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[bookmark: _Toc219835850]Supplemental Table 1. Core CGM metrics by randomized treatment group, separately for nighttime only (12:00 AM – 5:59 AM) and daytime only (6:00 AM – 11:59 PM), among the on-treatment cohort. 
	Metric
	Glargine
	Glimepiride
	Liraglutide
	Sitagliptin
	p-value1

	AG (mg/dL)
	
	
	
	
	

	   Night
	115.0 (36.3)
	115.9 (35.8)
	115.4 (39.4)
	118.4 (31.7)
	0.057

	   Day
	134.6 (36.3)
	133.9 (35.2)
	129.7 (39.2)
	132.9 (32.7)
	0.026

	%CV
	
	
	
	
	

	   Night
	24.8 (7.2)
	25.7 (8.0)
	20.6 (5.9)
	20.5 (5.6)
	<0.001

	   Day
	28.3 (5.2)
	30.2 (5.8)
	25.3 (4.5)
	24.7 (4.5)
	<0.001

	TAR (%)
	
	
	
	
	

	   Night
	8.3 (17.9)
	9.4 (17.9)
	8.0 (19.6)
	7.3 (14.9)
	<0.001

	   Day
	16.3 (20.0)
	17.0 (19.3)
	12.9 (20.0)
	13.9 (18.6)
	<0.001

	TAR-H (%)
	
	
	
	
	

	   Night
	6.3 (11.4)
	7.6 (12.8)
	5.9 (13.3)
	6.0 (10.9)
	0.008

	   Day
	12.6 (12.0)
	13.5 (12.4)
	9.8 (12.3)
	11.3 (12.7)
	<0.001

	TAR-VH (%)
	
	
	
	
	

	   Night
	2.0 (9.1)
	1.8 (7.5)
	2.1 (9.7)
	1.3 (7.0)
	0.005

	   Day
	3.7 (11.5)
	3.5 (9.9)
	3.1 (10.5)
	2.5 (8.1)
	<0.001

	TBR (%)
	
	
	
	
	

	   Night
	9.4 (14.7)
	12.6 (17.5)
	7.5 (15.5)
	5.6 (12.2)
	<0.001

	   Day
	4.4 (7.9)
	7.3 (9.9)
	4.0 (8.5)
	2.9 (6.2)
	<0.001

	TBR-L (%)
	
	
	
	
	

	   Night
	7.3 (10.1)
	8.8 (11.4)
	6.1 (11.9)
	4.5 (9.8)
	<0.001

	   Day
	3.6 (5.4)
	5.4 (6.7)
	3.5 (7.0)
	2.6 (5.4)
	<0.001

	TBR-VL (%)
	
	
	
	
	

	   Night
	2.2 (6.7)
	3.8 (8.1)
	1.3 (5.1)
	1.0 (3.2)
	<0.001

	   Day
	0.8 (3.2)
	1.9 (3.8)
	0.5 (1.9)
	0.3 (1.0)
	<0.001

	TIR (%)
	
	
	
	
	

	   Night
	82.3 (20.1)
	78.1 (20.8)
	84.5 (22.6)
	87.1 (17.2)
	<0.001

	   Day
	79.4 (19.2)
	75.7 (17.7)
	83.1 (19.5)
	83.2 (17.8)
	<0.001

	TITR (%)
	
	
	
	
	

	   Night
	70.0 (23.2)
	63.6 (24.0)
	73.2 (26.6)
	72.1 (24.6)
	0.752

	   Day
	59.2 (21.3)
	54.9 (20.3)
	64.9 (23.6)
	61.9 (23.8)
	<0.001


Abbreviations: AG, average glucose; %CV, coefficient of variation (standard deviation of glucose divided by average glucose); TAR, time above range (% time > 180 mg/dL); TAR-H, time above range high (% time 181-250 mg/dL); TAR-VH, time above range very high (% time >250 mg/dL); TBR, time below range (% time < 70 mg/dL); TBR-L, time below range low (% time 54-69 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL); TITR, time in tight range (% time 70-140 mg/dL).
1 P-value is from an overall test of treatment differences (i.e., test that at least one pair of treatment groups differ), based on an omnibus Kruskal-Wallis test. Separately for the sets of daytime and nighttime analyses, adjustment for false discovery rate was made across all omnibus tests.













