32)
0.25 (0.14,0.46) (0.00,128.70)

)

)
0.44 (0.15,1.29) (0.00,2279.41)
0.09 (0.03,0.31) (0.00,1005.95)

SSA vs Placebo 4
Everolimus vs Placebo -+
Sunitinib vs Placebo <
177-LU-Dotatate vs Placebo . 2
IFN-a vs Placebo <« 4
Bevacizumab vs Placebo < 4

0.20(0.05,0.77) (0.00,4499.98)

Everolimus vs SSA

#0.13 (0.02,0.66) (0.00,17016.16)
0.46 (0.21,1.02) (0.00,552.44)

Sunitinib vs SSA
177-LU-Dotatate vs SSA

#0.79 (0.21,2.98) (0.00,15368.07)
0.16 (0.06,0.43) (0.00,450.13)

IFN-a vs SSA

0.36 (0.12,1.11) (0.00,2254.49)

Bevacizumab vs SSA <

Sunitinib vs Everolimus

»1.72(0.50,5.90) (0.00,20398.81)

177-LU-Dotatate vs Everolimus

0.35(0.10,1.23) (0.00,4408.95)

IFN-a vs Everolimus

0.79 (0.20,3.09) (0.00,19575.82

Bevacizumab vs Everolimus <
177-LU-Dotatate vs Sunitinib

)
#0.50 (0.09,2.64) (0.00,72900.71)
)

0.21(0.04,1.06) (0.00,24056.32

IFN-a vs Sunitinib <

#0.46 (0.08,2.58) (0.00,94180.70)

Bevacizumab vs Sunitinib <

#0.29 (0.04,2.09) (0.00,267546.68)

IFN-a vs 177-LU-Dotatate

#2.22(0.51,9.68) (0.00,100802.64)

Bevacizumab vs 177-LU-Dotatate 4

#1.40 (0.24,8.13) (0.00,344559.78)

Bevacizumab vs IFN-a

(
(
(
(
(
(
(
(
(
(
#0.23 (0.05,1.00) (0.00,10595.23)
(
(
(
(
(
(
(
(
(
(

0.63 (0.24,1.65) (0.00,1779.45)

* i’
L IEREVERRK: ¢
—
23 4

0.00001

10000

Panel E: Progressive Disease
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Network estimates HR (LCLUCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo L 4 0.46 (0.15,1.46) (.,.)
Everolimus vs Placebo < 3.39(1.23,9.36) (.,.)
Sunitinib vs Placebo 4 2.86(0.61,13.47) (.,.)
177-LU-Dotatate vs Placebo \ 4 4.88 (0.84,28.43) (.,.)
Everolimus vs SSA 4 7.31(2.34,22.79) (.,.)
inib vs SSA . 4 #6.15(0.89,42.34) (.,.)
177-LU-Dotatate vs SSA \ 4 #»10.51 (2.76,40.08) (.,.)
Sunitinib vs Everolimus #0.84 (0.13,5.37) (.,.)
177-LU-Dotatate vs Everolimus #1.44 (0.25,8.33) (.,.)
177-LU-Dotatate vs Sunitinib 2 #1.71(0.16,17.87) (.,.)
T T
0.00001 1 10000
Panel F: Adverse Event
Network estimates HR (LCIL,UCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo —— 0.85 (0.59,1.22) (0.08,9.17)
Everolimus vs Placebo —— 2.25(1.67,3.04) (0.32,15.80)

Sunitinib vs Placebo — 0.52 (0.27,0.99) (0.01,34.94)
177-LU-Dotatate vs Placebo B o — 0.95 (0.46,1.92) (0.01,94.04)

IFN-a vs Placebo \ 2 #5.31 (1.07,26.40) (0.00,174027.72)

Bevacizumab vs Placebo 4 »56.05 (9.64,326.08) (0.00,5.08e+06)

Everolimus vs SSA — 2.66(1.91,3.70) (0.31,22.69)
Sunitinib vs SSA — 0.61(0.29,1.28) (0.00,77.12)
177-LU-Dotatate vs SSA —_— 1.12 (0.61,2.05) (0.02,57.09)

