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[bookmark: _Toc11663642]Table S1. Time in glycaemic ranges (min) by time of day measured by masked CGM at baseline and at 12- and 24-week follow-up. 

	
	Baseline
	12-week follow-up
	24-week follow-up

	Glycaemic range
	Liraglutide
(n=55)
	Placebo
(n=53)
	p-value
	Liraglutide
(n=57)
	Placebo
(n=50)
	p-value
	Liraglutide
(n=52)
	Placebo
(n=47)
	p-value

	Daytime 06.00-21.59

	Hypoglycaemia <3.0 mmol/l
	2.5 (8.7)
0.0 (0.00; 57.8)
	3.0 (16.0)
0.0 (0.0; 115.6)
	0.91
	3.2 (8.3)
0.0 (0.0; 39.7)
	1.2 (4.3)
0.0 (0.0; 22.9)
	0.13
	1.6 (4.6)
0.0 (0.0; 29.5)
	2.9 (7.0)
0.0 (0.0; 33.2)
	0.29

	Hypoglycaemia <3.9 mmol/l
	9.8 (20.7)
0.0 (0.0; 95.3)
	7.5 (18.0)
0.0 (0.0; 115.6)
	0.55
	11.7 (22.8)
0.7 (0.0; 117.4)
	7.5 (14.7)
0.0 (0.0; 66.0)
	0.27
	11.2 (23.3)
0.0 (0.0; 109.7)
	14.5 (28.1)
2.0 (0.0; 159.4)
	0.55

	Time in target 4-7 mmol/l
	143 (131)
107 (0; 535)
	154 (146)
113 (0; 575)
	0.70
	276 (189)
238 (0; 673)
	159 (156)
108 (0; 617)
	0.0009
	278 (194)
231 (0; 745)
	164 (131)
154 (0; 529)
	0.0013

	Time in range 4-10 mmol/l
	427 (228)
463 (3; 839)
	460 (219)
491 (33; 828)
	0.44
	643 (228)
697 (53; 943)
	455 (265)
480 (0; 907)
	0.0002
	641 (249)
704 (85; 1216)
	470 (260)
536 (0; 955)
	0.0014

	Hyperglycaemia >10 mmol/l
	520 (247)
490 (7; 959)
	481 (219)
425 (105; 917)
	0.39
	297 (232)
244 (0; 904)
	500 (272)
497 (46; 1038)
	<.0001
	293 (242)
226 (0; 848)
	460 (262)
422 (48; 988)
	0.0017

	Hyperglycaemia >14 mmol/l
	194 (208)
107 (0; 759)
	162 (178)
77 (0; 725)
	0.39
	78 (132)
15 (0; 533)
	200 (245)
96 (0; 873)
	0.0013
	84 (157)
16 (0; 722)
	165 (206)
76 (0; 875)
	0.030

	Daytime 06.00-23.59

	Hypoglycaemia <3.0 mmol/l
	2.5 (8.7)
0.0 (0.0; 57.8)
	3.0 (16.0)
0.0 (0.0; 116.0)
	0.90
	3.7 (8.6)
0.0 (0.0; 39.7)
	1.2 (4.3)
0.0 (0.0; 22.9)
	0.068
	1.9 (5.1)
0.0 (0.0; 29.5)
	2.9 (7.0)
0.0 (0.0; 33.2)
	0.45

	Hypoglycaemia <3.9 mmol/l
	9.9 (21.0)
0.0 (0.0; 95.3)
	8.5 (20.2)
0.0 (0.0; 130.9)
	0.73
	13.8 (25.6)
3.4 (0.0; 123.7)
	7.7 (14.7)
0.0 (0.0; 66.0)
	0.15
	13.1 (26.4)
0.0 (0.0; 124.5)
	15.2 (28.9)
5.1 (0.0; 165.8)
	0.71

	Time in target 4-7 mmol/l
	157 (145)
117 (0; 612)
	166 (155)
124 (0; 576)
	0.74
	303 (211)
252 (0; 762)
	170 (168)
117 (0; 713)
	0.0006
	302 (214)
245 (0; 855)
	181 (146)
158 (0; 604)
	0.0017