[bookmark: _Toc219835851]Supplemental Table 2. Episodes of CGM-derived hypoglycemia (>15 minutes with glucose < 54 mg/dL), CGM-derived prolonged hypoglycemia (>120 minutes with glucose < 54 mg/dL), and self-reported hypoglycemia per participant during the 14-day CGM period, among the on-treatment cohort. 
	CGM Metric
	Glargine
	Glimepiride
	Liraglutide
	Sitagliptin
	p-value1

	CGM-derived hypoglycemia episodes (>15 min.)

	   Mean (95% CI)2
	2.1 (1.7, 2.7)
	4.6 (3.6, 5.9)
	1.7 (1.4, 2.2)
	1.3 (1.0, 1.7)
	<0.001

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	<0.001
	0.298
	0.035
	

	      Glimepiride
	--
	--
	<0.001
	<0.001
	

	      Liraglutide
	--
	--
	--
	0.294
	

	CGM-derived prolonged hypoglycemia episodes (>120 min.)

	   Mean (95% CI)2
	0.5 (0.3, 0.7)
	1.0 (0.7, 1.5)
	0.2 (0.2, 0.4)
	0.2 (0.1, 0.3)
	<0.001

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	0.013
	0.058
	0.004
	

	      Glimepiride
	--
	--
	<0.001
	<0.001
	

	      Liraglutide
	--
	--
	--
	0.220
	

	Self-reported hypoglycemia episodes4

	   Mean (95% CI)2
	0.4 (0.3, 0.6)
	0.4 (0.3, 0.7)
	0.1 (0.1, 0.2)
	0.2 (0.1, 0.3)
	0.001

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	0.733
	0.008
	0.174
	

	      Glimepiride
	--
	--
	0.003
	0.100
	

	      Liraglutide
	--
	--
	--
	0.412
	


1 P-value from a Wald test of the overall treatment effect.
2 For CGM-derived hypoglycemia episodes and prolonged hypoglycemia episodes, model-estimated mean counts of the number of episodes in a 14-day CGM period by treatment group are presented based on the negative binomial regression model with an offset term for duration of CGM.
3 For the pairwise comparison p-values reported, the treatment group name in the row label and in the column label correspond to the two comparison groups for the pairwise comparison. For example, the p-value in the row labeled “Glargine” and the column labeled “Glimepiride” corresponds to the glargine-glimepiride comparison, the cell in the row labeled “Glargine” and the column labeled “Glargine” is blank since there is no comparison of the glargine group with itself, and the cell in the row labeled “Glimepiride” and the column labeled “Glargine” is blank since the p-value for the glargine-glimepiride comparison was already presented in the cell for the “Glargine” row and the “Glimepiride” column. P-values are presented from Wald tests of pairwise comparisons between treatment groups, adjusted for multiple testing using the Holm method.
4 The analysis of self-reported hypoglycemia episodes was restricted to the 985 participants who reported that they recorded their low blood sugar symptoms (if any) in the diary 100% of the time. 


[bookmark: _Toc219835852]Supplemental Table 3. HbA1c and CGM metrics for each treatment group by HbA1c strata in the on-treatment cohort. 