IFN-a vs SSA 2 #6.27 (1.31,29.85) (0.00,155759.14)

Bevacizumab vs SSA L 4 »66.14 (11.82,370.13) (0.00,4.67e+06)

Sunitinib vs Everolimus —_— 0.23(0.11,0.47) (0.00,23.84)
177-LU-Dotatate vs Everolimus — 0.42(0.21,0.84) (0.00,37.15)

IFN-a vs Everolimus . 4 2.36 (0.48,11.64) (0.00,73452.44)
Bevacizumab vs Everolimus . g »24.91 (4.31,143.86) (0.00,2.16e+06)
177-LU-Dotatate vs Sunitinib 4 1.83(0.70,4.80) (0.00,940.07)

IFN-a vs Sunitinib \ 4 #10.30 (1.82,58.12) (0.00,768057.96)
Bevacizumab vs Sunitinib L 4 »108.71 (16.64,710.36) (0.00,2.10e+07)
IFN-a vs 177-LU-Dotatate < #5.62 (1.05,29.99) (0.00,292167.63)
Bevacizumab vs 177-LU-Dotatate 4 #59.30 (9.55,368.16) (0.00,8.20e+06)
Bevacizumab vs IFN-a — 10.56 (5.10,21.84) (0.09,1175.52)
T T
0.00001 1 10000

Panel G: Severe Adverse Event
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Network estimates HR (LCLUCI 95 %) (LPrl,UPrl 95 %)
SSA vs Placebo #1.30 (0.12,14.26) (0.00,2.82e+07)
Everolimus vs Placebo . o 2.06 (0.48,8.94) (0.00,222747.50)
Sunitinib vs Placebo « #0.99 (0.05,19.27) (0.00,6.92e+08)
177-LU-Dotatate vs Placebo « #1.27 (0.01,141.09) (0.00,4.83e+13)
IFN-a vs Placebo « L 4 #2.55 (0.11,58.50) (0.00,4.90e+09)
Bevacizumab vs Placebo < L 4 #3.39 (0.09,127.54) (0.00,1.38e+11)
Everolimus vs SSA « g #1.59 (0.13,20.16) (0.00,8.18e+07)
Sunitinib vs SSA « #0.76 (0.02,34.58) (0.00,1.01e+11)
177-LU-Dotatate vs SSA « #0.97 (0.02,56.46) (0.00,5.98e+11)
IFN-avs SSA <« 4 #1.96 (0.26,14.79) (0.00,4.69e+06)
Bevacizumab vs SSA « . 4 #»2.61(0.17,39.75) (0.00,4.03e+08)
Sunitinib vs Everolimus 2 #0.48 (0.02,13.14) (0.00,2.76e+09)
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Figure 5: Funnel plots of the network estimates of all outcomes. In the comparison-
adjusted funnel plot, the horizontal axis shows the difference of each i-study estimate

Panel J: Discontinuation for Severe Adverse Event
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YiXY from the summary effect for the respective comparison (YiXY-uXY). In contrast, the
vertical axis presents a measure of the dispersion of YiXY, namely the standard error of
the effect size. The red line shows the null hypothesis. Each point represents a direct
comparison: different colors correspond to different comparisons. The dashed black line
represents the 95% confidence interval. The horizontal line represents the regression line;
the sky blue regression line demonstrates no asymmetry; Arm 1= Placebo; Arm 2=
octreotide analogs (SSA) alone; Arm 3 = Everolimus + SSA; Arm 4 = Sunitinib; Arm 5 =
177Lu-Dotatate plus SSA; Arm 6 = Interferon alfa plus SSA; Arm 7=Bevacizumab plus SSA.

Panel A: Progression-free survival; Panel B: Grade 3-4 toxicity; Panel C: Overall
survival; Panel D: Objective Radiological Response; Panel E: Progressive Disease; Panel F:
Adverse Event; Panel G: Severe Adverse Event; Panel H: On treatment deaths; Panel I:
Deaths Drug-related; Panel J: Discontinuation for Severe Adverse Event
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