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SUPPLEMENTARY MATERIAL
Details of SAE
The SAE case of cholecystitis was reported in a female (age 53 years) with a BMI of 34 kg/m2, and was classified as mild in severity. Symptoms first occurred 6 days after semaglutide treatment initiation. The participant initially interrupted semaglutide, and on day 15 discontinued treatment due to unacceptable GI intolerability. This participant was hospitalised 
for one night, 6 months later, with symptoms of cholecystitis, after which the event was considered resolved.















Supplementary tables
Table S1 Glucose-lowering medications at baseline and EOS [image: A screenshot of a computer

Description automatically generated with low confidence]EAS, effectiveness analysis set; EOS, end of study; FAS, full analysis set; n, number of participants; N/A, not applicable.
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Table S2 Change from baseline to EOS in HbA1c by most frequently used medications at baseline
[image: Table

Description automatically generated]
Data are from the EAS.
CI, confidence interval; EAS, effectiveness analysis set; EOS, end of study; n, number of participants; 
SD, standard deviation. 


Table S3 Change from baseline to EOS in HbA1c and body weight by baseline HbA1c subgroup
[image: Table

Description automatically generated]
Data are from the EAS. 
Data not shown for participants with baseline HbA1c <7.0% as the group was not powered for statistical analysis 
(n=9 for HbA1c, n=10 for body weight).
CI, confidence interval; EAS, effectiveness analysis set; EOS, end of study; n, number of participants; 
SD, standard deviation. 


Table S4 Results of prespecified and post hoc sensitivity analyses[image: Table, timeline

Description automatically generated]
*Observed mean at EOS not available as point estimate in MMRM performed at week 30; EOS during the study ran from week 28 to week 38. Participants who did not complete the study, discontinued treatment or were missing information on HbA1c at EOS were excluded from the analysis. Prespecified sensitivity analyses were performed on the FAS using an MMRM to assess the impact of excluded data in the primary analysis, which excluded participants who did not complete the study, discontinued treatment or were missing information on HbA1c at EOS. A post hoc sensitivity analysis was conducted to assess whether the extension of the EOS window due to the COVID-19 pandemic had an impact on the results. This analysis was restricted to patients completing the study within the original visit window (28–38 weeks). A post hoc sensitivity analysis omitting participants with a recorded history of T1D was also performed. 
ANCOVA, analysis of covariance; CI, confidence interval; EAS, effectiveness analysis set; EOS, end of study; FAS, full analysis set; MMRM, mixed model for repeated measurements; n, number of participants; NA, not available; 
SD, standard deviation.

Table S5 Change from baseline to EOS in body weight by most frequently used medications at baseline
[image: Table, timeline

Description automatically generated]
Data are from the EAS.
BW, body weight; CI, confidence interval; EAS, effectiveness analysis set; EOS, end of study; n, number of participants; 
SD, standard deviation. 



Table S6 Baseline characteristics and glucose-lowering medications at baseline and EOS by type of prescriber
[image: A picture containing text, receipt, screenshot

Description automatically generated]
























Data are from the FAS. Values are mean ± SD unless otherwise stated. 
FAS, full analysis set; EOS, end of study; IQR, interquartile range; n, number of participants; SD, standard deviation.

Table S7 Adverse events and severe or documented hypoglycaemic episodes[image: A picture containing text, receipt, screenshot

Description automatically generated]
*The patient experiencing a severe episode of hypoglycaemia also experienced a documented episode in the same month. 
Data are from the FAS.
AE, adverse event; E, event; FAS, full analysis set; GI, gastrointestinal; n/N, number of participants; 
SADR, serious adverse drug reaction.



Table S8 Details of Institutional Review Board
[image: ]The Universitair Medisch Centrum Groningen was the sole ethics committee for the study.

























Supplementary figure
[image: Graphical user interface, application

Description automatically generated]Figure S1 Participant disposition












*Participants who initiated the semaglutide treatment and attended the end of study visit. 
EOS, end of study; GI, gastrointestinal; n, number of participants.
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Observed Observed Mean change
Participants mean HbAic mean HbAic in HbAicfrom

