[bookmark: _Hlk48746764]Supplementary Table 1: Hypoglycemia incidence and event rates prior Gla-300 initiation 
	
	Incidence n, (%)
	Event rate per patient-year

	Hypoglycemia categories
	Overall (n=286) 
	NPH treated (n=205)
	Premix treated (n=81)
	Overall (n=286) 
	NPH treated (n=205)
	Premix treated (n=81)

	Confirmed and/or symptomatic hypoglycemia 
	136 (47.6%)
	87 (42.4%)
	[bookmark: _GoBack]49 (60.5%)
	17.9
	13.1
	30.2

	Nocturnal hypoglycemia
	112 (39.2%)
	70 (34.2%)
	42 (51.9%)
	4.9
	3.9
	7.2

	Severe hypoglycemia
	21 (7.3%)
	11 (5.4%)
	10 (12.4%)
	0.4
	0.3
	0.8



[bookmark: _Hlk48905573][bookmark: _Hlk52623643]Supplementary Table 2:  Diabetes complications and concomitant cardio-vascular diseases at baseline
	
	Overall study
Population
(286)
	NPH pre-treated patient group
(205)
	Premix pre-treated
patient group
(81)

	
	n (%)
	n (%)
	n (%)

	Microvascular complications
   Neuropathy
   Retinopathy
   Nephropathy
   Foot ulcers
   Lower limb amputation
	
238 (83.2)
52 (18.2)
23 (8)
9 (3.1)
6 (2.1)
	
160 (78.0)
24 (11.7)
15 (7.3)
8 (3.9)
5 (2.4)
	
78 (96.3)
28 (34.6)
8 (9.9)
1 (1.2)
1 (1.2)

	Macrovascular complications
   Myocardial infarction
   Stroke/Transitory ischemic stroke
   Ischemic heart disease
   Cerebrovascular disease
   Peripheral arterial disease
	
21 (7.3)
19 (6.6)
86 (30.15)
18 (6.3)
11 (3.8)
	
17 (8.3)
14 (6.8)
54 (23.3)
11 (5.4)
8 (3.9)
	
4 (4.9)
5 (6.2)
32 (39.5)
7 (8.6)
3 (3.7)

	Concomitant cardio-vascular diseases
   Arterial hypertension
   Dyslipidemia
	
225 (78.7)
103 (36.0)
	
161 (78.5)
74 (36.1)
	
64 (79.0)
29 (35.8)
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Supplementary Table 3: Anti-diabetes treatment at baseline

	Treatment
	N (%)
	Daily dose (U/day or mg)
Mean ± SD

	NPH insulin, U/day
	205 (71.7) 
	34.0±14.8

	Prandial insulin, U/day
   Short-acting human insulin
   Rapid-acting insulin lispro
   Rapid-acting insulin aspart
   Rapid-acting insulin glulisine
	98 (34.3)
88
1
6
3
	35.0±13.4 
35.1 ± 13.7
38.0
32.3 ± 14.2
36.0 ± 2.0

	Premixed insulin, U/day
   Insulin lispro 75/25
   Insulin lispro 50/50
   Insulin aspart 70/30
	81 (28.3)
14
19
48
	63.6 ± 18.8 
57.6 ± 16.0
64.8 ± 20.0
64.8 ± 19.1

	OADs, mg
   Metformin
   SUs
      Glibenclamide
      Glicalzide
      Glicalzide MR
      Glimepiride
      Glipizide
   Others
	176 (61.5)
168 (58.7%)
23 (8.0)
1
5
11
5
1
3
	
2077 ± 632

4.0
84.0 ± 32.9
90.0 ± 35.5
3.8 ± 1.5
2.5
-


Supplementary Table 4: Types and mean doses of the prandial insulins used with the introduction of Gla-300 at baseline
	Type of prandial insulin
	N (%)
	Mean dose ± SD 
(mmol/l)