	Glycemic Metric
	<6.5% (n=358)
	6.5% to <7% (n=341)
	7% to <7.5% (n=223)
	≥7.5% (n=156)

	
	Gla
	Gli
	Lira
	Sita
	Gla
	Gli
	Lira
	Sita
	Gla
	Gli
	Lira
	Sita
	Gla
	Gli
	Lira
	Sita

	HbA1c (range)
	5.6-6.4
	5.1- 6.4
	5.0-6.4
	5.3-6.4
	6.5-6.9
	6.5-6.9
	6.5-6.9
	6.5-6.9
	7.0- 7.4
	7.0- 7.4
	7.0- 7.4
	7.0- 7.4
	7.5-15.8
	7.5-11.3
	7.5-12.9
	7.5-10.4

	HbA1c (mean)
	6.1
	6.1
	6.0
	6.0
	6.7
	6.7
	6.7
	6.7
	7.1
	7.2
	7.2
	7.2
	8.7
	8.3
	8.4
	8.1

	AGCGM
	108
	108
	105
	106
	120
	121
	122
	124
	136
	136
	138
	143
	183
	175
	192
	171

	%CV
	28
	31
	24
	24
	30
	31
	27
	25
	30
	31
	26
	25
	29
	28
	25
	25

	TIR70-180
	87
	82
	89
	90
	87
	80
	88
	90
	79
	78
	85
	81
	54
	57
	52
	63

	TAR>180
	4.1
	4.8
	2.8
	2.3
	7.7
	10.3
	7.8
	7.7
	17
	17
	14
	18
	44
	41
	48
	36

	TBR<70
	9.2
	13.3
	8.5
	7.7
	5.6
	9.8
	3.9
	2.7
	4.0
	5.6
	0.7
	1.3
	1.4
	2.1
	0.1
	0.5



Treatment group effects were tested separately within each A1c stratum, and strata for which there was a nominally significant overall treatment group effect are bolded.


[bookmark: _Toc219835853]Supplemental Table 4. Proportion of participants reaching each ADA consensus CGM management goal (1) by treatment group, among the on-treatment cohort.
	ADA Glycemic Management Goal
	Glargine
(I)
	Glimepiride (G)
	Liraglutide (L)
	Sitagliptin (S)
	p-value1
	Pairwise Comparisons2

	TIR >70%
	82.4%
	77.9%
	84.7%
	85.6%
	0.085
	N/A3

	TITR >50%*
	78.5%
	71.5%
	81.3%
	76.4%
	0.054
	

	TBR <4%
	61.3%
	46.8%
	70.1%
	76.4%
	<0.001
	[image: ]

	TBR-VL <1%
	74.2%
	59.9%
	88.1%
	88.6%
	<0.001
	[image: ]

	TIR >70% and TBR <4%
	49.2%
	32.6%
	59.2%
	64.3%
	<0.001
	[image: ]

	TIR >70% and TBR-VL <1%
	61.3%
	44.6%
	77.2%
	76.4%
	<0.001
	[image: ]

	TITR > 50% and TBR <4%*
	43.8%
	23.6%
	52.7%
	53.2%
	<0.001
	

[image: ]

	TITR > 50% and TBR-VL <1%*
	55.9%
	36.0%
	70.7%
	65.4%
	<0.001
	[image: ]


Abbreviations: TBR, time below range (% time < 70 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL).
* There is no established ADA consensus goal for time in tight range (TITR), but a goal of >50% TITR has been proposed. 
1 P-value is from an overall test of treatment differences (i.e., test that at least one pair of treatment groups differ), based on an omnibus Kruskal-Wallis test, with adjustment for false discovery rate made across all omnibus tests. 
2 P-values for pairwise comparisons between treatment groups were adjusted for multiple comparisons using the Holm procedure (6 pairwise comparisons per metric). Boxes in this column graphically display the results of testing pairwise treatment effects. Each corner of the box represents one of the four treatments (I=Insulin glargine, G = Glimepiride, L = Liraglutide, S = Sitagliptin), and solid lines connect the treatments that differ significantly (p ≤0.05). Absence of a line between letters indicates no statistically significant difference. 
3 Since the overall tests of treatment differences were not statistically significant (i.e., no treatment group differences), pairwise comparisons between treatment groups were not conducted.