	Time in range 4-10 mmol/l
	465 (255)
502 (3; 943)
	504 (241)
539 (33; 891)
	0.41
	716 (258)
791 (54; 1063)
	500 (291)
540 (0; 1023)
	0.0001
	710 (273)
759 (85; 1245)
	517 (289)
553 (0; 1058)
	0.0012

	Hyperglycaemia >10 mmol/l
	605 (274)
596 (7; 1071)
	558 (245)
505 (165; 1032)
	0.36
	346 (262)
285 (0; 1025)
	579 (304)
568 (46; 1163)
	<.0001
	347 (273)
293 (0; 965)
	536 (293)
527 (80; 1105)
	0.0016

	Hyperglycaemia >14 mmol/l
	236 (237)
156 (0; 869)
	196 (205)
100 (0; 797)
	0.36
	94 (150)
21 (0; 592)
	236 (280)
96 (0; 1008)
	0.0011
	101 (184)
22 (0; 834)
	195 (239)
89 (0; 984)
	0.029

	Night-time 22.00-05.59

	Hypoglycaemia <3.0 mmol/l

	0.3 (1.5)
0.0 (0.0, 8.0)
	2.5 (12.4)
0.0 (0.0; 85.1)
	0.22
	3.1 (9.3)
0.0 (0.0; 46.5)
	0.3 (1.4)
0.0 (0.0; 8.0)
	0.030
	1.9 (5.2)
0.0 (0.0; 29.6)
	1.5 (9.1)
0.0 (0.0; 62.1)
	0.84

	Hypoglycaemia <3.9 mmol/l

	4.7 (18.5)
0.0 (0.0; 133.7)
	6.9 (22.1)
0.0 (0.0; 128.7)
	0.59
	9.8 (24.8)
0.0 (0.0; 156.7)
	4.1 (9.3)
0.0 (0.0; 40.0)
	0.13
	8.3 (15.2)
0.0 (0.0; 65.0)
	4.8 (11.6)
0.0 (0; 66.2)
	0.21

	Time in target 4-7 mmol/l

	76 (86)
44 (0; 328)
	67 (73)
54 (0; 283)
	0.55
	146 (129)
122 (0; 458)
	66 (78)
39 (0; 369)
	0.0002
	152 (129)
121 (0; 461)
	80 (93)
60 (0; 392)
	0.0022

	Time in range 4-10 mmol/l

	204 (141)
196 (0; 473)
	218 (130)
196 (7; 465)
	0.59
	324 (136)
362 (8; 555)
	214 (143)
228 (0; 486)
	0.0001
	319 (130)
327 (8; 541)
	225 (152)
221 (0; 518)
	0.0017

	Hyperglycaemia >10 mmol/l

	272 (139)
258 (0; 501)
	264 (137)
291 (17; 489)
	0.77
	150 (139)
92.4 (0; 476)
	257 (149)
251 (15; 504)
	0.0003
	164 (138)
154 (0; 556)
	263 (164)
260 (0; 634)
	0.0020

	Hyperglycaemia >14 mmol/l

	115 (113)
79 (0; 405)
	97 (98)
62 (0; 334)
	0.36
	46 (81)
0 (0; 305)
	113 (133)
58 (0; 458)
	0.0019
	49 (101)
6 (0; 471)
	99 (117)
58 (0; 462)
	0.025

	Night-time 00.00-05.59

	Hypoglycaemia <3.0 mmol/l
	0.4 (1.5)
0.0 (0.0; 8.0)
	2.4 (12.3)
0.0 (0.0; 85.1)

	0.23
	2.6 (8.5)
0.0 (0.0; 39.8)

	0.3 (1.4)
0.0 (0.0; 8.0)
	0.063
	1.5 (4.7)
0.0 (0.0; 29.6)

	1.4 (9.1)
0.0 (0.0; 62.1)

	0.97

	Hypoglycaemia <3.9 mmol/l
	4.6 (18.0)
0.0 (0.0; 129.7)

	6.0 (19.4)
0.0 (0.0; 113.5)

	0.72
	7.8 (19.8)
0.0 (0.0; 112.6)

	3.8 (8.5)
0.0 (0.0; 40.0)

	0.21
	6.5 (13.4)
0.0 (0.0; 64.6)
n=52
	4.1 (10.9)
0.0 (0.0; 62.1)

