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Table S1 Insulin-naïve group patient disposition 
	Characteristic
	Initiated Gla-300 (n = 719)
	Initiated Gla-100 (n = 711)
	p value

	Age, years
	61.7 ± 10.4
	63.0 ± 11.1
	0.025

	Male
	540 (75.1)
	400 (56.3)
	<0.001

	Country
	
	
	0.908

	    Germany
	250 (34.8)
	249 (35.0)
	

	    Spain
	236 (32.8)
	226 (31.8)
	

	    France
	233 (32.4)
	236 (33.2)
	

	Race/ethnicity
	
	
	0.019

	    European
	676 (94.0)
	627 (88.2)
	

	     North African
	19 (2.6)
	40 (5.6)
	

	    Other/mixed/declined to answer
	24 (3.3)
	44 (6.2)
	

	CCIa
	0.6 ± 1.1
	0.7 ± 1.3
	0.222

	BMI prior to switch, kg/m2
	29.4 ± 5.1 (n = 591)
	28.7 ± 3.9 (n = 586)
	0.008

	A1C, %
	8.65 ± 1.10
	8.71 ± 1.13
	0.373

	Any hypoglycemia
	93/653 (14.2)
	64/642 (10.0)
	0.059

	    Events per patient in 6 months
	0.35 ± 1.23 (n = 642)
	0.22 ± 0.86 (n = 637)
	0.024

	Severe hypoglycemia
	24/637 (3.8)
	18/632 (2.8)
	0.360

	    Events per patient in 6 months
	0.05 ± 0.27 (n = 637)
	0.04 ± 0.24 (n = 632)
	0.389

	Prior comorbidities 
	
	
	

	    Hypertension
	521 (72.5)
	458 (64.4)
	0.001

	    Obesity/morbid obesity
	171 (23.8)
	135 (19.0)
	0.027

	    Depression
	54 (7.5)
	104 (14.6)
	<0.001

	    Congestive heart failure
	41 (5.7)
	50 (7.0)
	0.303

	    T2D with chronic complication
	85 (11.8)
	68 (9.6)
	0.167

	    Renal disease
	62 (8.6)
	58 (8.2)
	0.751

	    Myocardial infarction
	38 (5.3)
	59 (8.3)
	0.023

	    Nephropathy due to diabetes 
	47 (6.5)
	36 (5.1)
	0.233

	    TIA/stroke
	20 (2.8)
	18 (2.5)
	0.769

	    Foot or leg ulcer
	4 (0.6)
	13 (1.8)
	0.026
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	    Metformin
	482 (67.0)
	441 (62.0)
	0.048

	    DPP-4 inhibitor
	232 (32.3)
	189 (26.6)
	0.018

	    Sulfonylurea
	193 (26.8)
	216 (30.4)
	0.139

	    GLP-1RA 
	70 (9.7)
	74 (10.4)
	0.673

	    SGLT-2 inhibitor
	54 (7.5)
	51 (7.2)
	0.807

	    Fixed combinations
	
	
	

	        DPP-4 inhibitor + metformin
	195 (27.1)
	184 (25.9)
	0.595

	        SGLT-2 inhibitor + metformin
	12 (1.7)
	15 (2.1)
	0.540

	        Sulfonylurea + metformin
	21 (2.9)
	28 (3.9)
	0.290

	        SGLT-2 inhibitor + DPP-4 inhibitor
	4 (0.6)
	8 (1.1)
	0.238

	Hospitalized in past 6 months, mean (SD)
	0.4 ± 1.2 (n = 663)
	0.8 ± 1.8 (n = 645)
	<0.001


Data are expressed as mean ± SD, n (%), or n/N (%) in case of missing data
A1C hemoglobin A1c, BIA basal insulin analog, BMI body mass index, CCI Charlson Comorbidity Index, DPP-4 dipeptidyl peptidase-4, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL, GLP-1RA glucagon-like peptide 1 receptor agonist, NPH neutral protamine Hagedorn, SD standard deviation, TIA transient ischemic attack, SGLT2 sodium-glucose transport protein 2, T2D type 2 diabetes
aExcluding diabetes and diabetes with complications


Table S2 Diabetes medications after switching to Gla-300 or Gla-100
	
	Switched to Gla-300 (n = 679)
	Switched to Gla-100 (n = 429)
	p value

	Bolus/meal-time insulin
	195 (28.7)
	116 (27.0)
	0.545

	Metformin
	337 (49.6)
	202 (47.1)
	0.409

	DPP-4 inhibitor
	88 (13.0)
	63 (14.7)
	0.415

	Sulfonylurea
	30 (4.4)
	24 (5.6)
	0.376

	GLP-1 receptor agonist
	37 (5.4)
	17 (4.0)
	0.263

	SGLT-2 inhibitor
	30/456 (6.6) 
	18/313 (5.8) 
	0.641

	Fixed combinations
	
	
	