	
	Short-acting human insulin
	
	28 (16.8)
	34.9 ± 12.8

	
	Rapid-acting insulin lispro
	
	22 (13.2)
	27.6± 6.1

	
	Rapid-acting insulin aspart
	
	31(18.6)
	32.1 ± 8.6

	
	Rapid acting insulin glulisine
	
	86 (51.5)
	35.5 ± 13.7

	
	Total
	
	167
	33.7 ± 12.2











Supplementary Table 5:  Mean change in the 7-point SMPG profile per time-point from baseline to week 24 
	
	Baseline
	Week 24
	Mean change 
from baseline to week 24 ± SD 

	SMPG timepoint,
(mmol/L)
	N
	Overall efficacy population
	N
	HPH     pre-treated group
	N
	Premix pre-treated group
	Overall efficacy population
	HPH     pre-treated group
	Premix pre-treated group
	Overall efficacy population
	HPH pre-treated group
	Premix pre-treated group

	Fasting or       pre-breakfast
	214
	11.8 ± 3.0
	155
	11.4 ± 2.8
	59
	12.8 ± 3.2
	8.1 ± 2.2
	7.9 ± 2.0
	8.5 ± 2.6
	-3.8 ± 3.1
	-3.5 ± 2.9
	-4.3 ± 3.7

	2-hrs after breakfast
	213
	11.8 ± 2.2
	154
	11.6 ± 2.8
	59
	12.4 ± 3.1
	9.2 ± 2.2
	9.1 ± 2.1
	9.4 ± 2.5
	-2.6 ± 2.9
	-2.5 ± 2.8
	-3.0 ± 3.1

	Before lunch
	214
	9.9 ± 3.3
	155
	9.9 ± 3.1
	59
	9.9 ± 3.9
	8.2 ± 2.3
	8.2 ± 2.3
	8.1 ± 2.4
	-1.7 ± 3.6
	-1.7 ± 3.2
	-1.8 ± 4.5

	2-hrs after lunch
	214
	11.8 ± 3.2
	155
	11.7 ± 2.9
	59
	11.9 ± 4.0
	9.3 ± 2.5
	9.3 ± 2.5
	9.3 ± 2.6
	-2.5 ± 3.7
	-2.5 ± 3.3
	-2.6 ± 4.5

	Before dinner
	214
	10.1 ± 3.2
	155
	10.2 ± 3.0
	59
	10.0 ± 3.8
	8.2 ± 2.2
	8.2 ± 2.2
	8.0 ± 2.2
	-2.0 ± 3.8
	-1.9 ± 3.5
	-2.0 ± 4.5

	2-hrs after dinner
	212
	11.6 ± 3.1
	153
	11.5 ± 3.0
	59
	11.8 ± 3.5
	9.2 ± 2.4
	9.2 ± 2.6
	9.3 ± 2.1
	-2.4 ± 3.4
	-2.4 ± 3.2
	-2.6 ± 3.8

	At bedtimeAll results are statistically significant with p<0.05
N* - number pf patients with measurement at the respective timepoints to allow evaluation of change

	210
	10.0 ± 3.3
	151
	9.9 ± 3.1
	59
	10.2 ± 3.5
	8.1 ± 1.9
	8.1 ± 1.9
	8.2 ± 1.0
	-1.8 ± 3.5
	-1.7 ± 3.5
	-2.0 ± 3.4
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Supplementary Table 6:  Proportion of patients reaching their individualized HbA1c target by target categories at week 24
	HbA1c target categories (%)
	N
	Patients reaching 
individualized HbA1c, N (%)
	95 % Confidence interval

	≤ 7%
	107
	32 (29.9%)
	21.8 to 39.0%

	7.1-7.5%
	79
	28 (35.4%)
	25.6 to 46.4%

	7.6-8.0%
	50
	23 (46.0%)
	32.7 to 59.7%

	8.1-8.5%
	28
	17 (60.7%)
	42.3 to 77.0%

	>8.5%
	15
	9 (60.0%)
	35.28 to 81.25%
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Supplementary Table 7: Mean change in basal, prandial and total insulin dose from baseline to week 24
	A
	
