Supplementary Material 1.
Search strategy
ghrelin AND (diabetic OR diabetes) AND (gastroparesis OR gastropathy)

PubMed

User query: ghrelin AND (diabetic OR diabetes) AND (gastroparesis OR gastropathy)

Query translation: (“ghrelin”[MeSH Terms] OR “ghrelin”[All Fields]) AND (diabetic[All Fields] OR (“diabetes mellitus”[MeSH
Terms] OR (“diabetes”[All Fields] AND “mellitus”[All Fields]) OR “diabetes mellitus”[All Fields] OR “diabetes”[All Fields] OR “dia-
betes insipidus”[MeSH Terms] OR (“diabetes”[All Fields] AND “insipidus”[All Fields]) OR “diabetes insipidus”[All Fields])) AND
((“gastroparesis”[MeSH Terms] OR “gastroparesis”[All Fields]) OR (“stomach diseases”[MeSH Terms] OR (“stomach”[All Fields] AND
“diseases”[All Fields]) OR “stomach diseases”[All Fields] OR “gastropathy”[All Fields]))

EMBASE

The following combination of terms was used in the Quick search menu ghrelin and (diabetic or diabetes) and (gastroparesis or gas-
tropathy)

Cochrane library

Ghrelin AND (diabetic OR diabetes) AND (gastroparesis OR gastropathy) in Title Abstract Keyword



Supplementary Table 1. Number of Patients and Study Outcomes for Each Regimen in the Dose-Dependent Trials

Regimen of the greatest

Dosage No. of Available study Regimen of the
regimen patients outcomes largest population efficacy based on overall
symptom score
Ejskjaer et al. (2010)'
TZP-101
20 pglkg 8 NA
40 pg/kg 17 NA +
80 uglkg 13 0SS, SSS +
160 ug/kg 6 NA
320 pglkg 6 NA
600 ug/kg 7 NA
Ejskjaer et al. (2013)°
TZP-102
10 mg qd 22 0SS, SSS, GET
20 mg qd 21 0SS, SSS, GET +
40 mg qd 23 0SS, SSS, GET +
McCallum et al. (2013)°
TZP-102
10 mg qd 69 0SS, SSS, GET + +
20 mg qd 66 0SS, SSS, GET
10 mg tid 44 0SS, SSS, GET
Lembo et al. (2016)*
RM-131
10 pg qd 67 0SS, SSS, GET
10 pg bid 68 0SS, SSS, GET + +
Camilleri et al. (2017)°
RM-131
10 g bid 86 0SS, SSS, GET
30 pug bid 91 0SS, SSS, GET +
100 pg bid 63 0SS, SSS, GET +

NA, not available; 0SS, overall symptoms score; SSS, specific symptoms score; GET, gastric emptying time; qd, once daily; bid, twice daily.



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

0% 25% 50% 75% 100%

Il Low risk of bias 1 Unclear risk of bias Il High risk of bias

Supplementary Fig. 1. Risk of bias included studies.
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Supplementary Fig. 2. Summary of risk of bias. Green, low risk of

bias; yellow, unclear risk of bias; red, high risk of bias.



Ghrelin agonist Placebo Odds ratio Odds ratio

Study or subgroup Events Total Events Total Weight IV, random, 95% Cl  Year 1V, random, 95% ClI
McCallum RW 2013 49 72 29 44  551% 1.10 (0.50, 2.44) 2013 —L—
Ejskjaer N 2013 4 66 0 26 5.9% 3.82(0.20, 73.41) 2013
Lembo A 2016 5 135 2 69 17.2% 1.29(0.24,6.82) 2016 —_—t
Camilleri M 2017 25 287 2 104  21.8% 4.87 (1.13,20.92) 2017 —
Total (95% CI) 560 243  100.0% 1.68 (0.81, 3.50) ?
Total events ) 832 33 ) ' t } t {
Heterogeneity: Tau =0.09; Chi"=3.47, df=3 (p=0.32); 1'=14% 0.01 0.1 1 10 100
Test for overall effect: Z=1.39 (p=0.16) More events  More events

in placebo in ghrelin

Supplementary Fig. 3. Forest plot of adverse events linked to hyperglycemia (ghrelin agonist vs placebo).
1V, inverse variance; CI, confidence interval.
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