[bookmark: _Toc219835854]Supplemental Table 5. Descriptive characteristics at time of CGM among the intention-to-treat cohort by randomized treatment group.
	Characteristic
	Overall (n=1453)
	Glargine (n=319)
	Glimepiride (n=351)
	Liraglutide (n=398)
	Sitagliptin (n=385)
	p-value1

	Age (years)
	58.9 ± 9.7
	58.7 ± 9.5
	58.8 ± 10.1
	59.1 ± 9.7
	59.0 ± 9.5
	0.949

	Female (%)
	585 (40.3%)
	111 (34.8%)
	150 (42.7%)
	156 (39.2%)
	168 (43.6%)
	0.076

	Race/ethnicity
	
	
	
	
	
	0.370

	   Black non-Hispanic
	389 (26.8%)
	97 (30.4%)
	98 (27.9%)
	103 (25.9%)
	91 (23.6%)
	

	   White Hispanic
	326 (22.4%)
	57 (17.9%)
	82 (23.4%)
	89 (22.4%)
	98 (25.5%)
	

	   White non-Hispanic
	534 (36.8%)
	121 (37.9%)
	118 (33.6%)
	153 (38.4%)
	142 (36.9%)
	

	   Other
	204 (14.0%)
	44 (13.8%)
	53 (15.1%)
	53 (13.3%)
	54 (14.0%)
	

	Diabetes duration (years), median [IQR]2
	6.4 [4.2, 9.1]
	6.1 [4.4, 9.1]
	6.2 [4.2, 9.1]
	6.8 [4.2, 9.3]
	6.7 [4.3, 9.0]
	0.689

	Metformin dose (mg/d)3
	
	
	
	
	
	<0.001

	   ≤1000
	165 (11.4%)
	44 (13.8%)
	28 (8.0%)
	65 (16.3%)
	28 (7.3%)
	

	   1500
	82 (5.6%)
	19 (6.0%)
	16 (4.6%)
	20 (5.0%)
	27 (7.0%)
	

	   2000
	1,206 (83.0%)
	256 (80.3%)
	307 (87.5%)
	313 (78.6%)
	330 (85.7%)
	

	Randomized treatment dose4, median [IQR]
	N/A
	0.3 [0.2, 0.5]
	2.0 [1.0, 6.0]
	1.8 [1.2, 1.8]
	100.0 [100.0, 100.0]
	N/A

	Taking statins
	967 (66.6%)
	215 (67.4%)
	242 (68.9%)
	254 (63.8%)
	256 (66.5%)
	0.504

	Taking blood pressure medications
	1,120 (77.1%)
	247 (77.4%)
	268 (76.4%)
	310 (77.9%)
	295 (76.6%)
	0.956

	Body mass index (kg/m2)
	33.4 ± 6.5
	34.1 ± 6.7
	34.1 ± 6.7
	32.5 ± 6.5
	33.1 ± 6.2
	0.002

	eGFR (mL/min/1.73 m2)
	92.3 ± 18.6
	92.2 ± 18.7
	92.6 ± 18.3
	91.4 ± 19.4
	93.0 ± 18.1
	0.671

	UACR (mg/g), median [IQR]2
	6.8 [3.3, 19.6]
	8.8 [3.7, 20.2]
	6.5 [3.2, 19.1]
	6.2 [3.1, 21.2]
	6.8 [3.2, 17.8]
	0.090

	HbA1c (%), median [IQR]2
	6.8 [6.4, 7.3]
	[bookmark: _Hlk208582097]6.9 [6.4, 7.4]
	6.9 [6.4, 7.4]
	[bookmark: _Hlk208582156]6.7 [6.2, 7.3]
	6.9 [6.4, 7.4]
	0.004

	Fasting glucose (mg/dL)
	130.5 ± 34.1
	128.4 ± 37.7
	129.0 ± 33.3
	128.2 ± 33.5
	135.9 ± 31.8
	0.004

	Study visit of CGM
	
	
	
	
	