	    DPP-4 inhibitor + metformin
	65 (9.6)
	23 (5.4)
	0.012

	    SGLT-2 inhibitor + metformin
	12/456 (2.6) 
	8/313 (2.6) 
	0.948

	    Sulfonylurea + metformin
	9 (1.3)
	2 (0.5)
	0.160

	    SGLT-2 inhibitor + DPP-4 inhibitor
	4/456 (0.9)
	3/313 (1.0) 
	0.907


Data are expressed as n (%) or n/N (%) in case of missing data
DPP-4 dipeptidyl peptidase-4, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL, GLP-1RA glucagon-like peptide 1 receptor agonist, SGLT2 sodium-glucose transport protein 2


Table S3 Diabetes medications after initiating Gla-300 or Gla-100
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	Initiated Gla-300 (n = 719)
	Initiated Gla-100 (n = 711)
	p value
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	9 (1.3)
	17 (2.4)
	0.107

	Metformin
	408 (56.7)
	398 (56.0)
	0.770

	DPP-4 inhibitor
	112 (15.6)
	104 (14.6)
	0.616

	Sulfonylurea
	53 (7.4)
	49 (6.9)
	0.725

	GLP-1RA
	29 (4.0)
	34 (4.8)
	0.490

	SGLT-2 inhibitor
	 27/486 (5.6)
	 32/475 (6.7)
	0.446

	Fixed combinations
	
	
	

	    DPP-4 inhibitor + metformin
	101 (14.0)
	91 (12.8)
	0.489

	    SGLT-2 inhibitor + metformin
	13/486 (2.7) 
	14/475 (2.9) 
	0.798

	    Sulfonylurea + metformin
	11 (1.5)
	11 (1.5)
	0.979

	    SGLT-2 inhibitor + DPP-4 inhibitor
	2/486 (0.4)
	2/475 (0.4) 
	0.982


Data are expressed as n (%) or n/N (%) in case of missing data
DPP-4 dipeptidyl peptidase-4, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL, GLP-1RA glucagon-like peptide 1 receptor agonist, SGLT2 sodium-glucose transport protein 2


Table S4 Unadjusted switcher group outcomes by country
	
	Switched to Gla-300 (n = 679)
	Switched to Gla-100 (n = 429)
	Nominal p value

	Spain
	(n = 231)
	(n = 147)
	

	    Difference in A1C
	−1.02 ± 0.83
	−1.16 ± 1.09
	0.159

	    Difference in hypoglycemia events
	−1.78 ± 4.10
	−0.82 ± 2.29
	0.019

	    Difference in severe hypoglycemia events
	−0.28 ± 0.68
	−0.09 ± 0.35
	0.005

	Germany
	(n = 225)
	(n = 166)
	

	    Difference in A1C
	−1.12 ± 1.21
	−1.20 ± 1.18
	0.539

	    Difference in hypoglycemia events
	−0.72 ± 2.44
	−0.26 ± 2.15
	0.078

	    Difference in severe hypoglycemia events
	−0.10 ± 0.39
	−0.12 ± 0.37
	0.573

	France
	(n = 223)
	(n = 116)
	

	    Difference in A1C
	−1.07 ± 0.83
	−1.18 ± 0.95
	0.278

	    Difference in hypoglycemia events
	−1.11 ± 2.85
	−0.52 ± 1.29
	0.048

	    Difference in severe hypoglycemia events
	−0.15 ± 0.44
	−0.08 ± 0.37
	0.211


Data are expressed as mean ± SD 
 A1C hemoglobin A1c, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL



Table S5 Unadjusted insulin-naïve group outcomes by country
	
	Initiated Gla-300 (n = 719)
	Initiated Gla-100 (n = 711)
	Nominal p value

	Spain
	(n = 236) 
	 (n = 226)
	

	    Difference in A1C
	−1.18 ±  0.82
	−1.36 ± 0.96
	0.031

	    Difference in hypoglycemia events
	–0.42 ± 1.83
	0.04 ± 1.40
	0.006

	    Difference in severe hypoglycemia events
	–0.08 ± 0.35
	–0.01 ± 0.27
	0.036

	Germany
	(n = 250)
	(n = 249)
	

	    Difference in A1C
	−1.28 ± 1.10
	−1.38 ± 1.12
	0.338

	    Difference in hypoglycemia events
	–0.08 ± 0.67
	0.02 ± 0.66
	0.130

	    Difference in severe hypoglycemia events
	–0.03 ± 0.19
	0.00 ± 0.24
	0.187

	France
	(n = 233)
	(n = 236)
	

	    Difference in A1C
	−1.29 ± 0.88
	−1.39 ± 0.84
	0.227

	    Difference in hypoglycemia events
	–0.31 ± 1.26
	–0.10 ± 1.11
	0.081

	    Difference in severe hypoglycemia events
	–0.04 ± 0.25
	–0.06 ± 0.29
	0.591


Data are expressed as mean ± SD 
 A1C hemoglobin A1c, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL



Fig. S1 Insulin-naïve group: a unadjusted and b adjusteda change in A1C from baseline to follow-up 
a
p = 0.016
-1.22 ± 0.95
-1.38 ± 0.98

b
– 0.135
p = 0.014

aAdjusted for pre/post A1C difference, age, gender, baseline hypertension, myocardial infarction, depression, chronic pulmonary disease, obesity, foot or leg ulcer due to diabetes, metformin, DPP-4 inhibitor, sulfonylurea, prior hospitalization, missing hospitalization data, country, ethnicity, work status, treatment expectation, prior hypoglycemia and time from treatment initiation to A1C measurement 

Fig. S2 Insulin-naïve group reduction in number of hypoglycemic events: a unadjusted data and b adjusted dataa
a
– 0.23
– 0.02
p < 0.001

b
p = 0.001

aAdjusted for pre/post hypoglycemia, age, gender, baseline hypertension, myocardial infarction, depression, chronic pulmonary disease, obesity, foot or leg ulcer due to diabetes, metformin, DPP-4 inhibitor, sulfonylurea, prior hospitalization, missing hospitalization data, country, ethnicity, work status, treatment expectation, difference in post-pre A1C (or difference in A1C) (n = 1,227)
b95% CI 0.11, 0.86
A1C hemoglobin A1c, CI confidence interval, DPP-4 dipeptidyl peptidase-4, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL



Fig. S3 Insulin-naïve group weight-adjusted insulin dose of Gla-300 and Gla-100a

BIA basal insulin analog, Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL 

Fig. S4 Insulin-naïve group: a physicians’ reasons for treatment decisions and b physician’s main treatment expectationsa
a 



b

aOverall Gla-300 vs Gla-100: p < 0.001
Gla-100 insulin glargine 100 U/mL, Gla-300 insulin glargine 300 U/mL 

Main treatment expectation
Gla-300	Easier to titrate	Achieve better glycemic target	Lower risk of hypoglycemia	Expected better adherence/persistence	Don't know	0.15	0.54100000000000004	0.22900000000000001	7.3999999999999996E-2	6.0000000000000001E-3	Gla-100	Easier to titrate	Achieve better glycemic target	Lower risk of hypoglycemia	Expected better adherence/persistence	Don't know	0.224	0.60799999999999998	7.5999999999999998E-2	7.6999999999999999E-2	1.4999999999999999E-2	Column1	Easier to titrate	Achieve better glycemic target	Lower risk of hypoglycemia	Expected better adherence/persistence	Don't know	



Series 1	


Gla-300 Baseline	Gla-300 6 months' follow-up	Gla-100 Baseline	Gla-100  6 months' follow-up	8.65	7.43	8.7100000000000009	7.33	
A1C (%)


Series 1	
Gla-300 6 months' follow-up	Gla-100 6 months' follow-up	-1.21	-1.35	
Change in A1C (%)


Series 1	


Gla-300 Baseline	Gla-300 6 months' follow-up	Gla-100 Baseline	Gla-100  6 months' follow-up	0.35	0.12	0.22	0.2	
Number hypogltcemic events


Series 1	
Gla-300 6 months' follow-up	Gla-100 6 months' follow-up	-0.2	0.04	
Change in hypoglycemic events


[CELLRANGE] ± 0.30
[CELLRANGE] ± 0.32
[CELLRANGE] ± 0.23
[CELLRANGE]0 ± 0.25

Initiation	Titration	Initiation	Titration	Gla-300	Gla-100	0.25	0.34	0.24	0.4	0.25	0.34	0.24	0.4	
Weight adjusted BI dose (U/kg)


Reason to choose therapy
Gla-300 Yes	Cost lower than other basal insulins	Clinical benefits other than glycemic control	Formulary dictated choice	Treatment guidleines dictated choice	Patient request	Confortable prescribing/familiar to me	Lower risk of hypoglycemia	Comorbidities/contraindication prevented others	Anticipated better glycemic control	Anticipated better patient adherence	Other reason	Don't know	0.06	0.40899999999999997	3.9E-2	0.113	5.3999999999999999E-2	0.35899999999999999	0.45600000000000002	4.2999999999999997E-2	0.44500000000000001	0.29099999999999998	2.1999999999999999E-2	4.0000000000000001E-3	Gla-100 Yes	Cost lower than other basal insulins	Clinical benefits other than glycemic control	Formulary dictated choice	Treatment guidleines dictated choice	Patient request	Confortable prescribing/familiar to me	Lower risk of hypoglycemia	Comorbidities/contraindication prevented others	Anticipated better glycemic control	Anticipated better patient adherence	Other reason	Don't know	9.0999999999999998E-2	0.28299999999999997	9.4E-2	0.17399999999999999	0.06	0.51900000000000002	0.224	5.2999999999999999E-2	0.35	0.20300000000000001	3.0000000000000001E-3	7.0000000000000001E-3	