	0.34

	Time in target 4-7 mmol/l
	63 (73)
29 (0; 267)

	54 (62)
47 (0; 254)

	0.51
	119 (104)
98 (0; 364)

	55 (66)
26 (0; 274)

	0.0003
	128 (106)
104 (0; 350)

	63 (75)
44 (0; 309)

	0.0010

	Time in range 4-10 mmol/l
	166 (115)
164 (0; 355)

	174 (101)
170 (1; 361)

	0.70
	252 (106)
295 (7; 426)

	169 (112)
186 (0; 373)

	0.0002
	250 (97)
256 (0; 420)

	178 (121)
176 (0; 401)

	0.0017

	Hyperglycaemia >10 mmol/l
	187 (114)
167 (0; 375)

	187 (105)
190 (8; 380)

	0.98
	101 (107)
53 (0; 355)

	179 (116)
170 (0; 378)

	0.0006
	110 (102)
105 (0; 406)

	187 (127)
192 (0; 444)
	0.0016

	Hyperglycaemia >14 mmol/l
	73 (83)
36 (0; 299)

	62 (67)
36 (0; 231)

	0.44
	31 (62)
0 (0; 237)

	77 (95)
37 (0; 332)
n=50
	0.0033
	33 (75)
1 (0; 347)
n=52
	69 (84)
39 (0; 307)
n=47
	0.025

	Mean (SD) / Median (Min; Max) is presented.
For comparison between groups  Fisher´s Non-Parametric Permutation Test was used.





[bookmark: _Toc11663643]Table S2. Baseline predictors for time in hypoglycaemia <3.0 and <3.9 mmol/l at 12- and 24-week follow-up.

	Baseline predictor
	Relative change in percent time in hypoglycaemia per unit increase in baseline predictor (95% CI)

	
	Hypoglycaemia < 3.0 mml/l
	Hypoglycaemia < 3.9 mml/l

	
	Week 12*
	Week 24**
	Week 12***
	Week 24****

	
	Liraglutide
	Placebo
	Interaction
p-value
	Liraglutide
	Placebo
	Interaction
p-value
	Liraglutide
	Placebo
	Interaction
p-value
	Liraglutide
	Placebo
	Interaction
p-value

	Abdominal sagittal diameter (cm)
	0.90 (0.74; 1.11)
p=0.33
	1.14 (0.94; 1.39)
p=0.18
	p=0.10
	1.10 (0.89; 1.37)
p=0.37
	1.05 (0.89; 1.24)
p=0.58
	p=0.70
	0.96 (0.85; 1.09)
p=0.55
	1.01 (0.89; 1.15)
p=0.85
	p=0.58
	1.00 (0.84; 1.18)
p=1.00
	1.02 (0.95; 1.10)
p=0.58
	p=0.81

	Adiponectin (mg/l)
	0.97 (0.79; 1.20)
p=0.80
	0.54 (0.32; 0.91)
p=0.021
	p=0.042
	1.10 (0.82; 1.47)
p=0.51
	0.89 (0.72; 1.11)
p=0.29
	p=0.26
	1.00 (0.85; 1.17)
p=0.99
	0.80 (0.61; 1.06)
p=0.12
	p=0.17
	0.94 (0.82; 1.08)
p=0.42
	1.06 (0.87; 1.30)
p=0.57
	p=0.36

	Age (years)
	1.06 (0.94; 1.19)
p=0.34
	1.09 (0.93; 1.28)
p=0.29
	p=0.76
	1.00 (0.95; 1.05)
p=0.99
	0.95 (0.91; 0.99)
p=0.013
	p=0.11
	1.06 (0.99; 1.14)
p=0.083
	1.03 (0.97; 1.10)
p=0.27
	p=0.57
	0.98 (0.94; 1.03)
p=0.46
	0.97 (0.94; 1.00)
p=0.040
	p=0.61

	BMI (kg/m2)
	0.93 (0.81; 1.08)
p=0.34
	1.14 (0.92; 1.43)
p=0.23
	p=0.12
	1.09 (0.96; 1.24)
p=0.19
	1.09 (0.94; 1.27)
p=0.25
	p=0.98
	0.95 (0.86; 1.05)
p=0.31
	1.01 (0.88; 1.17)
p=0.87
	p=0.46
	1.02 (0.91; 1.13)
p=0.78
	1.05 (0.97; 1.14)
p=0.20
	p=0.57