BasSling; medication analysed, n at baseline, at EOS, baseline to [95% €1] pslus
(sD) (sD) EOS (SD)
Metformin
%-point 145 8.5 (1.3) 7.4 (1.1) -1.1(0.1) [-1.3;-1.0] <0.0001
mmol/mol 145 69 (14) 57 (12) -12 (1) [-14:-10] <0.0001
Sulphonylurea
%-point 81 8.7 (1.3) 7.4 (1.1) -1.3 (0.1 =il Ge=1l1] <0.0001
mmol/mol 81 72 (14) 57 (12) -14 (1) [-17;:-12] <0.0001
Basal insulin
%-point 104 8.6 (1.2) 7.6 (1.0) -1.0 (0.1) [-1.2;-0.8] <0.0001
104 70 (14) 60 (11) -11 (1) [-13;-9] <0.0001

mmol/mol
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Participants

Observed mean Observed mean Chisnge frum

Endpoint analysed, n  at baseline (SD) at EOS (SD) baseline to [95% CI] p-value
EOS (SD)
Baseline HbAic 7.0-<9.0%
HbAlc
%-point 112 8.0 (0.5) 7.2 (0.9) -0.8 (0.1) [-1.0;-0.7] <0.0001
mmol/mol 112 64 (6) 55 (9) -9 (1) [-11:-7] <0.0001
Body weight
kg 104 106.2 (19.7) 98.4 (21.5) -7.8 (0.5) [-8.8:-6.7] <0.0001
% 104 - = -7.7 (0.5) [-8.8:-6.7] <0.0001
Baseline HbAic >9.0%
HbAlc
%-point 53 10.2 (1.0) 8.1 (1.2) -2.1(0.2) [-2.4:-1.7] <0.0001
mmol/mol 53 88 (11) 65 (14) -23(2) [-26;-19] <0.0001
Body weight
kg 46 108.7 (18.3) 101.2 (17.5) -7.5(0.9) [-9.3;-5.7] <0.0001
% 46 - - -6.8 (0.8) [-8.4;-5.2] <0.0001
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Participants Observed mean Observed mean Change from

Endpoint . baseline to [95% CI] p-value
analysed, n at baseline (SD) at EOS (SD) EOS (SD)
Prespecified FAS analysis (MMRM) to assess impact of excluding participants discontinuing treatment
HbAl:
%-point 200 8.6 (1.3) NA* -1.2 (0.1) [-1.3;-1.0] <0.0001
mmol/mol 200 71 (14) NA* -13 (1) [-14:-11] <0.0001
Post hoc analysis (ANCOVA) of EAS excluding participants completing later than original EOS window
HbAlc
%-point 159 8.6 (1.3) 7.4 (1.1) -1.2 (0.1) [-1.3;-1.0] <0.0001
mmol/mol 159 70 (14) 58 (12) -13 (1) [-14;-11] <0.0001
Post hoc analysis (ANCOVA) of EAS excluding participants with reported history of T1D
HbAlc
%-point 172 8.6 (1.3) 7.4 (1.1) -1.2 (0.1) [-1.3;-1.0] <0.0001
mmol/mol 172 70 (14) 57 (12) -13 (1) [-15;-11] <0.0001
Body weight

kg 158 107.0 (19.1) 99.3 (20.3) -7.7 (0.5) [-8.7:-6.8] <0.0001
% 158 - - -7.5(0.4) [-8.3:-6.6] <0.0001
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Participants

Observed
mean BW at

Observed
mean BW at

Change in BW
from baseline

1 H 1 0, -
Baseline medication snialysed. i baseline, kg EOS, kg to EOS, kg [95% CI] p-value
(SD) (sb) (sb)
Metformin 133 107.2 (18.4)  99.5 (19.9) -7.5(0.5) [-8.5;-6.5] <0.0001
Sulphonylureas 67 108.8 (18.8)  101.7 (19.6) -6.7 (0.7) [-8.1:-5.3] <0.0001
Basal insulin 96 103.3 (17.7)  94.5 (18.5) -8.7 (0.6) [-9.8:-7.5] <0.0001
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General practitioner

