d mJ Greco C, et al.

Experimental Control Mean Difference Mean Difference
of Mean  SD Total Mean SD Total , 95% C1_ Year IV, Fixed, 95% C1
2.2.1 Exenatide
Jaiswal 2006 70 12 22 77 10 24 141% -7.00[13.41,-0.59] 2006
Subtotal (95% CI) 22 24 14.41% -7.00[-13.41,.0.59] g

Heterogeneity: Not applicable
Test for overall effect Z= 214 (P=0.03)

2.2.2 Liraghttide

Kumarathurai 2017 7403 1209 30 7471 952 30 191% -068[6.19,483] 2017 ——
Brock 2019 792 12 19 783 75 20 145% 090F542,7.22) 2019 ——
Hansen 2019 72 115 50 709 9 49 351% 110(296,516] 2019 ——
Nystrom 2019 na 99 33 727 129 29 173% -150}7.28,428] 2019 —
Subtotal (95% CI) 132 128  85.9% 0.15[-2.45,2.74) 0
Heterogeneity. Chi*= 0.66, df= 3 (P = 0.88), P= 0%

Test for overall effect Z=0.11 (P=091)

Total (95% C1) 154 152 100.0%  -0.86 [.3.26, 1.55)

.20 -10 10 20
Favours [experimental] Favours [control]

B

Heterogeneity Chi*= 476, df= 4 (P=031),F=16%
Test for overall effect Z=0.70 (P = 0.48)
Test for subgroup differences. Chi*= 410, df=1 (P=0.04), "= 756%

Supplementary Fig. 3. Heart rate (HR) mean difference after the glucagon-like peptide 1 receptor chronic administration com-
paring study and control groups. HR was not significantly different between study and control groups (mean difference, —0.86;
95% confidence interval [CI], -3.26 to 1.55; I*=16%; P=0.480) in five of the six studies. SD, standard deviation; IV, inverse vari-
ance.

Before Afer Std. Mean Difference Std. Mean Difference
Study of Subgroup  Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI_Year N, 95% C1
1.6.1 Exenatide
Jaiswal 2006 4 2% 2 4 2% 22 196% 0121048,0.71] 2006 ?
Subtotal (95% C1) 2 22 196% 0.12[-0.48,0.71]
Heterogeneity. Not applicable
Test for overall effect Z= 0.38 (P = 0.70)
1.6.2 Liraglutide
Kumarathurai 2017 12063 3054 30 9559 2704 30 199% 1.16[0861,1.71] 2017 ——
Nystrom 2019 3162 24 33 3467 257 33 201%  -1.21F1.74,-068) 2019 ——
Brock 2019 1025 321587 19 04 456446 19 192% 0.21 (0.43,085] 2019 -1
Hansen 2019 302 460048 50 243 365044 S0 21.1% 0.14 -0.25,053] 2019 > -
Subtotal (95% CI) 132 132 804% 0.07 [-0.85, 1.00) =
Heterogeneity: Tau® = 0.81; Chi*= 38 22, df= 3 (P < 0.00001); P = 92%
Test for overall effect Z=0.16 (P = 0.88)
Total (95% C1) 154 154 100.0% 0.08 [-0.65, 0.81] *
Heterogeneity: Tau® = 0.62, Chi" = 38.25, df = & (P < 0.00001); = 90% 4y 5] 3 H i
Test for overall effect Z= 0.22 (P = 0.83) Ater Before

Test for subgroup differences: Chi*= 0.01,df=1 (P=0.94), "= 0%

Supplementary Fig. 4. Standard deviations of RR interval (SDNN) mean difference considering before and after the glucagon-
like peptide 1 receptor cchronic administration. After chronic treatment, SDNN did not significantly change (standard mean dif-
ference, 0.08; 95% confidence interval [CI], -0.65 to 0.81; P=0.830). SD, standard deviation; IV, inverse variance.
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