Supplementary tables and figures

Table S1. Risk of bias assessment of the RCTs according to RoB 2 tool.

Bias due to

Bias arising from .. Bias due to Bias in Bias in selection of .
L deviations from . Overall risk of
Study the randomisation intended missing outcome measurement of the reported bias
process . . data the outcome result
interventions
Jeppesen et al, 2011 Low Low Low Low Low
Low

[27]
Jeppesen et al, 2012 Low Low Low Low Low Low

[28]

Abbreviations: RCT, randomized controlled trial.




Table S2. Risk of bias assessment of the observational studies according to ROBINS-I tool.

Bias in Bias in t E;IaS. dtge to - Bias in
Bias due to selection of meas_u_rem_en eviations Bias due to selection of .
Study . - classification from o measurement Overall bias
confounding | participants . missing data the reported
. of intended of outcomes
into the study | . . . i result
interventions | interventions
Joly et al, 2019 [41] Low Low Low Low Low Low Low Low
Martin et al, 2020 [42] Moderate Moderate Low Low Low Low Low Moderate
O’Keefe et al, 2013 Low Low Low Low Low Low Low
Low
[43]
Pevny et al, 2018 [44] Low Low Low Low Low Low Low Low
Puello et al, 2020 [45] Low Low Low Low Moderate Low Low Moderate
Schoeler et al, 2018 Moderate Moderate Moderate Low Low Low Low Moderate
[46]
Schwartz et al, 2016 Moderate Moderate Low Low Low Low Low Moderate
[47]
Solar et al, 2020 [48] Moderate Moderate Low Low Low Low Low Moderate




Figure S1. Forest plot for the evaluation of the difference in response rate between the teduglutide and the

placebo group in the available RCTs.

0.
Treatment Control Diff. in response rate  Weight
Study Resp. Nonresp. Resp. Nonresp. with 95% CI (%)
Jeppesen et al, 2011 24 32 1 14 . 0.36[0.18, 0.54] 56.70
Jeppesen etal, 2012 27 12 13 26 : 0.36[0.15, 0.57]  43.30
Overall <:>— 0.36 [ 0.22, 0.50]

Heterogeneity: T = 0.00, I” = 0.00%, H’ = 1.00
Test of 8 =0;: Q(1) =0.00, p = 0.98
Testof 8=0:z=5.19, p=0.00

Abbreviations: ClI, confidence interval; Diff., difference; RCT, randomized controlled trial; Resp.,

responders; Non resp., non responders.



Figure S2. Subgroup analysis for the comparison of the response rate at 6 months in observational studies
and RCTs.

Study Responders Total Response rate 95%-Cl Weight
Jeppesen et al, 2011 24 56 —_— 0.43 [0.30;0.57] 18.7%
Jeppesen et al, 2012 27 39 — 0.69 [0.52;0.83] 18.0%
—_—
Joly et al, 2019 46 54 — 0.85 [0.73;0.93] 18.7%
Pevny et al, 2018 10 17 — s 0.59 [0.33;0.82] 15.4%
Schoeler et al, 2018 4 12 0.33 [0.10;0.65] 13.9%
Solar et al, 2020 14 17 __._7 0.82 [0.57;0.96] 15.4%
—_—
Random effects model 195 ..—:_—_—_,_,_,——_ 0.64 [0.45; 0.81] 100.0%

I T T T T 1
0.2 0.4 0.6 0.8 1

Heterogeneity: /2 = 83%, 1° = 0.0407, p < 0.01
Test for subgroup differences: ﬁ =0.46,df=1(p=0 EO)

Abbreviations: Cl, confidence interval; RCT, randomized controlled trial.



Figure S3. Forest plot for the evaluation of the difference in response rate between the teduglutide and the
placebo group in the available RCTs, after the exclusion of the patients treated with a teduglutide dosing

schedule of 0.1 mg/kg/day.

Treatment Control Diff. in response rate  Weight
Study Resp. Nonresp. Resp. Nonresp. with 95% CI (%)
Jeppesen etal, 2011 16 11 1 14 ; 0.53[0.30, 0.75]  46.54
Jeppesenetal, 2012 27 12 13 26 : 0.36 [ 0.15, 0.57] 53.46

Overall

Heterogeneity: T = 0.00, I’ = 13.00%, H> = 1.15
Testof 8 =0;: Q(1) =1.15,p =0.28

Testof 8=0:z=5.24, p=0.00

_— 0.44 [ 0.27, 0.60]

Abbreviations: ClI, confidence interval; Diff., difference; RCT, randomized controlled trial; Resp.,

responders; Non resp., non responders.



