[bookmark: _Hlk39074179]Supplementary Table 1. Study termination times and reasons. Unwell defined as nausea, headache or vomiting.

	Participant
	Dapagliflozin visit duration minutes
	Reason for termination
	Placebo visit duration minutes
	Reason for termination 

	1
	540
	Midnight
	480
	Patient’s choice

	2
	190
	Decreased pH
	300
	Unwell

	3
	210
	Unwell
	180
	Unwell

	4
	540
	Patient’s choice
	480
	Increased glucose

	5
	480
	Patient’s choice
	540
	Patient’s choice

	6
	360
	Unwell
	480
	Unwell

	7
	480
	Decreased pH
	270
	Increased glucose

	8
	540
	Increased BOHB
	540
	Unwell

	9
	360
	Decreased pH
	600
	End

	10
	180
	Decreased pH
	600
	End

	11
	540
	Unwell
	480
	Unwell

	12
	600
	END
	420
	Unwell




Supplemental Table 2- Patient characteristics with BMI grouping. 

	
	Dapagliflozin BMI <27 kg/m2
	Dapagliflozin BMI >27 kg/m2
	Placebo BMI <27 kg/m2
	placebo BMI >27 kg/m2
	BMI <27 Dapa vs Placebo P Value
	BMI >27 Dapa vs Placebo P Value

	Age (y)
	34.4±1.9
	49.4±1.5*
	34.6±1.9
	49.4±1.5*
	
	

	BMI (kg/m2)
	22.5±0.4
	31.4±0.3**
	22.9±0.4
	31.4±0.4**
	
	

	HbA1c (mmol/mol)
	61±1.2
	59±1.6
	61±1.2
	59±1.6
	
	

	Duration of diabetes
	18.7±5.4
	29.8±5.6
	18.7±5.4
	29.8±5.6
	
	

	C peptide concentration (nmol/L)
	0.08±0.01
	0.12±0.02
	0.08±0.01
	0.12±0.03
	0.628
	0.268

	[bookmark: _GoBack]NEFA concentration (mmol/L) at arrival (-120 min)
	0.61±0.05
	0.28±0.04
	0.45±0.03
	0.26±0.03
	0.328
	0.693

	NEFA Concentration (mmol/L) at baseline (0 min)
	0.77±0.04
	0.39±0.04*
	0.60±0.04
	0.29±0.02*
	0.116
	0.282

	Insulin infusion rate at baseline (mU/kg/min)
	0.92±0.07
	1.58±0.17
	1.05±0.04
	1.52±0.11
	0.520
	0.838

	Insulin concentration (pmol/L) at arrival (-120 min) 
	165±16
	311±27
	175±13
	390±38*
	0.941
	0.198

	Insulin concentration (pmol/L) at baseline (0 min)
	154±22
	298±25
	159±11
	341±39*
	0.924
	0.316

	AUC0-120 insulin concentration (pmol/L*min)
	12985±1572
	26117±2585
	13436±914
	29215±3727*
	0.941
	0.344

	Glucagon concentration (ng/L) at arrival (-120 min) 
	37.5±1.1
	48.5±3.4
	27.8±0.4
	45.5±3.3*
	0.007
	0.398

	Glucagon concentration (ng/L) at baseline (0 min)
	35.3±1.1
	36.5±2.3
	25.5±0.5
	39.3±3.5
	0.010
	0.490

	AUC0-120 glucagon concentration (ng/L*min)
	4561±151
	4686±273
	3401±47
	4876±426
	0.018
	0.791

	Glucagon to insulin ratio at arrival (-120 min)
	0.31±0.03
	0.17±0.01
	0.23±0.03
	0.13±0.01
	0.344
	0.569

	Glucagon to insulin ratio at baseline (0 min)
	0.37±0.03
	0.14±0.01†
	0.19±0.01
	0.12±0.01
	0.009
	0.856


Significance between BMI groups, P value * <0.05; †<0.01, **<0.001



Supplementary figures
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Supplement Figure 1. Inverse correlation between BMI and BOHB AUC and Glycerol Ra AUC.  Dapagliflozin closed symbols and placebo open symbols.




Supplement Figure 2. Glucagon/insulin ratio. All subjects completed 180 minutes of each metabolic study (n=12). By 480 min n=5.  Dapagliflozin closed symbols and placebo open symbols. 





Supplement Figure 3. Correlation between BOHB and NEFA concentration at baseline and BOHB AUC and NEFA AUC.  Dapagliflozin closed symbols and placebo open symbols.

 

Supplement Figure 4. Spot urine ketones (n=12) and urine glucose excretion rate (n=6) (micromol/kg/min).  Dapagliflozin closed symbols and placebo open symbols.
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BOHB at baseline (mmol/L)


B
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BOHB_AUC0-180 (mmol/kg)
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Spot urine ketones (mmol/L)


IMP	0.30012567955325897	0.44408863726525599	1.067543038258324	1.60526110787539	1.7574185275337759	2.6582767776287142	6.5870068532111494	2.015282219819047	3.4279343103272262	0.30012567955325897	0.44408863726525599	1.067543038258324	1.60526110787539	1.7574185275337759	2.6582767776287142	6.5870068532111494	2.015282219819047	3.4279343103272262	0	60	120	180	240	300	360	420	480	1.8927473100375141	3.5567612210916848	5.5628561140915824	8.3633329587166862	7.5715608238709704	10.46770881425082	8.5176575381426591	9.0029720349551958	8.8516447567945011	Placebo	1.30902209585306E-3	1.17730361379987E-2	0.42950250304785798	1.912724998649695	0.71138234087191299	0.72818250177346799	1.1677345626047231	1.30902209585306E-3	1.17730361379987E-2	0.42950250304785798	1.912724998649695	0.71138234087191299	0.72818250177346799	1.1677345626047231	0	60	120	180	240	300	360	420	480	3.49202949273337E-3	2.7811634349030501E-2	2.6050673349026401E-2	0.453631776008665	0.97944936913936298	2.9891584603527339	1.6583150804198219	2.368824847664964	4.0064483512855427	Time (min)

Urine glucose excretion rate (micromol/kg/min)


IMP	4.4384517396124701E-2	5.8857279023313697E-2	0.16599590598404099	0.251681912098148	0.24256242893574201	0.40986869480833799	0.60249897631822003	0.44697558318150998	4.4384517396124701E-2	5.8857279023313697E-2	0.16599590598404099	0.251681912098148	0.24256242893574201	0.40986869480833799	0.60249897631822003	0.44697558318150998	-120	0	120	240	360	420	480	540	600	0.24259406792118701	0.27494057317484799	0.74443351619642695	0.72351050290526797	0.78068823911054996	1.0689432885619949	1.4272815418771421	0.85770326510199002	Placebo	4.1813594211678601E-2	2.17117858948217E-2	0.22835932715266899	0.177721635952969	0.398163797357867	0.47130460076431802	0.316027858460943	4.1813594211678601E-2	2.17117858948217E-2	0.22835932715266899	0.177721635952969	0.398163797357867	0.47130460076431802	0.316027858460943	-120	0	120	240	360	420	480	540	600	0.18556646413528	0.163203755561104	0.68759797769023001	0.58211834463460499	0.87366479349371096	1.0053699691659499	0.79892011843356203	0.64538540295451197	Time (min)

Glucagon/Insulin ratio (ng/pmol)
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