	0.834

	   12 – 24 months
	589 (40.5%)
	131 (41.1%)
	144 (41.0%)
	155 (38.9%)
	159 (41.3%)
	

	   36 – 39 months
	574 (39.5%)
	129 (40.4%)
	129 (36.8%)
	165 (41.5%)
	151 (39.2%)
	

	   60 months
	290 (20.0%)
	59 (18.5%)
	78 (22.2%)
	78 (19.6%)
	75 (19.5%)
	

	Taking protocol driven rescue insulin
	259 (17.8%)
	39 (12.2%)
	59 (16.8%)
	63 (15.8%)
	98 (25.5%)
	<0.001

	Taking non-study diabetes medications
	75 (5.2%)
	15 (4.7%)
	21 (6.0%)
	17 (4.3%)
	22 (5.7%)
	0.681

	Discontinued randomized study medication
	131 (9.0%)
	22 (6.9%)
	32 (9.1%)
	51 (12.8%)
	26 (6.8%)
	0.011


Abbreviations: IQR, interquartile range.
Note: All continuous variables are summarized as mean (standard deviation), and all categorical variables are summarized as counts (percent), unless otherwise noted.
1 Nominal (unadjusted) p-value is from an overall test of treatment differences (i.e., test that at least one pair of treatment groups differ), based on an ANOVA (continuous variables) or chi-squared test (categorical variables), unless otherwise noted. 
2 P-value is based on a Kruskal-Wallis test (due to nonnormally distributed variables).
3 There was a total of 40 (2.8%) participants with metformin dose <1000 mg/d.
4 Dose for glargine was in units/kg/d. Dose for glimepiride, liraglutide, and sitagliptin were in mg/d. 
[bookmark: _Toc219835855]Supplemental Table 6. HbA1c and core CGM metrics by randomized treatment group in the intention-to-treat cohort; values reported as sample means (standard deviation) 
	Glycemic Metric
	Glargine
(I)
(n=319)
	Glimepiride (G)
(n=351)
	Liraglutide (L)
(n=398)
	Sitagliptin (S)
(n=385)
	p-value1
	Pairwise Comparisons2

	HbA1c (%)
	7.1 (1.2)
	7.0 (1.0)
	6.9 (1.0)
	7.0 (1.0)
	0.004
	[image: ]

	AGCGM (mg/dL)
	137.2 (43.0)
	133.0 (37.6)
	131.7 (44.2)
	135.4 (40.1)
	0.037
	[image: ]

	%CV
	29.4 (6.0)
	31.2 (6.9)
	26.2 (5.1)
	26.3 (5.5)
	<0.001
	[image: ]

	TIR70-180 (%)
	76.0 (21.9)
	74.6 (18.9)
	80.3 (21.5)
	79.9 (20.6)
	<0.001
	[image: ]

	TITR70-140 (%)
	57.5 (23.1)
	55.4 (20.7)
	62.9 (24.9)
	59.8 (24.5)
	0.003
	

	TAR-VH>250 (%)
	5.5 (14.4)
	4.1 (11.1)
	4.3 (13.2)
	4.2 (12.4)
	<0.001
	[image: ]

	TAR>180 (%)
	18.7 (23.3)
	17.2 (20.3)
	14.8 (22.1)
	16.0 (21.5)
	<0.001
	

	TBR<70 (%)
	5.3 (8.5)
	8.2 (10.8)
	4.9 (9.8)
	4.1 (8.0)
	<0.001
	[image: ]

	TBR-VL<54 (%)
	1.1 (3.5)
	2.3 (4.4)
	0.7 (2.4)
	0.8 (2.7)
	<0.001
	

	TAR-H181-250 (%)
	13.2 (12.5)
	13.1 (12.2)
	10.5 (12.8)
	11.8 (12.5)
	<0.001
	[image: ]

	TBR-L54-69 (%)
	4.3 (5.9)
	5.9 (7.0)
	4.2 (8.0)
	3.3 (6.1)
	<0.001
	[image: ]