Figure S4. Forest plot for the estimation of response rate at 6 months, 1 year, and > 2 years, after the
exclusion of the patients treated with a teduglutide dosing schedule of 0.1 mg/kg/day.

Study Responders Total Response rate 95%-Cl Weight
Jeppesen et al, 2011 16 27 —-—— 0.59 [0.39;0.78] 8.2%
Jeppesen et al, 2012 27 39 —'—— 0.69 [0.52;0.83] 9.5%
Joly et al, 2019 46 54 -—'— 0.85 [0.73;0.93] 10.5%
Pevny et al, 2018 10 17 —_— 0.59 [0.33;0.82] 6.6%
Schoeler et al, 2018 4 12 + 0.33 [0.10;0.65] 5.4%
Solar et al, 2020 14 17 ——'— 0.82 [0.57;0.96] 6.6%
Martin et al, 2020 26 31 ——'— 0.84 [0.66;0.95] 8.7%
O' Keefe et al, 2013 17 20 ——0— 0.85 [0.62;0.97] 7.2%
Pevny et al, 2018 0 M e 0.91 [0.59;1.00] 51%
Puello et al, 2020 12 16 —'— 0.75 [0.48; 0.93] 6.4%
Schoeler et al, 2018 6 11 : 0.55 [0.23;0.83] 5.1%
Pevny et al, 2018 7 7 ——< 1.00 [0.59;1.00] 3.8%
Puello et al, 2020 10 13 —'— 0.77 [0.46;095] 57%
Schwartz et al, 2016 48 65 —E= 0.74 [0.61;0.84] 11.0%
-<::::’-
I T T T T 1
0 0.2 0.4 0.6 0.8 1

Abbreviations: Cl, confidence interval.



Figure S5. Subgroup analysis for the comparison of the response rate at 6 months in observational studies
and RCTs, after the exclusion of the patients treated with a teduglutide dosing schedule of 0.1 mg/kg/day.

Study Responders Total Response rate 95%-Cl Weight
Jeppesen et al, 2011 16 27 —'—‘— 0.59 [0.39;0.78] 17.5%
Jeppesen et al, 2012 27 39 — 0.69 [0.52;0.83] 19.2%
<¢.-
Joly et al, 2019 46 54 — e 0.85 [0.73;0.93] 20.4%
Pevny et al, 2018 10 17 — 0.59 [0.33;0.82] 15.0%
Schoeler et al, 2018 4 12 + 0.33 [0.10;0.65] 13.0%
Solar et al, 2020 14 17 — 0.82 [0.57;0.96] 15.0%
G—
Random effects model 166 <‘:>- 0.68 [0.53; 0.81] 100.0%

I T I T T 1
0.2 0.4 0.6 0.8 1

Heterogeneity: 17 = 70%, 1% = 0.0223, p < 0.01
Test for subgroup differences: ﬁ =0.04,df=1(p= O.QA)

Abbreviations: Cl, confidence interval; RCT, randomized controlled trial.



Figure S6. Forest plot for the estimation of the weaning rate at 6 months, 1 year, and > 2 years, after the
exclusion of the patients treated with a teduglutide dosing schedule of 0.1 mg/kg/day.

Study Weaned Total ) Weaning rate 95%-Cl Weight

27 —— 0.07 [0.01;024] 7.6%

Jeppesen et al, 2011 2

Jeppesen et al, 2012 0 39 — 0.00 [0.00;0.09] 8.4%
Joly et al, 2019 13 54 — 0.24 [0.13;0.38] 9.0%
Pevny et al, 2018 2 17— 012 [0.01:0.36] 6.4%
Puello et al, 2020 4 18 —FH— 0.22 [0.06;0.48] 6.5%
Schoeler et al, 2018 0 12— 0.00 [0.00;026] 5.4%
Solar et al, 2020 717 — 041 [0.18;067] 6.4%
Martin et al, 2020 9 31 e 0.29 [0.14;0.48] 7.9%
O' Keefe et al, 2013 3 20 —F— 015 [0.03;0.38] 6.8%
Pevny et al, 2018 2 11— 0.18 [0.02;0.52] 5.2%
Puello et al, 2020 3 16 ——— 0.19 [0.04;046] 6.2%
Schoeler et al, 2018 2 1M —— 0.18 [0.02;052] 52%
Pevny et al, 2018 2 7 : 0.29 [0.04;0.71] 4.0%
Puello et al, 2020 4 13 L 0.31 [0.09;061] 5.6%
Schwartz et al, 2016 13 65  ———— 0.20 [0.11;032] 9.3%

Abbreviations: Cl, confidence interval.