	Change in Gla-300 dose (U/day)
	Change in Gla-300 dose (U/kg/day)

	Study population 
	N*
	BL
	W24
	Mean change ± SD
	95% CI
	BL
	W24
	Mean change ± SD
	95% CI

	Efficacy population
	279
	32.2
	36.2
	4.0 ± 6.7
	   3.2 - 4.9
	0.37 
	0.42 
	0.05±0.09
	0.04-0.06

	NPH pre-treated
	201
	32.5
	36.0
	3.5 ± 6.9
	2.6 - 4.5
	0.37 
	0.41 
	0.04±0.09
	0.03-0.06

	Premix pre-treated
	78
	31.2
	36.4
	5.2 ± 7.2
	3.6 - 6.9
	0.36
	0.43
	0.07±0.10
	0.05-0.10

	Supplementary Table 7A: Mean change in daily basal (Gla-300) insulin dose from baseline to week 24.


	B
	
	Change in prandial insulin dose (U/day)

	Change in total insulin dose (U/day)


	Study population 
	N*
	BL
	W24
	Mean change ± SD
	95% CI
	BL
	W24
	Mean change ± SD
	95% CI

	Efficacy population
	160
	33.5
	34.2
	0.7 ± 7.7a
	-0.5 to 1.9
	64.7
	69.2 
	4.5 ± 10.6c
	2.9 to 6.2

	NPH pre-treated
	91
	34.6
	34.2
	-0.4 ± 6.5a
	-1.7 to 1.0
	65.7 
	68.1
	2.4 ± 9.4b
	0.4 to 4.3

	Premix pre-treatedSupplementary Table 7B: Mean change in prandial and total daily insulin dose from baseline to week 24. 
N* - number of patients with valid data for basal, prandial and total insulin doses reported at respective visit to allow evaluation of change.                                                                                                           The increase in Gla-300 dose from baseline to week 24 was statistically significant for all patient populations for both metrics: U/day and U/kg/day (p<0.001); a The mean change was not statistically significant (p>0.05); b p=0.05; c p≤0.001; d p=0.02

	69
	32.0
	34.1
	2.1 ± 8.8b
	-0.1 to 4.2
	63.4
	70.7
	7.3 ± 11.5c
	4.5 to10.1






[bookmark: _Hlk49281689]Supplementary Table 8:  Adverse Events per Systems Organ Class (SOC) - safety population
	Systems Organ Class
	AE
N
	Patients*
N                          %

	Any class
	11
	11
	3.85%

	Cardiac disorders
	2
	2
	0.70%

	Cardiac failure
	1
	1
	0.35%

	Cardiac failure acute
	1
	1
	0.35%

	General disorders and administration site conditions
	1
	1
	0.35%

	Pyrexia
	1
	1
	0.35%

	Infections and infestations
	4
	4
	1.40%

	Appendicitis perforated
	1
	1
	0.35%

	Bronchitis
	1
	1
	0.35%

	Pneumonia
	1
	1
	0.35%

	Respiratory tract infection viral
	1
	1
	0.35%

	Nervous system disorders
	3
	3
	1.05%

	Ischemic stroke
	2
	2
	0.70%

	Headache
	1
	1
	0.35%

	Vascular disorders
	1
	1
	0.35%

	Hypertension
	1
	1
	0.35%




Supplementary Table 9:  Mean change in ITSQ scores from baseline to Week 24 in the overall population and per pre-treatment groups
	Study population (n)
	Domain
	Treatment
	Mean ± SD
	95% CI 
lower; upper 
	p - value

	Efficacy population
(n=275)
	Inconvenience

	Before Gla-300 initiation

	61.3 ± 24.8
	
	

	
	
	At week 24
	82.4 ± 17.3
	
	