Abbreviations: AG, average glucose; %CV, coefficient of variation (standard deviation of glucose divided by average glucose); TAR, time above range (% time > 180 mg/dL); TAR-H, time above range high (% time 181-250 mg/dL); TAR-VH, time above range very high (% time >250 mg/dL); TBR, time below range (% time < 70 mg/dL); TBR-L, time below range low (% time 54-69 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL); TITR, time in tight range (% time 70-140 mg/dL).
1 P-value is from an overall test of treatment differences (i.e., test that at least one pair of treatment groups differ), based on an omnibus Kruskal-Wallis test, with adjustment for false discovery rate made across all omnibus tests. 
2 P-values for pairwise comparisons between treatment groups were adjusted for multiple comparisons using the Holm procedure (6 pairwise comparisons per metric). Boxes in this column graphically display the results of testing pairwise treatment effects. Each corner of the box represents one of the four treatments (I=Insulin glargine, G = Glimepiride, L = Liraglutide, S = Sitagliptin), and solid lines connect the treatments that differ significantly (p ≤0.05). Absence of a line between letters indicates no statistically significant difference. 
[bookmark: _Toc219835856]Supplemental Table 7. Episodes of CGM-derived hypoglycemia (> 15 minutes with glucose < 54 mg/dL), CGM-derived prolonged hypoglycemia (> 120 minutes with glucose < 54 mg/dL), and self-reported hypoglycemia per participant during the 14-day CGM period, among the intention-to-treat cohort. 
	CGM Metric
	Glargine
	Glimepiride
	Liraglutide
	Sitagliptin
	p-value1

	Hypoglycemic episodes (>15 min.)

	   Mean (95% CI)2
	2.1 (1.7, 2.6)
	4.5 (3.6, 5.5)
	1.7 (1.4, 2.1)
	1.7 (1.4, 2.1)
	<0.001

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	<0.001
	0.426
	0.426
	

	      Glimepiride
	--
	--
	<0.001
	<0.001
	

	      Liraglutide
	--
	--
	--
	0.946
	

	Prolonged hypoglycemic episodes (>120 min.)

	   Mean (95% CI)2
	0.4 (0.3, 0.6)
	1.0 (0.7, 1.4)
	0.3 (0.2, 0.4)
	0.3 (0.2, 0.4)
	<0.001

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	0.003
	0.086
	0.191
	

	      Glimepiride
	--
	--
	<0.001
	<0.001
	

	      Liraglutide
	--
	--
	--
	0.592
	

	Self-reported hypoglycemia episodes4

	   Mean (95% CI)2
	0.4 (0.3, 0.6)
	0.5 (0.3, 0.6)
	0.2 (0.1, 0.3)
	0.3 (0.2, 0.4)
	0.007

	   Pairwise comparisons p-values3
	
	
	
	
	

	      Glargine
	--
	0.583
	0.052
	0.583
	

	      Glimepiride
	--
	--
	0.005
	0.299
	

	      Liraglutide
	--
	--
	--
	0.344
	


1 P-value reported from a Wald test of the overall treatment effect.
2 For CGM-derived hypoglycemia episodes and prolonged hypoglycemia episodes, model-estimated mean counts of the number of episodes in a 14-day CGM period by treatment group are presented based on the negative binomial regression model with an offset term for length of time of CGM.
3 For the pairwise comparison p-values, the treatment group name in the row label and in the column label correspond to the two comparison groups for the pairwise comparison. For example, the p-value in the row labeled “Glargine” and the column labeled “Glimepiride” corresponds to the glargine-glimepiride comparison, the cell in the row labeled “Glargine” and the column labeled “Glargine” is blank since there is no comparison of the glargine group with itself, and the cell in the row labeled “Glimepiride” and the column labeled “Glargine” is blank since the p-value for the glargine-glimepiride comparison was already presented in the cell for the “Glargine” row and the “Glimepiride” column. P-values are reported from Wald tests of pairwise comparisons between treatment groups, adjusted for multiple testing using the Holm method. 
4 The analysis of self-reported hypoglycemia episodes was restricted to the 1282 participants who reported that they recorded their blood sugar symptoms (if any) in the diary 100% of the time.
 

