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	Polypill
	Aspirin (mg)
	Atorvastatin (mg)
	Ramipril (mg)

	Trinomia 20
	100
	20
	2.5

	
	100
	20
	5.0

	
	100
	20
	10.0

	Trinomia 40
	100
	40
	2.5

	
	100
	40
	5.0

	
	100
	40
	10.0




[bookmark: _Toc103853057]Table S2. Dose equivalence between ACEi and ARB and the available ramipril options of the polypill.
	
	Ramipril 2.5 mg
	Ramipril 5.0 mg
	Ramipril 10 mg

	ACEi
	
	
	

	Enalapril
	5 mg
	10 mg
	20 mg

	Captopril
	75 mg
	150 mg
	300 mg

	Lisinopril
	5 mg
	10 mg
	20 mg

	Fosinopril
	-
	20 mg
	40 mg

	Perindopril
	-
	4 mg
	7/8 mg

	ARB
	
	
	

	Candesartan
	4 mg
	8 mg
	16 mg

	Irbesartan
	75 mg
	150 mg
	300 mg

	Losartan
	25 mg
	50 mg
	100 mg

	Olmesartan
	-
	10 mg
	20 mg

	Valsartan
	40 mg
	80 mg
	160 mg

	Telmisartan
	20 mg
	40 mg
	80 mg

	Eprosartan
	-
	-
	600 mg


ACEi, angiotensin-converting-enzyme inhibitor; ARB, angiotensin II receptor blocker  



[bookmark: _Toc103853058]Table S3.  Dose equivalence of statins and the available atorvastatin options of the CNIC-polypill.
	Polypill
	Fluvastatin
	Lovastatin
	Pitavastatin
	Pravastatin
	Simvastatin
	Atorvastatin
	Rosuvastatin

	Atorvastatin 20 mg
	40 mg
	20 mg
	1 mg
	20 mg
	10 mg
	
	

	
	80 mg
	40 mg
	2 mg
	40 mg
	20 mg
	10 mg
	

	
	…..
	80 mg
	4 mg
	80 mg
	40 mg
	20 mg
	5 mg

	 
	
	
	
	
	
	30 mg
	

	Atorvastatin 40 mg
	…..
	…..
	…..
	…..
	……
	40 mg
	10 mg

	
	
	
	
	
	
	60 mg
	

	
	
	
	
	
	
	80 mg
	20/40 mg





[bookmark: _Toc103853059]Table S4. Summary results of the change in primary outcomes (LDL-c and SBP) and superiority tests in the per-protocol and the ITT population.
	
	
	CNIC-polypill
(N=218)
	Usual care
(N=221)
	

	Outcome
	
Population
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change 
(95% CI) 
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change 
(95% CI) 
	Adjusted mean treatment difference
(95% CI)
 p value 

	LDL-c (mg/dL)
	PP
	96.42
(30.03)
	85.12
 (81.83; 88.41)
	-11.03 
(-14.33; -7.74)
	95.93
30.94)
	93.08
(90.05; 96.12)
	-3.07 
(-12.44; -3.48)
	-7.961 (-12.44; -3.483
p = 0.0005

	SBP (mm Hg)
	PP
	133.98 (12.72)
	134.82
(133.2; 136.5)
	1.26 
(-0.41; 2.94)
	133.20 (12.32)
	132.96 
(131.4; 134.5)
	-0.60 
(-2.14; 0.95)
	1.859 (-0.42; 4.14)
 p = 0.1097


LDL-c, low-density lipoprotein cholesterol; ITT, intent-to-treat; LS, least-square; PP, per protocol; SBP, systolic blood pressure; SD, standard deviation

	
	
	CNIC-polypill
(N=247)
	Usual care
(N=245)
	

	Outcome
	
Population
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change 
(95% CI) 
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change 
(95% CI) 
	Adjusted mean treatment difference
(95% CI)
 p value 

	LDL-c (mg/dL)
	ITT
	94.49 (29.42)
	84.35 
(81.54; 87.15)
	-10.67
 (-13.47; -7.87)
	95.54 (30.60)
	92.63
(89.82; 95.44)
	-2.38 
(-5.19; 0.43)
	-8.285 (-12.26; -4.32)
p<0.0001

	SBP (mm Hg)
	ITT
	134.31 (12.43)
	134.52
(133.04; 136.00)
	1.07 
(-0.47; 2.61)
	133.74 (12.42)
	133.60 
(132.11; 135.08)
	0.40 
(-1.15; 1.94)
	0.925 (-1.18; 3.02)
p = 0.3874


ITT, intent-to-treat; LDL-c, low-density lipoprotein cholesterol; PP, per-protocol; SBP, systolic blood pressure; SD, standard deviation; 

[bookmark: _Toc103853060]Table S5. Summary results of the change in secondary outcomes from baseline to Week 16 after treatment with the CNIC-polypill or usual care (mITT population).
	