Endocrinology specialist

(n=88) (n=123)
Age, years ($(e) 72 == i) 60.6 £ 10.6
Female, n (%) 53 (60.2) 59 (48.0)
Diabetes duration, median years (IQR) 11.0 (6.8-13.7) 13.4 (9.1-19.4)
HbA1, % 85+1.4 8.7+1.4
HbA:i, mmol/mol 69 £ 15 72 15
Body weight, kg 1057 £ 22.0 104.9 £ 16.7
Body mass index, kg/m? 8617 L1612 35.3+4.6
Number of glucose-lowering medications at baseline 2.0+0.8 2.6 £0.9
Glucose-lowering medications at baseline, n (%)
Metformin 76 (86.4) 99 (80.5)
Sulphonylureas 47 (53.4) 50 (40.7)
Alpha-glucosidase inhibitors 0 (0) 1 (0.8)
Thiazolidinediones 0 (0) 2 (1.6)
Dipeptidyl peptidase-4 inhibitors 4 (4.5) 4 (3.3)
Sodium-glucose co-transporter-2 inhibitor 4 (4.5) 11 (8.9)
Glucagon-like peptide-1 receptor agonists 3(3.4) 10 (8.1)
Basal insulin 38 (43.2) 87 (70.7)
Premixed insulin ik (L) 2 (1.6)
Bolus insulin 3(3.4) 58 (47.2)
No medication 0 (0) 2 (1:6)
Glucose-lowering medications at EOS, n (%)
Metformin 71 (80.7) 103 (83.7)
Sulphonylureas 37 (42.0) 47 (38.2)
Alpha-glucosidase inhibitors 0 (0) 0 (0)
Thiazolidinediones 0 (0) 2 (1.6)
Dipeptidy| peptidase-4 inhibitors IR 1(0.8)
Sodium-glucose co-transporter-2 inhibitor il (@l aly) 9(7.3)
Glucagon-like peptide-1 receptor agonists 0 (0) 1 (0.8)
Basal insulin 35 (39.8) 68 (55.3)
Premixed insulin 28(2:3) 1 (0.8)
Bolus insulin 2:(2.3) 32 (26.0)
No medication 5 (5:7) 6 (4.9)
Starting dose of semaglutide, n (%)
0.25 mg 86 (97.7) 118 (95.9)
0.5 mg 24(213) 5(4.1)
Medical history, n (%)
Hypertension 60 (68.2) 87 (70.7)
Dyslipidaemia 45 (51.1) 93 (75.6)
Coronary heart disease 15 (17.0) 24 (19.5)
Stroke S (G115); 11 (8.9)
Peripheral vascular disease 1L (aloat)) 9(7.3)
Heart failure 4 (4.5) 3(2.4)
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Serious Non-serious Total
n (%) E n (%) E N (%) E
AE 11 (5.2) 14 148 (70.1) 433 154 (73.0) 447
Severity
Mild 4 (1.9) 4 137 (64.9) 354 139 (65.9) 358
Moderate 3 (1.4) 5 36 (17.1) 74 38 (18.0) 79
Severe 5 (2.4) 5 5 (2.4) 5 10 4.7) 10
GI disorders 0 116 (55.0) 226 116 (55.0) 226
Nausea 0 77  (36.5) 90 77 (36.5) 90
Diarrhoea 0 27  (12.8) 30 27 (12.8) 30
Constipation 0 20 (9.5) 21 20 (9.5) 21
SADR 1 (0.5) 1 0 1 (0.5) 1
Severity
Mild 1 (0.5) 1 (0.5) 1
AEs leading to treatment
discontinuation o (BLE) £8 9 (22 LS
Participants with severe or
documented hypoglycaemic 1 (0.5) 1 8* (3.8) 13 8 (4.3) 14

episodes
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Glucose-lowering medications, n (%) Bas(t-;l:n;l(lF)AS) E((?15=(2F11:-S)) Bas(ei:rfs((;E)AS) E(OnS=§-EsI;S))
Metformin 175 (82.9) 174 (82.5) 156 (83.9) 155 (83.3)
Sulphonylureas 97 (46.0) 84 (39.8) 86 (46.2) 76 (40.9)
Alpha-glucosidase inhibitors 1 (0.5) 0 (0) 1(0.5) 0 (0)
Thiazolidinediones 2 (0.9) 2 (0.9) 2(1.1) 2(1.1)
Dipeptidyl peptidase-4 inhibitors 8 (3.8) 2 (0.9) 7 (3.8) 1 (0.5)
Sodium-glucose co-transporter-2 inhibitor 15 (7.1) 10 (4.7) 15 (8.1) 10 (5.4)
Glucagon-like peptide-1 receptor agonists 13 (6.2) 1 (0.5) 11 (5.9) N/A
Basal insulin 125 (59.2) 103 (48.8) 110 (59.1) 87 (46.8)
Premixed insulin 3(1.4) 3(1.4) 2(1.1) 1 (0.5)
Bolus insulin 61 (28.9) 34 (16.1) 51 (27.4) 26 (14.0)
No medication 2 (0.9) 11 (5.2) 1 (0.5) 10 (5.4)