	CGM SD (mmol/l)
	1.62 (0.73; 3.58)
p=0.23
	0.14 (0.01; 1.79)
p=0.13
	p=0.080
	0.52 (0.21; 1.33)
p=0.17
	2.53 (1.30; 4.92)
p=0.0070
	p=0.0008
	1.49 (0.86; 2.58)
p=0.15
	1.79 (0.91; 3.54)
p=0.093
	p=0.67
	1.67 (1.08; 2.57)
p=0.021
	2.05 (1.28; 3.27)
p=0.0032
	p=0.42

	CGM mean (mmol/l)
	0.86 (0.65; 1.15)
p=0.30
	0.93 (0.64; 1.37)
p=0.72
	p=0.69
	0.72 (0.52; 0.98)
p=0.040
	1.33 (0.80; 2.21)
p=0.27
	p=0.0037
	0.91 (0.72; 1.16)
p=0.44
	0.98 (0.71; 1.36)
p=0.91
	p=0.62
	0.90 (0.74; 1.09)
p=0.26
	1.09 (0.77; 1.55)
p=0.61
	p=0.22

	Diabetes duration (years)
	1.00 (0.94; 1.08)
p=0.91
	1.03 (0.93; 1.15)
p=0.54
	p=0.65
	1.01 (0.96; 1.07)
p=0.70
	1.00 (0.96; 1.04)
p=0.96
	p=0.74
	0.99 (0.94; 1.05)
p=0.83
	1.04 (0.99; 1.10)
p=0.11
	p=0.22
	1.02 (0.98; 1.07)
p=0.37
	1.02 (0.99; 1.06)
p=0.18
	p=0.97

	Fasting C-peptide (nmol/l)
	0.26 (0.06; 1.09)
p=0.066
	0.63 (0.26; 1.51)
p=0.30
	p=0.30
	0.35 (0.06; 1.92)
p=0.22
	0.23 (0.01; 5.17)
p=0.35
	p=0.81
	0.43 (0.14; 1.33)
p=0.14
	0.28 (0.10; 0.75)
p=0.012
	p=0.58
	0.16 (0.04; 0.59)
p=0.0064
	0.21 (0.06; 0.76)
p=0.019
	p=0.78

	Fasting pro-insulin (pmol/l)
	0.97 (0.93; 1.01)
p=0.14
	1.00 (0.98; 1.01)
p=0.79
	p=0.20
	0.92 (0.87; 0.98)
p=0.0098
	1.00 (0.95; 1.04)
p=0.89
	p=0.045
	0.98 (0.96; 1.01)
p=0.18
	0.99 (0.97; 1.01)
p=0.39
	p=0.59
	0.91 (0.87; 0.96)
p=0.0004
	0.98 (0.95; 1.01)
p=0.19
	p=0.021

	Female sex
	1.07 (0.36; 3.19)
p=0.90
	0.39 (0.06; 2.51)
p=0.32
	p=0.38
	1.06 (0.34; 3.27)
p=0.92
	1.57 (0.36; 6.76)
p=0.54
	p=0.68
	1.06 (0.48; 2.38)
p=0.88
	0.28 (0.10; 0.81)
p=0.019
	p=0.068
	1.22 (0.59; 2.53)
p=0.60
	1.14 (0.55; 2.39)
p=0.72
	p=0.91

	HbA1c (IFCC) (mmol/mol)
	1.04 (1.00; 1.09)
p=0.072
	0.95 (0.88; 1.01)
p=0.12
	p=0.023
	0.99 (0.93; 1.05)
p=0.71
	1.06 (1.00; 1.14)
p=0.065
	p=0.058
	1.03 (0.99; 1.07)
p=0.12
	1.00 (0.95; 1.05)
p=0.95
	p=0.36
	1.01 (0.98; 1.04)
p=0.68
	1.04 (0.98; 1.10)
p=0.18
	p=0.32