	CNIC-polypill
(N=218)
	Usual care
(N=221)
	

	Outcome
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change between baseline and week 16
(95% CI) 
	Baseline
mean (SD)
	Week 16
Mean (95% CI)
	LS Mean change between baseline and week 16
(95% CI) 
	Adjusted mean difference 
between treatments
(95% CI)
 p value 

	TC (mg/dL)
	170.95 (34.21)
	158.41 
(154.78; 162.05)
	-10.37 
(-14.00; - 6.73)
	166.64 (32.06)
	167.80 
(164.19; 171.41)
	0.98 
(-4.59; 2.63)
	-9.386 (-14.52; -4.256)
p = 0.0004

	HDL-c (mg/dL)
	49.06 (14.50)
	48.09 
(46.59; 49.58)
	-0.47 
(-1.97; 1.03)
	48.06 (15.40)
	47.80 
(46.31; 49.29)
	-0.76 
(-2.25; 0.73)
	0.287 (-1.83; 2.40)
p = 0.7897

	Non-HDL-c (mg/dL)
	119.95 (33.46)
	109.25 
(105.55; 112.94)
	-10.88 
(-14.58; -7.19)
	119.63 (33.18)
	117.52 
(113.93; 121.10)
	-2.61 
(-6.20; 0.97)
	-8.269 (-13.42; -3.12)
p = 0.0017

	TG (mg/dL)
	143.97 (66.26)
	138.99 
(131.01; 146.97)
	-3.97 
(-11.39; 4.58)
	140.85 (67.55)
	142.96 
(135.03; 150.89)
	0.56 
(-7.37; 8.49)
	-3.966 (-15.22; 7.29)
p = 0.4888

	DBP (mm Hg)
	79.18 (9.40)
	79.42 
(78.43; 80.42)
	0.12 
(-0.88; 1.11)
	79.43 (9.32)
	79.76
(77.78; 79.75)
	-0.54 
(-1.53; 0.45)
	0.660 (-0.74; 2.06)
p = 0.3559


DBP, diastolic blood pressure; HDL, high-density lipoprotein cholesterol; LDL-c, low-density lipoprotein cholesterol; SBP, systolic blood pressure; SD, standard deviation; TC, total cholesterol; TG, triglycerides


[bookmark: _Toc103853061]Table S6. Listing of treatment-related adverse events by system organ class (SOC) and preferred term.
	SOC
	Preferred term
	Serious
	CNIC-polypill
(n=21)
	Usual care
(n=2)

	Respiratory, thoracic and mediastinal disorders 
	Cough
	No
	3 (14.3%)
	0 (0.0%)

	Nervous system disorders 
	Dizziness
	No
	1 (4.8%)
	0 (0.0%)

	Skin and subcutaneous tissue disorders 
	Exanthema
	No
	1 (4.8%)
	0 (0.0%)

	
	Rash
	No
	1 (4.8%)
	0 (0.0%)

	
	Hyperhidrosis
	No
	1 (4.8%)
	0 (0.0%)

	Vascular disorders 
	Hypertension not adequately controlled
	No
	3 (14.3%)
	0 (0.0%)

	
	Orthostatic hypotension
	No
	1 (4.8%)
	0 (0.0%)

	
	Ecchymosis
	No
	1 (4.8%)
	0 (0.0%)

	Gastrointestinal disorders 
	Melena
	No
	1 (4.8%)
	0 (0.0%)

	
	Epigastralgia
	No
	2 (9.5%)
	0 (0.0%)

	
	Abdominal pain
	No
	1 (4.8%)
	0 (0.0%)

	
	Abdominal bloating
	No
	1 (4.8%)
	0 (0.0%)

	Musculoskeletal and connective tissue disorders
	Myalgia
	No
	1 (4.8%)
	0 (0.0%)

	
	Cervicalgia
	No
	1 (4.8%)
	0 (0.0%)

	Investigations
	Elevated liver enzymes
	Yes
	1 (4.8%)
	0 (0.0%)

	
	Asymptomatic creatine phosphokinase increase
	No
	1 (4.8%)
	0 (0.0%)

	Metabolism and nutrition disorders 
	Hypoglycaemia
	No
	0 (0.0%)
	1 (50%)






[bookmark: _Toc103853062]Fig. S1. Percentage of patients receiving lipid-lowering (A) or BP-lowering drugs, in particular an ACEI (B) or an ARB (C), at baseline by treatment group.
[image: ]
ACEi, angiotensin-converting-enzyme inhibitor; ARB, angiotensin II receptor blocker 
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[bookmark: _Toc75688402][bookmark: _Toc103853063]Fig. S2. Percentage of subjects who had their LDL-c levels (A), BP values (B), and both LDL-c levels and BP values (C) controlled at baseline and were still at target after 16 weeks of treatment with the CNIC-polypill or usual care.
[image: ]
BP, blood pressure; LDL-c, low-density lipoprotein cholesterol
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