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Supplementary Material
[bookmark: _Ref67572507]Table 7: Prognostic factors and effect modifiers for different endpoint categories
	Endpoints
	Endpoints

	
	HbA1c
	Hypo-glycaemia
	Weight
	Blood pressure
	Lipids
	FPG
	Insulin dose
	HbA1c targets

	
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb
	PFa
	EMb

	Baseline HbA1c (%)
	
	
	x
	x
	x
	
	
	
	
	
	x
	
	
	
	x
	

	Baseline lipids (mmol/L)
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	

	Baseline blood pressure (mmHg)
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	

	Baseline FPG (mmol/L)
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	

	Baseline bodyweight (kg/m2)
	x
	x
	
	
	
	x
	
	
	
	
	
	
	x
	
	x
	

	Gender (f/m)
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	
	x
	

	Race (white/black/Asian/other)
	
	
	x
	
	x
	
	x
	
	xc
	
	x
	
	xc
	
	
	

	Asian (yes/no)
	x
	x
	
	
	
	
	
	
	
	
	
	
	
	
	x
	

	White (yes/no)
	
	
	
	
	
	
	
	
	xd
	
	
	
	xd
	
	
	

	T2D duration (years)
	x
	
	x
	
	x
	
	
	
	
	
	x
	
	
	
	x
	

	Age (years)
	x
	
	x
	
	x
	
	x
	
	x
	
	x
	
	x
	
	x
	

	Log insulin dose (IU)
	x
	
	x
	
	x
	
	
	
	
	
	x
	
	x
	
	
	


a) Prognostic factors influence patient outcomes directly, unmediated by treatment. b) Effect modifiers influence patient outcomes by altering the size of the treatment effect. c) Pooled analysis only. d) Unpooled analysis only.
Abbreviations: EM, effect modifier; FPG, fasting plasma glucose; HbA1c, glycated haemoglobin; PF, prognostic factor; T2D, type 2 diabetes. 
[bookmark: _Ref72334856]Table 8: Sensitivity analyses for HbA1c, FPG, and body weight
	
	IGlar + IAsp
	Semaglutide 0.5 mg OW + basal insulin
	Semaglutide 1.0 mg OW + basal insulin

	
	Δ, end of analysisa,b
	Δ, end of analysisa,b
	Treatment difference
	Δ, end of analysisa,b
	Treatment difference

	HbA1c, %

	Unadjusted analysis
	−1.5 (0.1)
	−1.3 (0.1)
	0.16, p=0.076
	−1.8 (0.1)
	−0.29, p<0.001*

	Analysis using Week 23 data from SUSTAIN 5
	−1.3 (0.3)
	−1.4 (0.1)
	−0.14, p=0.65
	−2.0 (0.1)
	−0.75, p=0.014*

	Analysis using Week 30 data from SUSTAIN 5
	−1.3 (0.3)
	−1.4 (0.1)
	−0.13, p=0.67
	−2.0 (0.1)
	−0.73, p=0.019*

	Subgroup with baseline BMI ≤40 kg/m2
	−1.4 (0.1)
	−1.4 (0.1)
	0.03, p=0.84
	−1.8 (0.1)
	−0.39, p=0.002*

	Body weight, kg

	Unadjusted analysis
	2.7 (0.2)
	−3.9 (0.4)
	−6.54, p<0.001*
	−6.4 (0.4)
	−9.10, p<0.001*

	Analysis using Week 23 data from SUSTAIN 5
	2.7 (0.5)
	−4.0 (0.5)
	−6.63, p<0.001*
	−6.3 (0.5)
	−8.98, p<0.001*

	Analysis using Week 30 data from SUSTAIN 5
	2.5 (0.5)
	−4.3 (0.6)
	−6.82, p<0.001*
	−7.1 (0.5)
	−9.57, p<0.001*

	Subgroup with baseline BMI ≤40 kg/m2
	2.8 (0.3)
	−3.8 (0.4)
	−6.60, p<0.001*
	−6.0 (0.4)
	−8.79, p<0.001*

	FPG, mmol/L

	Unadjusted analysis
	−2.1 (0.1)
	−1.5 (0.2)
	0.59, p=0.012*
	−2.1 (0.2)
	−0.05. p=0.86

	Analysis using Week 23 data from SUSTAIN 5
	−2.0 (0.3)
	−1.4 (0.3)
	0.59, p=0.022*
	−2.0 (0.3)
	−0.02, p=0.95

	Analysis using Week 30 data from SUSTAIN 5
	−2.1 (0.3)
	−1.4 (0.3)
	0.66, p=0.014*
	−2.2 (0.3)
	−0.12, p=0.66

	Subgroup with baseline BMI ≤40 kg/m2
	−2.2 (0.1)
	−1.6 (0.2)
	0.62, p=0.019*
	−2.3 (0.2)
	−0.02, p=0.93


* p<0.05. Bold: favours semaglutide. Italic: favours IGlar + IAsp. a) Estimated least-squares mean (SE). b) Week 23 and Week 30 where this is stated, otherwise Week 26. 
Abbreviations: BMI, body mass index; FPG, fasting plasma glucose; HbA1c, glycated haemoglobin; IAsp, insulin aspart; IGlar, insulin glargine; LDL, low-density lipoprotein; OW, once weekly; SE, standard error.
[bookmark: _Ref72335012]Table 9: Sensitivity analyses for rate of severe or confirmed hypoglycaemic episodes
	
	IGlar + IAsp
	Semaglutide 0.5 mg OW + basal insulin
	Semaglutide 1.0 mg OW + basal insulin

	
	Ratea
	Ratea
	Rate ratio
	Ratea
	Rate ratio

	Unadjusted analysis
	787.8 (95.2)
	18.5 (6.7)
	0.02, p<0.001*
	26.9 (8.6)
	0.03, p<0.001*

	Subgroup with baseline BMI ≤40 kg/m2
	729.5 (96.6)
	16.9 (7.0)
	0.02, p<0.001*
	11.7 (6.0)
	0.02, p<0.001*


* p<0.05. Bold: favours semaglutide. a) Estimated number of events per 100 patient years (SE). 
Abbreviations: BMI, body mass index; IAsp, insulin aspart; IGlar, insulin glargine; OW, once weekly; SE, standard error