	
	
	Difference
	21.1 ± 23.0
	18.3 to 23.8
	p<0.001

	
	Lifestyle
	Before Gla-300 initiation
	47.8 ± 22.7
	
	

	
	
	At week 24
	69.8 ± 21.7
	
	

	
	
	Difference
	22.0 ± 23.9
	19.1 to 24.8
	p<0.001

	
	Hypoglycemic control
	Before Gla-300 initiation
	48.1 ± 26.5
	
	

	
	
	At week 24
	77.1 ± 18.3
	
	

	
	
	Difference
	29.0 ± 26.8
	25.9 to 32.2
	p<0.001

	
	Glycemic control
	Before Gla-300 initiation
	43.8 ± 24.1
	
	

	
	
	At week 24
	77.3 ± 18.3
	
	

	
	
	Difference
	33.5 ± 29.0
	30.1 to 37.0
	p<0.001

	
	Delivery system
	Before Gla-300 initiation
	57.9 ± 24.6
	
	

	
	
	At week 24
	80.3 ± 18.9
	
	

	
	
	Difference
	22.4 ± 23.6
	19.6 to 25.2
	p<0.001

	NPH pre-treated population 
(n=199)
	
	Before Gla-300 initiation
	61.8 ± 23.7
	
	

	
	Inconvenience
	At week 24
	83.3 ± 16.1
	
	

	
	
	Difference
	21.5 ± 22.6
	18.4 to 24.7
	p<0.001

	
	
	Before Gla-300 initiation
	49.4 ± 22.3
	
	

	
	Lifestyle
	At week 24
	71.4 ± 20.8
	
	

	
	
	Difference
	21.9 ± 23.2
	18.7 to 25.2
	p<0.001

	
	
	Before Gla-300 initiation
	50.0 ± 25.7
	
	

	
	Hypoglycemic control
	At week 24
	78.1 ± 16.6
	
	

	
	
	Difference
	28.0 ± 26.0
	24.4 to 31.7
	p<0.001

	
	
	Before Gla-300 initiation
	47.1 ± 22.7
	
	

	
	Glycemic control
	At week 24
	78.6 ± 16.3
	
	

	
	
	Difference
	31.5 ± 26.8
	27.8 to 35.3
	p<0.001

	
	
	Before Gla-300 initiation
	58.4 ± 23.6
	
	

	
	Delivery system
	At week 24
	81.4 ± 16.9
	
	

	
	
	Difference
	23.1 ± 23.5
	19.8 to 26.4
	p<0.001

	Premixed insulin         pre-treated population
(n=76)
	
	Before Gla-300 initiation
	60.2 ± 27.8
	
	

	
	Inconvenience
	At week 24
	80.0 ± 19.9
	
	

	
	
	Difference
	19.8 ± 24.1
	14.3 to 25.3
	p<0.001

	
	
	Before Gla-300 initiation
	43.6 ± 23.3
	
	

	
	Lifestyle
	At week 24
	65.6 ± 23.6
	
	

	
	
	Difference
	22.01 ± 25.9
	16.2 to 28.0
	p<0.001

	
	
	Before Gla-300 initiation
	43.1 ± 28.2
	
	

	
	Hypoglycemic control
	At week 24
	74.7 ± 22.0
	
	

	
	
	Difference
	31.7 ± 28.6
	25.1 to 38.2
	p<0.001

	
	
	Before Gla-300 initiation
	35.1 ± 25.7
	
	

	
	Glycemic control
	At week 24
	73.9 ± 22.3
	
	

	
	
	Difference
	38.8 ± 33.6
	31.3 to 46.5
	p<0.001

	
	
	Before Gla-300 initiation
	56.7 ± 27.1
	
	

	
	Delivery system
	At week 24
	77.2 ± 23.4
	
	

	
	
	Difference
	20.5 ± 23.8
	15.0 to 26.0
	p<0.001
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