[bookmark: _Toc219835857]Supplemental Table 8. Proportion of participants reaching each ADA consensus CGM management goal (1) by treatment group, among the intention-to-treat cohort. 
	ADA Glycemic Management Goal
	Glargine
(I)
	Glimepiride (G)
	Liraglutide (L)
	Sitagliptin (S)
	p-value1
	Pairwise Comparisons2

	TIR >70%
	74.9%
	72.1%
	79.4%
	78.7%
	0.077
	N/A3

	TITR >50%*
	70.2%
	67.5%
	75.1%
	69.9%
	0.131
	

	TBR <4%
	63.0%
	48.1%
	69.6%
	73.2%
	<0.001
	[image: ]

	TBR-VL <1%
	74.6%
	60.1%
	86.2%
	85.5%
	<0.001
	[image: ]

	TIR >70% and TBR <4%
	44.8%
	32.2%
	54.0%
	55.8%
	<0.001
	[image: ]

	TIR >70% and TBR-VL <1%
	55.8%
	43.0%
	70.9%
	67.5%
	<0.001
	[image: ]

	TITR >50% and TBR <4%*
	38.2%
	24.2%
	47.0%
	45.7%
	<0.001
	

[image: ]

	TITR >50% and TBR-VL <1%*
	49.2%
	35.3%
	63.8%
	57.4%
	<0.001
	
[image: ]


Abbreviations: TBR, time below range (% time < 70 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL).
* There is no established ADA consensus goal for time in tight range (TITR), but a goal of >50% TITR has been proposed. 
1 P-value is from an overall test of treatment differences (i.e., test that at least one pair of treatment groups differ), based on an omnibus Kruskal-Wallis test, with adjustment for false discovery rate made across all omnibus tests.
2 P-values for pairwise comparisons between treatment groups were adjusted for multiple comparisons using the Holm procedure (6 pairwise comparisons per metric). Boxes in this column graphically display the results of testing pairwise treatment effects. Each corner of the box represents one of the four treatments (I=Insulin glargine, G = Glimepiride, L = Liraglutide, S = Sitagliptin), and solid lines connect the treatments that differ significantly (p ≤0.05). Absence of a line between letters indicates no statistically significant difference.
3 Since the overall tests of treatment differences were not statistically significant (i.e., no treatment group differences), pairwise comparisons between treatment groups were not conducted.
[bookmark: _Toc219835858]Supplemental Figure 1. CONSORT diagram.
[image: ]
a  Of the 87 who met secondary outcome, 48 (55.2%) refused per-protocol rescue insulin
b  Of the 103 who met secondary outcome, 46 (44.7%) refused per-protocol rescue insulin
c  Of the 103 who met secondary outcome, 40 (38.8%) refused per-protocol rescue insulin
d  Of the 146 who met secondary outcome, 49 (33.6%) refused per-protocol rescue insulin 

[bookmark: _Toc219835859]Supplemental Figure 2. Boxplots of the distribution of core CGM metrics by treatment group among the on-treatment cohort..
[image: ]
Note: The box indicates the interquartile range, outliers are not displayed on the boxplot, and whiskers extend to 1.5 times the interquartile range. Abbreviations: AG, average glucose; %CV, coefficient of variation (standard deviation of glucose divided by average glucose); TAR, time above range (% time > 180 mg/dL); TAR-H, time above range high (% time 181-250 mg/dL); TAR-VH, time above range very high (% time >250 mg/dL); TBR, time below range (% time < 70 mg/dL); TBR-L, time below range low (% time 54-69 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL); TITR, time in tight range (% time 70-140 mg/dL).
[bookmark: _Toc219835860]Supplemental Figure 3. The percent time spent in defined CGM ranges by randomized treatment group, among the on-treatment cohort. Suggested targets for metrics are provided on the right side of the figure. 
[image: ]
Time in Range 70-180 mg/dL 
Time in Tight Range 70-140 
Goal: >70%
Time Above Range >180 mg/dL 
Goal: <25%
Time Below Range <70 
Goal: >50%
Goal: <4%