	Metformin usage
	3.00 (0.88; 10.27)
p=0.080
	5.66 (0.92; 34.68)
p=0.061
	p=0.57
	0.61 (0.19; 1.97)
p=0.40
	1.32 (0.19; 9.21)
p=0.78
	p=0.51
	1.85 (0.76; 4.54)
p=0.18
	1.47 (0.52; 4.14)
p=0.46
	p=0.75
	0.84 (0.35; 2.01)
p=0.69
	1.06 (0.50; 2.23)
p=0.87
	p=0.69

	Percent meal insulin of total insulin
	0.03 (0.00; 10.27)
p=0.24
	0.40 (0.00; 37.62)
p=0.69
	p=0.50
	0.12 (0.00; 4.13)
p=0.24
	0.01 (0.00; 1.58)
p=0.072
	p=0.36
	0.37 (0.00; 28.57)
p=0.65
	0.11 (0.02; 0.78)
p=0.027
	p=0.63
	1.04 (0.17; 6.40)
p=0.96
	0.15 (0.01; 2.57)
p=0.19
	p=0.25

	Total daily meal and basal insulin (Units)
	0.99 (0.98; 1.00)
p=0.045
	1.00 (0.99; 1.02)
p=0.59
	p=0.13
	1.00 (0.99; 1.01)
p=0.74
	1.02 (0.99; 1.04)
p=0.20
	p=0.19
	0.99 (0.99; 1.00)
p=0.15
	1.01 (1.00; 1.02)
p=0.25
	p=0.066
	1.00 (0.99; 1.01)
p=0.44
	1.00 (0.99; 1.01)
p=0.96
	p=0.55

	Treatment Satisfaction Status Scale 
	1.08 (1.00; 1.17)
p=0.058
	0.97 (0.89; 1.07)
p=0.58
	p=0.094
	1.10 (1.02; 1.18)
p=0.011
	1.08 (0.95; 1.22)
p=0.26
	p=0.77
	1.06 (1.00; 1.13)
p=0.054
	1.01 (0.95; 1.08)
p=0.76
	p=0.24
	1.06 (1.01; 1.13)
p=0.026
	1.03 (0.99; 1.08)
p=0.16
	p=0.38

	Waist circumference (cm)
	0.94 (0.90; 0.99)
p=0.014
	1.05 (0.99; 1.12)
p=0.11
	p=0.0064
	1.01 (0.95; 1.08)
p=0.75
	1.01 (0.97; 1.04)
p=0.72
	p=0.92
	0.96 (0.94; 0.99)
p=0.013
	1.02 (0.99; 1.06)
p=0.24
	p=0.014
	1.00 (0.95; 1.04)
p=0.82
	1.00 (0.98; 1.02)
p=1.00
	p=0.83

	Waist-hip-ratio 
(per 0.05 units)
	0.89 (0.59; 1.33)
p=0.56
	2.07 (1.04; 4.12)
p=0.039
	p=0.037
	0.98 (0.72; 1.35)
p=0.91
	1.55 (0.80; 3.00)
p=0.19
	p=0.23
	0.88 (0.64; 1.21)
p=0.43
	1.59 (1.12; 2.24)
p=0.0096
	p=0.014
	1.02 (0.76; 1.36)
p=0.91
	0.94 (0.71; 1.24)
p=0.66
	p=0.71

	Weight (kg)
	0.96 (0.91; 1.02)
p=0.19
	1.04 (0.98; 1.09)
p=0.19
	p=0.071
	1.01 (0.97; 1.04)
p=0.75
	1.00 (0.97; 1.03)
p=0.87
	p=0.89
	0.98 (0.94; 1.01)
p=0.17
	1.02 (0.99; 1.04)
p=0.19
	p=0.063
	0.99 (0.96; 1.02)
p=0.57
	1.00 (0.99; 1.02)
p=0.73
	p=0.51

	* Adjusted for CGM mean at week 12 and time in hypoglycaemia< 3.0 at baseline. 
** Adjusted for CGM mean at week 24 and time in hypoglycaemia< 3.0 at baseline.
*** Adjusted for CGM mean at week 12 and time in hypoglycaemia< 3.9 at baseline.
**** Adjusted for CGM mean at week 24 and time in hypoglycaemia< 3.9 at baseline.
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