[bookmark: _Toc219835861]Supplemental Figure 4. Boxplots of distribution of core CGM metrics by treatment group, among the intention-to-treat cohort. 
[image: ]
Note: The box indicates the interquartile range, outliers are not displayed on the boxplot, and whiskers extend to 1.5 times the interquartile range. Abbreviations: AG, average glucose; %CV, coefficient of variation (standard deviation of glucose divided by average glucose); TAR, time above range (% time > 180 mg/dL); TAR-H, time above range high (% time 181-250 mg/dL); TAR-VH, time above range very high (% time >250 mg/dL); TBR, time below range (% time < 70 mg/dL); TBR-L, time below range low (% time 54-69 mg/dL); TBR-VL, time below range very low (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL); TITR, time in tight range (% time 70-140 mg/dL).

[bookmark: _Toc219835862]Supplemental Figure 5. Ambulatory glucose profiles (AGP) in the intent-to-treat cohort. 
The target range is between 70 and 180 mg/dL. Panel a: Median 24-hour ambulatory glucose profiles (AGP) of the randomized treatment groups. Panel b: AGPs separately by treatment group, with 5th, 25th, 50th, 75th, and 95th percentiles, and with target ranges. A.
B.


[image: ]
[bookmark: _Toc219835863]Supplemental Figure 6. Bar plots of the proportion reaching the ADA consensus CGM management goals by treatment group, among the intention-to-treat cohort. 
[image: ]
Abbreviations: TBR, time below range (% time < 70 mg/dL); TBR-VL (% time < 54 mg/dL); TIR, time in range (% time 70-180 mg/dL). For CGM management goals with a statistically significant overall test of treatment differences (overall p ≤0.05), boxes graphically display the results of testing pairwise treatment effects. Each corner of the box represents one of the four treatments (I=Insulin glargine, G = Glimepiride, L = Liraglutide, S = Sitagliptin), and solid lines connect the treatments that differ significantly (p ≤0.05). Absence of a line between letters indicates no statistically significant difference. For CGM management goals without a statistically significant overall test of treatment differences (overall p >0.05), “Overall p NS” is stated on the bar plot.
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Glargine (n=319)*

« Protocol driven rescue
insulin (n=39, 12.2%)

« Non-study diabetes
medication(s) (n=15,
4.7%)

« Discontinued study
medication (n=22,
6.9%)

Glimepiride (n=351)°

« Protocol driven rescue
insulin (n=59, 16.8%)

« Non-study diabetes
medication(s) (n=21,
6.0%)

«+ Discontinued study
medication (n=32,
9.1%)

Liraglutide (n=398)°

« Protocol driven rescue
insulin (n=63, 15.8%)

« Non-study diabetes
medication(s) (n=17,
4.3%)

« Discontinued study
medication (n=51,
12.8%)

Sitagliptin (n=385)¢

« Protocol driven rescue
insulin (n=98, 25.5%)

« Non-study diabetes
medication(s) (n=22,
5.7%)

« Discontinued study
medication (n=26,
6.8%)

On-treatment Analysis Cohort (n=1,080)

+ All participants taking metformin plus randomized study medication only

Glargine (n=256)

« Did not start rescue
insulin per-protocol
(n=36)

Glimepiride (n=267)

« Did not start rescue
insulin per-protocol
(n=39)

Liraglutide (n=294)

« Did not start rescue
insulin per-protocol
(n=30)

Sitagliptin (n=263)

« Did not startrescue
insulin per-protocol
(n=40)
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